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Abstract

This ECCO topical review of the European Crohn’s and Colitis Organisation [ECCO] focuses on the
epidemiology, pathophysiology, diagnosis, management and outcome of the two most common
forms of inflammatory bowel disease, Crohn’s disease and ulcerative colitis, in elderly patients.The
objective was to reach expert consensus to provide evidence-based guidance for clinical practice.
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Introduction patients who have transitioned into older age with IBD having been
diagnosed at a younger age.!?

For elderly IBD patients, the disease course, treatment efficacy and
possible side effects of therapy, and not least, the extent to which patients’
quality of life is affected differs in comparison to younger patients. It is
difficult to extract data for elderly IBD patients from clinical studies as

The rising incidence of inflammatory bowel disease [IBD] and the
growth of our ageing population are contributing to a rapidly
increasing number of elderly IBD patients. About 25-35% of the
IBD population is over the age of 60 years, of whom about 15%
have been diagnosed relatively late in life, and about 20% are IBD
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elderly patients are often excluded from clinical trials. The term ‘elderly’
is used to describe patients over 60 or 65, and in some cases over 70 years
of age, and studies do not distinguish between elderly-onset IBD and
elderly patients who were diagnosed at a younger age.>*

Nevertheless, the health status of the elderly compared to the
younger population is more heterogeneous in terms of the effects
that ageing has on an individual’s quality of life, functional limita-
tions and the type of disease, comorbidities and conditions by which
they are affected. Although health status is one of the major deter-
minants of disability, the relationship is non-linear, and the onset
and presentation of disability cannot be reliably predicted based on
clinical diagnosis alone.’

ECCO Current Practice Position 1

The widely accepted definition of elderly-onset IBD is dis-
ease onset at an age of 60 years or older. When making
management decisions in the elderly, clinicians should
assess an individual’s frailty, rather than only considering
an individual’s chronological/biological age

The European Crohn’s and Colitis Organisation [ECCO] set up a
topical review consensus group on the specifics of IBD in elderly
patients. ECCO topical reviews result from expert opinion consen-
sus endorsed by ECCO.

As controlled data are lacking, a topical review is distinct from the
ECCO consensus guidelines and is intended to provide guidance in
clinical areas where scientific evidence is rare. After an open call was
announced to all ECCO members and members were selected based
on their expertise in the topic, two subgroups were formed: Working
Group 1 focused on differences in the clinical course and diagnosis as
well as the incidence and relevance of comorbidities and co-medication,
while Working Group 2 focused on differences in medical treatment, side
effects of medical interventions and surgical management. The working
parties performed a systematic literature search of their topic with the
appropriate key words using Medline/PubMed and the Cochrane data-
base, as well as their own files. Discussions and exchange of the literature
evidence among the working party members and two preliminary voting
rounds took place, followed by a revision of the statements. The work-
ing parties met in Barcelona on October 25, 2015 to agree on the state-
ments. Statements were accepted when 80% or more participants were
in agreement and were henceforth termed a Topical Review Statement.
The group leaders and their respective working party wrote the final
section for each subgroup. Statements are intended to be read in con-
text with qualifying comments and not in isolation. The final text was
edited for consistency of style by the steering committee, Andreas Sturm
and Paolo Gionchetti, before being circulated and approved by the par-
ticipants. In several areas, the level of evidence is generally low, which
reflects the paucity of randomized controlled trials. Consequently, where
appropriate, expert opinion is included.

Incidence in the elderly
Incidence rates for ulcerative colitis [UC] are higher than those for
Crohn’s disease [CD] in the over 60s almost universally and range
from 1.8 per 100000 to 20 per 100000 in Europe and the USA, with
much lower rates in the Asia Pacific region. For CD, incidence rates
range from 1 per 100000 to 10 per 100000 in Europe to as high as
50 per 100000 in New Zealand,® with much lower rates in the rest
of the Asia Pacific region.”

Incidence rates for UC and CD peak in the third and fourth dec-
ade and decline thereafter, although a number of patterns can be dis-
cerned in this decline. For UC, for instance, amongst sizeable cohorts

in Canada,® Denmark’® and northern California,' there is no decline in
UC with age, whilst in other populations where there is a decline, it is
most marked in women or nearly absent in men [New Zealand, Spain,
France, Holland, Sweden, Hungary, Olmstead County].""'® There is
little evidence from the developing world on age-specific incidence.

For CD, again, there are two patterns: in the first there is no
decline of CD into old age [northern California,'® New Zealand!']
but in the majority of studies there is a marked decline into old age
in both men and women with the latter being the more pronounced
as the decline is from a higher incidence rate in young adult life."”

The proportion of IBD cases diagnosed in old age in each popu-
lation is of practical importance, and will vary not only with the
age-specific incidence rates but also with the age structure of the
population. In the Danish National Cohort,” 21% of cases of UC and
17% of cases of CD were diagnosed over the age of 60. In another
Scandinavian population from Stockholm County it was 18% of CD
cases." This population has one of the highest reported incidences of
IBD. These figures are comparable to Liege where 22% of IBD cases
were diagnosed after the age of 60.2° Lower rates of 11% for UC and
4% for CD were reported from Hungary," 11% and 5% in northern
France,” and 12% and 6% in Olmstead County.'®!”

There are no reports on the prevalence of IBD in the elderly, but
it is likely that the elderly make up a slightly lower proportion of
prevalent cases given their increased mortality from other causes.

Temporal trends in IBD in the elderly are difficult to assess, but in
most countries, particularly the relatively less affluent, it is likely that
the incidence will rise in the future or is currently on the rise.! In those
populations with an already high incidence there is evidence of a con-
tinued rise in CD in some!® but not all cohorts,'® and there is also evi-
dence that the rate of rise in UC in the elderly may be levelling off.'>

Risk factors for IBD in the elderly

Gender: In general sex ratios for CD are equal in Montreal A1 disease,
with a modest female preponderance in A2 with a fall to a more equal
sex incidence in A3. In the Danish National cohort, the female incident
preponderance was most marked in the 15-29 age group, falling to a
modest preponderance of 7.9 versus 6.1 per 100000 in the 60-74 age
group.’ For UC in the same cohort, an approximate equal incidence for
men and women became a slight male preponderance over the age of 60.
In the largest inception cohort of elderly patients, female predominance
for CD prior to the menopause gave way to a more equal sex ratio fol-
lowing the menopause before rising to a female preponderance of 1.5:1
in the over 60s. For UC in this same cohort, male preponderance gradu-
ally increases throughout life with male to female ratios of 2:1 from
40 years onwards.?! Most other cohorts replicate these observations.®

Family history: There is not much data specifically addressing
this issue. In the EPIMAD registry, family history for CD and UC fall
with age such that just 7% of CD subjects over the age of 60 had a
family history versus 16% of A1 onset patients.?! For UC the respec-
tive figures were 3% for elderly versus 13% in A1. Specific genetic
variants such as NOD2/CARD are risk factors for early-onset CD,
and as such would be expected to be less common in the elderly.

Obesity: Obesity is an emerging risk factor for CD, confirmed
in one case control study?? and two prospective population-based
studies?®?* but refuted in another.?® The relationship may well be
U-shaped. In the only study to allow assessment at older ages, obe-
sity was more prevalent in CD mainly in subjects aged over 55, with
11/34 [32%] versus 10/64 [16%] of those with UC.

No elderly-specific data are available on the role of appendec-
tomy or many of the other established risk factors, such as lack of
dietary fibre and exercise, for CD. Other putative risk factors relat-
ing to childhood do not appear to be relevant.
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In conclusion, trends in risk factors observed with age in younger
age groups generally continue into old age, suggesting that old-age-
onset IBD has a similar underlying aetiology to that observed in
younger subjects. However, many risk factors for IBD were deter-
mined nearly exclusively in young populations. More elderly-specific
data are needed to elucidate whether the underlying aetiology is
similar between adult-onset and elderly-onset disease.

Disease presentation

Some elderly patients may have atypical presentations of their disease,
although the first symptoms of IBD are more or less similar for adult
and elderly patients.?* Abdominal pain and systemic complaints, such
as fever and weight loss, are less frequently observed in elderly patients
than in younger IBD patients.?'*’?’ In line with a more frequent colonic
localization of CD, elderly CD patients more often suffer from rectal
bleeding and less often report abdominal pain at first presentation.?'-**
Elderly UC patients are more frequently hospitalized for the first flare
than younger adult patients, whereas elderly CD patients more often
undergo a surgical resection at that time, in contrast to adult-onset CD
patients.! These observations may be the result of either a more severe
first presentation, a more difficult diagnostic process or the frailty of
this patient population. The differential diagnosis is more diverse in
the elderly, and one should exclude, among others, an infectious cause,
ischaemic colitis, segmental colitis associated with diverticular dis-
ease or non-steroidal anti-inflammatory drug [NSAID]-induced colitis
[Table 1]. Good history taking and endoscopy including the taking of
biopsies are important to discriminate IBD from other diagnoses.

ECCO Current Practice Position 2

Elderly patients with CD tend to have more rectal bleeding
and less abdominal pain, fever or weight loss at presenta-
tion. In UC, the clinical presentation is similar among age
groups

Disease course

Extent of disease is more limited in the elderly than in the adult pop-
ulation. Ileocolonic involvement [L3] in CD%!5:21:30:31 and extensive
disease [E3] in UC!H!19:21:293233 are less common in the elderly popula-
tion. In elderly CD patients, colonic involvement [L2] is more com-
mon than ileal involvement [L1].1:52! In UC, left-sided disease is the
most common and strict rectal disease is less common in the elderly
than in the adult population.”!5?! The current literature is divided on
the number of elderly with a B2 [stricturing] or B3 [penetrating] CD
phenotype, ranging from less?! to more'S complicated phenotype at
diagnosis. Progression to either B2 or B3 disease during the course of
the disease is likely to occur to a lesser extent! or to the same extent!
as in the adult CD population.

During the disease course, elderly UC patients have a higher
risk of being hospitalized, in particular for the first flare. In CD, the
IBD-related hospitalization rate was found to be similar for both
adult-onset and elderly-onset disease.! Elderly IBD patients were
found to have a longer postoperative stay and a higher in-hospital
mortality rate.’* Although elderly CD patients have a higher risk
of surgery at or shortly after diagnosis, the long-term surgery rate
seems to be no different from that for adult-onset disease.’**° For
UG, no differences in surgery risk were found either at diagnosis or
in the long term."'*32 Data on the actual course of the disease [e.g.
number of flares, severity of symptoms, time spent in remission|
are currently lacking. This information is especially relevant to the
elderly population, as treatment may be more focused on symptom
control rather than on optimizing the long-term outcome.

ECCO Current Practice Position 4

In CD, elderly patients more often have colonic involve-
ment [L2], rather than ileal involvement [L1]. UC disease
extent at diagnosis is most often left-sided colitis, while
extensive disease and isolated proctitis are proportion-
ately less frequent than in adults

ECCO Current Practice Position 3

Diagnostic work-up in elderly IBD does not differ from
other adult patients. However, the differential diagnosis
is more diverse in the elderly, and in particular malignan-
cies, infectious causes, ischaemic colitis, microscopic coli-
tis, segmental colitis associated with diverticular disease
or non-steroidal anti-inflammatory agents use should be
carefully excluded

ECCO Current Practice Position 5

The risk of IBD-related hospitalization is higher in elderly
UC, but not CD patients, than in younger adults. Elderly
CD patients have a higher risk of surgery at or shortly after
diagnosis, whereas the long-term surgery rate appears to
be similar to adult-onset disease. For UC, no differences in
risk of surgery are known

Table 1. Differential diagnosis of IBD at elderly age

Symptoms

Possible discrimination with IBD

Infectious gastroenteritis ~ Acute onset of diarrhoea
Ischaemic disease Bloody diarrhoeaAcute abdominal
pain, associated with meal intake

Recent antibiotic useStool sample for pathogenic organisms, including C. difficile
Thorough cardiovascular history taking [including congestive heart failure,
cardiac arrhythmias, atherosclerotic disease, embolic disease, vasculitis and

diabetes|Different localization pattern

Diverticular disease Abdominal painDiarrhoea
[diverticulitis]
Microscopic colitis
in females IBD
NSAID-induced enteritis ~ Diarrhoea Abdominal pain
Radiation colitis Bloody diarrhoea Abdominal pain

Rectal ulcer syndrome Bloody diarrhoea

History of diverticular disease Local inflammation around diverticular part of
the colon during endoscopy
Non-bloody diarrhoea Predominantly No anatomical abnormalities visible at endoscopyHistologically different from

History of NSAID use
History of abdominal or pelvic radiation Histologically different from IBD
History of constipationHistologically different from IBD
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Infectious complications and vaccination

Infections in overall terms, and serious infections in particular, are
more common in elderly IBD patients, especially in those receiving
oral corticosteroids.?

Older age per se is a well-known risk factor for Clostridium dif-
ficile infection [CDI] and especially in IBD patients and those receiv-
ing glucocorticoids.***! CDI is a significant cause of morbidity and
mortality in IBD.*** Urinary tract infection and sepsis are more
common in the elderly and are related to higher mortality.*> Risk of
tuberculosis [TB] increases with age and use of anti-tumour necrosis
factors [TNFs]. Every patient should be checked for TB prior to ini-
tiation of immunosuppressants or biological therapy.*’

Age >50 years is a risk factor for opportunistic infections with the
use of immunomodulators being a risk factor. There is an increased
risk of candidiasis in patients receiving glucocorticoids. Other oppor-
tunistic infections reported include atypical bacterial infections, asper-
gillosis, coccidioidomycosis, legionellosis, cryptococcal infections,
nocardiosis, toxoplasmosis, Prneumocystis jiroveci pneumonia, dis-
seminated sporotrichosis, listeriosis and Histoplasma capsulatum.*>-

Patients older than 65 years treated with TNF inhibitors for IBD
have a high rate of severe infections and mortality compared with
younger patients or patients of the same age who did not receive
this therapy. Patients receiving thiopurines have a greater risk for
viral infections, including cytomegalovirus, herpes simplex virus,
Varicella zoster virus [VZV] and Epstein—Barr virus. Advanced age
is an additional independent risk factor.*”

The current ECCO opportunistic infections guidelines on vac-
cinations and preventive measures provide global guidance and only
recommendations specifically suggested for elderly IBD patients will
be discussed here.?” There is an increased risk of VZV infection in the
elderly**—therefore all seronegative IBD patients should be vacci-
nated before immunosuppression [IMS] treatment.*” Pneumococcal
and influenza infections, the two most common infections in adults
with high morbidity and mortality in patients over 65 years, can
be prevented by vaccination. Patients who are over 65 years and/
or immunosuppressed should receive at least one dose of pneumo-
coccal vaccine, with revaccination after 5 years. Injectable influenza
vaccine should be administered every year.”*’! It must be highlighted
that there are studies which support normal administration of vac-
cines even in thiopurine-treated IBD patients.”> By contrast, other
studies claim that immunomodulators impair the immune response
to vaccination.”® Anti-TNF therapy either alone or with azathio-
prine impairs response to pneumococcal vaccination®>** as well as
trivalent influenza vaccination.’’ There are data showing a reduced
immunogenicity in the IBD population and a suboptimal response
to the pH1NT1 vaccine in IBD patients on combination therapy com-
pared to those on anti-TNF monotherapy and healthy controls.’®%”

ECCO Current Practice Position 6

Infections and related serious complications are more
common in the elderly IBD patients, emphasizing the
need to follow immunization guidelines thoroughly

Neoplasia
There is an increased risk for colorectal cancer [CRC] in longstand-
ing colonic IBD [either UC or CD]*%*¢ and additionally an increased
risk for small bowel carcinoma in CD patients.*’~*

However, there is no clear increased CRC risk with advancing age
itself.”>7 In the case of late-onset IBD, the data are sparse. A study

from Oslo published in 20097 claims that higher age at onset of IBD

may be related to a more aggressive development of CRC in IBD
and suggests considering early inclusion in screening programmes.
More specifically, the authors claim that the colitis—-CRC interval is
decreased by a factor of 0.154 when age is increased by 1 year. Baars
et al.”? also showed that IBD diagnosis at older age is related to earlier
CRC and suggest possibly intensifying surveillance. A low incidence of
CRC and relatively high rate of post-procedure hospitalization were
found among elderly patients undergoing surveillance colonoscopy.
Recommendations for ongoing surveillance in the elderly population
should take into consideration the impact of comorbid illness and
increasing age on the anticipated risks and benefits of colonoscopy.”

Regarding previous cancer and IBD, Beaugerie ef al.”” suggested
that 2 years should pass between the completion of cancer treat-
ment and the initiation of IMS. Special caution is indicated for non-
melanoma skin cancer and high-grade cervical dysplasia—relative
contraindications to IMS. There is a study that proposes metho-
trexate as the best choice for patients with cancer history.”® The
CESAME cohort indicates that IMS did not alter the rate of incident
cancers.”’

Lymphoma risk increases with age according to the SEER
[Surveillance, epidemiology and end results] database. In a meta-
analysis by Kandiel et al.*® the risk of lymphoma in IBD patients
treated with azathioprine and 6-mercaptopurine was four-fold
increased. It must be noted that in the group analysis the lymphoma
incidence increased from 7.65 in the age-group 20-29 to 56.45 in the
age-group 60-69 and the number needed to harm from 4357 to 591,
respectively. In addition, the CESAME group identified older age and
longer duration of IBD as the main risk factors for developing a lym-
phoproliferative disorder.®’ Another meta-analysis from Siegel et al.®
showed that the baseline risk of non-Hodgkin lymphoma in patients
receiving biological therapies increases with age and although statis-
tical significance was only reached for one age category (men aged
55-64 had a standardized infection ratio [SIR] of 16.8), there is a
dramatic increase in the absolute rate and SIR as patients get older.
The same result was published by Afif et al.® stating that age [per
decade] [odds ratio, 1.72; 95% confidence interval, 1.38-2.14] was
significantly associated with increased odds for lymphoma. A third
meta-analysis by Kotlyar et al.%* also showed increased risk in
patients older than 50 years. Lewis et al. proved that use of azathio-
prine in the elderly should be avoided, as quality-adjusted life-years
were increased <0.01 for patients older than 55 years.%

It should be noted that patients over 65 years who receive IMS
have also increased risk for non-melanoma skin cancer.*

ECCO Current Practice Position 7

Elderly IBD patients with longstanding disease require
screening for colorectal cancer [CRC]. Elderly-onset IBD
itself is not associated with an additional increased risk
of CRC, although the time between the onset of IBD and
CRC diagnosis is shorter in elderly patients. Therefore,
one should consider enrolling elderly-onset IBD patients
in a CRC screening programme sooner after IBD diagno-
sis. CRC screening in the elderly should be balanced with
disease severity, comorbidities and life expectancy

Medical Therapy

General Principles
The approach to treatments and response rates to most treatments
are similar in elderly patients with IBD when compared to those
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with younger age at presentation or onset of the disease.’* However,
there are significant variations in drug prescription rates in elderly
IBD patients between different countries.’’” Moreover, in a study of
400 elderly IBD patients, up to 32% were receiving maintenance
corticosteroids but immunomodulators and biologics were used in
only 6% and 3% of patients, respectively.®® Data from the EPIMAD
registry,?! including 841 patients aged over 65 years at IBD diagno-
sis, showed that only 27% of CD and 16% of UC patients received
immunosuppressive agents after 10 years and only 3% received anti-
TNF therapy.

The use of topical therapy in elderly IBD patients presents spe-
cial challenges relating to sphincter incompetence and co-ordination
skills to self-administer, and these need to be considered before
embarking on prescribing topical therapies.*” Furthermore, elderly
patients with fewer physical reserves may not tolerate a flare up
of colitis as well without intensive medical treatment compared to
younger patients.”

Another aspect related to drug therapy in elderly IBD patients is
polypharmacy and complex regimens.’! In elderly CD patients, poly-
pharmacy was common with an average of seven drugs per patient.®
This may have an impact on adherence, drug interactions and toxic-
ity.”> Finally yet importantly, possible intellectual impairment and
lower life expectancy might influence the patient’s decision to take
anti-inflammatory and immunosuppressive drugs. Elderly patients
will often choose a better quality of life and be less concerned about
the risks of long-term side effects.

Cognitive deficit and depression is common among the elderly.
After the age of 65, 17% of patients have a cognitive decline often
rendering diagnosis and management of IBD more complicated.”

In addition, older patients may have more financial constraints
and age-related functional capacity that limits management options.”*

Efficacy
There is no difference in the response rates with use of corticoster-
oids and aminosalicylates among the elderly and young age onset
of IBD.” Similarly, no differences in efficacy have been noted with
the use of thiopurines.”® However, the benefit in terms of quality-
adjusted life years has been questioned when starting azathioprine
after age 65 in a study based on Markov modelling.*

The remission rates in both UC and CD were reported to be
similar in young and elderly patients receiving anti-TNF therapy

in an early retrospective study,*’

reflecting experience from data
taken from the rheumatology literature.”” However, later studies
suggest somewhat reduced response rates in CD patients starting
anti-TNFs in older age even after adjusting for duration of disease,
indicating that pharmacokinetic or other mechanisms may play a
role in the lower treatment response.”®'% In a recent nested case

controlled study conducted in Leuven,'®

the efficacy and safety of
anti-TNFs among patients >65 years was compared to those start-
ing before age 65 [after Charlson co-morbidity index adjustment].
This study showed a lower rate of short-term clinical response at
10 weeks [68% vs 89%: p < 0.001] but the differences were not sig-
nificant at 6 months [79.5% vs 82.8%; p = 0.63], possibly indicat-
ing that the time to treatment effect is prolonged in elderly patients.
In another study by Desai et al.,”” only 61% of patients older than
60 had a partial or complete response to anti-TNFs compared to
83% of young anti-TNF-treated patients. Furthermore, in their
study, elderly patients had a higher probability of stopping anti-
TNFs, due mainly to adverse events. Mayo clinic data also suggest
a lower rate of response at 6 months in older patients treated with
anti-TNFs.”

The data from the rheumatology and dermatology literature sug-
gest no differences in efficacy of methotrexate in older patients.!0:12
Methotrexate has not been studied in an exclusive cohort of IBD
patients but retrospective cohort data indicate limited use in the
elderly with similar outcomes compared to young patients.'®

ECCO Current Practice Position 8

There is no evidence that the efficacy of medical treat-
ment in elderly IBD patients differs from that in younger
adult patients

Mono vs combination therapy in elderly patients

Several studies have suggested a higher efficacy of combination ther-
apy with immunosuppressants and anti-TNF antibodies compared
to monotherapy, especially regarding steroid-free remission.!%4-10¢
However, no such study has been performed in the elderly and the
number of older patients included in the aforementioned studies was
negligible. Therefore, effectiveness of combination therapy in the
elderly can only be extrapolated.

Immunosuppressive medications, especially when used in com-
bination with other medications, and older age are associated with
an increased risk for opportunistic infections including TB.*:%%107
Moreover, combination immunosuppression in older patients
was associated with a twofold increase in cessation of therapy.”
Regarding mortality, a study from the Mayo Clinic showed that
three out of four deaths attributable to infliximab treatment were in
patients aged >65 years. Notably, these patients had a longer disease
course [15-26 years], severe disease and comorbid conditions, and
they were on concomitant immunomodulator therapy.’® In contrast,
some other studies showed no further increase in the odds of devel-
oping [serious] infections with combination therapy compared to
monotherapy.*”-1%

The use of anti-TNF agents with immunomodulators is associated
with an increased risk of developing non-Hodgkin lymphoma in adult
CD patients.*>!” Two additional studies found a predominance of lym-
phoma among older persons and among men.!'%!!! The study from the
French CESAME group identified older age, male sex and longer dura-
tion of IBD as the main risk factors for developing a lymphoprolifera-
tive disorder.’ Regarding age, the hazard ratio per 1-year increase was
1.06. Of the 23 patients who were diagnosed with incident lymphopro-
liferative disorders, 12 were >60 years. In a multivariate analysis, the
hazard ratio for malignant lymphoma of patients who received thio-
purines was 5.3. This risk was further elevated for patients receiving
a combination therapy [SIR = 6.5].8' In younger patients the absolute
risk is low, but in the elderly population the risk is considered clinically
meaningful [1 in 300-400 in those over 70].5:!12

Safety

There is a potential for increased risk of nephrotoxicity in older
patients using aminosalicylates and sulfasalazine due to slower elim-
ination of these drugs and, particularly in those patients with co-
morbidities such as heart failure and pre-existing renal dysfunction,
careful monitoring is warranted.''>!*

All the available data indicate an even higher risk for serious adverse
events with prolonged use of corticosteroids in elderly patients with
IBD when compared to younger patients on long-term steroid therapy.
In a large study of elderly-onset IBD patients exposed to steroids, there
was increased risk of infections compared with non-exposed patients
[relative risk 2.3, 95% confidence interval 18-2.9], and patients with
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recent exposure were more vulnerable.’” In the TREAT registry® age
along with use of corticosteroids and narcotics were independent
predictors of mortality. Other specific problems relate to osteoporo-
sis-related fractures, osteonecrosis, alteration in mental status, fluid
retention, ocular problems and drug interactions.'"®

ECCO Current Practice Position 9

All available data indicate a higher risk of serious adverse
events with prolonged use of corticosteroids in elderly
patients with IBD when compared to younger adult
patients

In general, thiopurines are well tolerated and have a relatively low
incidence of adverse events in elderly IBD patients.” However, there
are consistent data indicating that the use of thiopurines in IBD
increases not only the risk of infection but also the risk of lymphopro-
liferative disorders and skin cancers in elderly IBD patients.’%$2116
More specifically, the CESAME study®!' showed that older age is an
independent risk factor for the development of lymphomas, with
more than 50% of the incident cases diagnosed in patients >60 years
and with the risk increasing annually with ongoing, but not prior to,
therapy with thiopurines.

ECCO Current Practice Position 10

The use of thiopurines in the elderly needs careful consid-
eration and monitoring due to potential drug interactions,
increased risk of lymphoma, non-melanoma skin cancer
and infection

Old age is an independent risk factor for adverse events in IBD patients
regardless of their medication use. In a cohort study of 734 IBD
patients treated with anti-TNF, in comparison with 666 IBD patients
on other medical treatments, the only independent risk factor for death
was age at first anti-TNF use.'"” Mayo clinic data also suggested a sig-
nificant increase in risk of infections in older patients with a twofold
risk in discontinuation of therapy as a result of infections.”® Similar
data were reported by Desai et al.,”” who observed a threefold risk of
discontinuation of anti-TNF users who started therapy beyond the age
of 60 compared to older azathioprine users. In a multicentre observa-
tional study, Cottone et al.*’ reported that elderly patients treated with
biologic therapy (infliximab [7 = 2475] or adalimumab [# = 604]) had
an increased risk of infections, malignancy and mortality when com-
pared to a younger group [13% vs 2.6%, 3% vs 0% and 10% vs 1%,
respectively] or to elderly patients treated with other drugs. Similar
results were observed in a more recent study conducted in Leuven,
which also reported that the risk of severe adverse events was higher in
patients over 65 on anti-TNF [relative risk = 4.7; p < 0.001] with both
malignancy and infections being higher in this group.'® Furthermore,
in that study, some of the deaths were due to cardiovascular compli-
cations, possibly suggesting the need for cardiovascular screening in
elderly patients before starting anti-TNF therapy. Aggravation of heart
failure with excess mortality following anti-TNF use in the elderly has
also been reported previously in rheumatology patients.''®

ECCO Current Practice Position 11

Elderly IBD patients treated with TNF inhibitors for IBD
have an increased risk of severe infection compared with
younger patients

While there are no data on the safety profile of methotrexate spe-
cific to elderly IBD patients, caution should be exercised in this
group as the gastrointestinal and myelotoxicity from methotrexate
is observed more frequently in elderly patients receiving methotrex-
ate for rheumatoid arthritis.''?? Furthermore, renal toxicity will
be increased by use of methotrexate in conjunction with NSAIDs
due to decreased renal excretion.'® Cyclosporine use in elderly IBD
patients is best avoided and, if used, needs to be closely monitored
given the risk profile related to co-morbidities such as hypertension

and renal disease in these patients.'?

Drug interactions

Due to polypharmacy, the potential for drug interactions is higher
in elderly IBD patients. Accelerated corticosteroid clearance poten-
tially resulting in reduced efficacy in IBD has been noted with the
use of anti-epileptics.!?! Corticosteroids also may alter the action
of anticoagulants.'?? Interaction with warfarin producing reduced
anticoagulant activity has been recorded also with azathioprine.!?
In contrast, S-aminosalicylates increase the anticoagulant activ-
ity of warfarin.'” One of the well-described interactions of thio-
purines is the xanthine oxidase-mediated action of allopurinol,
which substantially increases the risk of myelotoxicity'* and this
is particularly relevant in elderly patients due to increased use of
allopurinol in this cohort, but the interaction has also been used
more recently to augment the therapeutic effect and reduce hepa-
totoxicity in IBD patients with a 75% reduction in the thiopurine
dose.'?¢

ECCO Current Practice Position 12

Polypharmacy from existing co-morbidities may be more
common in elderly IBD patients and the potential for drug
interactions must be considered

Problems with administration [e.g. rectal therapies]
merit careful consideration

Thrombotic complications, anticoagulation and
antiplatelet therapy
Antithrombotic prophylaxis should be considered in all hospitalized
elderly patients with IBD. Treatment of venous thromboembolism in
IBD should follow established antithrombotic therapy options tak-
ing into account a potentially increased risk of bleeding.'?”

Non-pharmacological prophylaxis includes hydration, correc-
tion of vitamin deficiencies [particularly vitamins B6 and B12 and
folate] that can reduce homocysteine levels, graduated compression
stockings or pneumatic devices, and early mobilization after sur-
gery should be always considered, especially in hospitalized elderly
IBD patients.'?""*! The Lenox Hill Hospital experience with 41 IBD
patients on aspirin and clopidogrel for coronary artery disease also
showed no change in the frequency of IBD flares in most patients
on antiplatelet therapy when compared to a control group not on
such therapy.'?? Indeed, an 11% reduction in IBD flares was noted
in patients on antiplatelet therapy.'> In another study of aspirin use
in elderly CD patients with vascular disease no difference in hos-
pitalization was noted in patients taking aspirin and those not on
aspirin.®®

An important issue to be considered particularly in active IBD
patients is the potential risk of bleeding requiring careful dose find-
ing studies and close clinical monitoring. Despite concerns that even
low-dose aspirin may exacerbate IBD, such data and the lack of
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credible data arguing against its use, it seems prudent to offer aspirin
to patients with associated cardiovascular co-morbidity where com-
pelling evidence exists to support its use.'3%13*

ECCO Current Practice Position 13

In general, IBD patients are at increased risk for throm-
botic complications which represent an important cause
of morbidity and mortality. There is no evidence that the
intensity or frequency of an IBD flare is increased by anti-
platelet therapy. It is prudent to offer aspirin to patients
with associated cardiovascular comorbidity where com-
pelling evidence exists to support its use

Withdrawal

No withdrawal trials of immunosuppressive agents or anti-TNF
therapy have been performed specifically in the elderly. Earlier studies
suggested that older age is associated with a lower risk of recurrence
in patients who were either maintained on azathioprine/6-mercap-
topurine or withdrew the drug.'*>7 In contrast, more recent studies
did not confirm these findings: older age was not found to be predic-
tive of relapse in either univariate or multivariate analysis in either
disease.'**-1%2 Moreover, age was not associated with colectomy after
drug withdrawal.'** In CD patients on combination therapy [inflixi-
mab and azathioprine] in which azathioprine was discontinued, age
was not a predictor of infliximab failure after azathioprine cessa-
tion.' Notably, most of these recent studies have been performed
after a longer treatment duration as compared to the earlier trials.

Surgical treatment

Necessity of surgery for IBD
In elderly IBD patients, four studies reported low rates of total colec-
tomy [0-2.1%] and segmental colectomy [0-4%].>*!*-14¢ Elderly
UC patients were less likely to undergo surgery compared to younger
UC patients [5.9 vs 18.2%, p = 0.03]'%¢ with an odds ratio of 0.70
in another study.'”” Late-onset UC patients [>50 years] experienced
no significant difference in requiring colectomy at 1 year of diag-
nosis compared to early-onset UC patients [18-30 years old]'* In
severe UC, early surgery has been recommended for elderly patients
in order to reduce complications.'*

In CD patients, the necessity for surgery appears to be lower with
a higher age at the onset of disease.'* If surgery for CD complica-
tions is necessary, the technical approach is not different from that
used in younger patients: evacuation of abscesses, resection of sten-
oses or strictureplasty as a bowel-sparing intervention."!2?

Complications

Although several risk factors for postoperative morbidity and mortality
increase with age, increasing age itself remains an important risk factor
for postoperative morbidity and mortality. A retrospective study of elderly
UC patients showed no statistically significant difference in surgical mor-
bidity or 30-day mortality between patients who underwent proctocolec-
tomy with ileostomy and those who underwent ileoanal anastomosis or
restorative proctocolectomy alone.'*'5* Additionally, no difference was
found in surgical morbidity or 30-day mortality between the procto-
colectomy with ileal pouch-anal anastomosis and those with ileostomy
regardless of age."**5! The incidence of anastomotic leaks, pouch-related

152

septic complications'*? and pouch failure rates did not differ between

younger and older patients undergoing surgery for UC in Cleveland

Clinic, a high-volume pouch centre.!"*'%* However, in other reports, an
increased frequency of long-term complications such as pouchitis, anas-
tomotic stricture or deterioration in pouch function in elderly patients
undergoing ileal pouch-anal anastomosis has been reported.'56:17

Functional outcome after surgery

Functional outcome after ileal anal pouch surgery has been encour-
aging in the elderly, if the patient had a good anal sphincter func-
tion preoperatively.13%153:155:156.158 The double-stapled technique has
resulted in a much better functional outcome compared to hand-
sewn anastomosis in patients over 50 or 535 years015%158159 with a
low risk of malignancy [<1% after 10 years] in the remaining rectal
mucosal cuff patients.'®*'%2 Due to a higher chance of impaired
sphincter function, total coloproctectomy with permanent ileos-
tomy may be offered to these elderly patients.”®!22163:164 One study
indicated that older veterans were less likely to have problems such
as leakage or adjusting to the ileostomy than younger veterans.!®®
In contrast, another study suggested that older patients were more
likely to have difficulty with the daily management of their stoma,
although their overall quality of life was equal to or better than
that of younger patients who had undergone ileostomy.'*® Notably,
in individual patients, ileorectal anastomosis may be considered,
as well.!2?

Postoperative recurrence in CD

Disparate reports in the literature have noted recurrence rates in the
elderly after CD surgery ranging from five times greater than to equal
to the recurrence rates in younger patients.'”>!¢7168 In one study, recur-
rence after bowel resection in elderly CD patients was reported to be less
common than in younger patients [43 vs 64%], but when it occurred,
the time to recurrence was significantly shorter in elderly patients [3.7
vs 5.8 years|.'® This improved prognosis may in part derive from the
fact that the elderly have less small bowel and penetrating disease than
younger patients, a profile that has been associated with decreased risk
of disease recurrence.”®!”! No trials regarding prophylaxis of postop-
erative recurrence were performed specifically in the elderly.

ECCO Current Practice Position 14

The indications for surgery are not different between
elderly and younger adult patients in both CD and UC,
and age alone is not an accurate predictor of surgical risk
in IBD patients. In UC, the surgical approach of patients
requiring pouch surgery is not different from younger
adult patients. However, due to a possibly decreased anal
sphincter function, the option of pouch versus ileostomy
should be discussed in elderly patients

Working groups

WG1: The elderly IBD patient: Difference in clinical course and diagnosis and
the incidence and relevance of comorbidities and co-medication.
Leader—Paolo Gionchetti, Italy

Member—Christian Maaser, Germany

Member—Michael Mendall, UK

Member—Dimitrios Karagiannis, Greece

Y-ECCO—Pantelis Karatzas, Greece

N-ECCO—Nienke Ipenburg, The Netherlands

WG2: The elderly IBD patient: Differences in medical treatment, side effects of
medical interventions and surgical management.

Leader—Andreas Sturm, Germany

Member—Shaji Sebastian, UK
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