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Lay Summary

Many medications used to treat inflammatory bowel disease (IBD) can increase the risk of infection and cancer, particularly in elderly patients.
This study found that vedolizumab, a targeted therapy, was effective and safe in elderly patients with IBD.

To the Editor,

Treating elderly patients (defined as over the age of 65 years
old) with a diagnosis of inflammatory bowel disease (IBD) is
challenging because of their increased risk of infection and ma-
lignancy."? Presumably in efforts to minimize potential harm,
elderly patients are more likely to receive potentially less effect-
ive medications such as aminosalicylates, more likely to be on
chronic corticosteroids, and less likely to receive biologics.?*

Vedolizumab (VDZ) is an anti-integrin agent that inhibits
alpha-4, beta-7 lymphocyte homing of Th17 and Th9 cells
as well as regulatory T cells to the intestine.® The gut-specific
nature of VDZ holds potential for achieving and maintaining
remission in IBD without increasing the risk of severe infec-
tion or malignancy. However, there is a paucity of data re-
garding its safety in the elderly population. In phase 3 VDZ
trials, only 46 patients were over age 65.° We conducted a
retrospective study to better define the safety profile of VDZ
in a cohort of elderly veterans.

This retrospective study included 17 elderly male veterans
with IBD who received VDZ at the Veterans Affairs Loma
Linda Healthcare System. Patients were eligible for inclusion
if they met the following criteria: (1) established diagnosis of
Crohn’s disease (CD) or ulcerative colitis (UC) and (2) initi-
ated VDZ at age 65 years or older. Patients were excluded if
VDZ was initiated prior to age 65 years. Patients were iden-
tified and data were collected using the Computerized Patient
Record System. Relevant covariates examined included age
at diagnosis of IBD, duration of disease, prior treatment his-
tory, disease location and behavior, polypharmacy, drug-drug
interactions (DDIs), and the Charlson comorbidity index. The
primary outcome was adverse events, including infusion reac-
tion, infection, IBD-related hospitalization, IBD-related sur-
gery, and malignancy while receiving VDZ. Serious infections

were defined as any infection requiring hospitalization, inter-
ruption, or discontinuation of VDZ. The secondary outcome
was clinical efficacy.

Patients’ demographics and disease characteristics are out-
lined in Table 1. The median age was 71 (range, 66-83). The
median Charlson comorbidity index was 4 (range, 3-7). All
patients had previous anti-TNF exposure. The median dur-
ation of VDZ therapy was 24 months (range 1-48). The
average number of total medications used by patients was 10
(range 2-22). One, 6, and 10 patients had mild, moderate,
and severe polypharmacy, respectively. Further, there were a
total of 12 (10%), 94 (78%), and 15 (12%) minor, moderate,
and major DDIs, respectively. However, VDZ was not associ-
ated with any DDI. Data on disease status were available on
14 patients at 6 months of follow-up: 3 (27.3%) had active
disease, 11 (78.6%) were in clinical remission. Two patients
remain in histologic remission at their 4-year follow-up. Data
for other follow-up time periods are summarized in Table 2.

Six patients eventually failed VDZ and required a change in
therapy. No patients discontinued VDZ due to infections or
other adverse events. None had septic complications or inten-
sive care unit admissions. There were no IBD-related hospital-
izations. One patient was hospitalized for elective therapy for
previously diagnosed renal cell carcinoma and another follow-
ing a motor vehicle accident. One patient was evaluated in the
Emergency Department (ED) for uncomplicated diverticulitis
but was discharged from the ED within 24 hours. Overall, 2 pa-
tients developed Clostridium difficile infections (CDI), 1 devel-
oped bronchitis, and 1 developed diverticulitis. One case of CDI
recurred, resulting in withholding of 1 dose of VDZ and treat-
ment with fecal microbiota transplant, after which the infection
resolved and VDZ therapy was resumed. All other infections re-
solved with standard antibiotic use without VDZ interruption.
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Table 1. Patients’ demographic and disease characteristics.
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Table 3. Outcomes in IBD patients 65 years and older on vedolizumab.

Age (years), median (range) 71 (66-83)
Male, 1 (%) 17 (100)
Charlson comorbidity index, median (range) 4 (3-7)
Total medications, median (range) 10 (7-22)
History of malignancy, 7 (%)

Renal cell carcinoma 1(6)

Melanoma 1(6)

Bladder cancer 1(6)

Hepatocellular carcinoma 1(6)
Updated influenza vaccination (yes), 7 (%) 8 (47)
Updated pneumonia vaccination (yes), 7 (%) 12 (71)
PCP clinic visits, median (range) 2 (1-9)
IBD clinic visits, median (range) 9 (1-25)
IBD phenotype

Crohn’s disease, 7 (%) 10 (59)

Ulcerative colitis, 7 (%) 7 (41)
Age at diagnosis (years), median (range) 63 (35-73)
Disease duration (years), median (range) 14 (4-37)
Location (ulcerative colitis), 7 (%)

Left sided (E2) 4 (57)

Extensive colitis (E3) 3 (43)
Location (Crohn’s disease), 7 (%)

Colonic (L2) 3(30)

Ileocolonic (L3) 7 (70)
Natalizumab exposure, 7 (%) 0
Anti-TNF exposure, 7 (%)

Infliximab 9(53)

Adalimumab 11 (65)

Certolizumab 1(6)

Golimumab 1(6)
Anti [L12/23 exposure, 1 (%) 0
Thiopurine exposure, 7 (%) 12 (71)
Methotrexate exposure, 7 (%) 0
Concomitant immunomodulator therapy, 7 (%) 3(18)

Abbreviations: IBD, inflammatory bowel disease; PCP, primary care
provider.

Table 2. Disease status at different follow-up time points.

Active Clinical Histologic Not
disease remission remission available

3 months 5 9 0 3

6 months 3 11 0 3

12 months 2 7 3 5

24 months 1 3 4 9

36 months 1 0 3 13

48 months 0 0 2 15

Data represent the number of patients at each follow-up time point. Not
available includes patients who are deceased or no longer on vedolizumab.

Two patients, one of which had thiopurine exposure, developed
cutaneous squamous cell carcinoma. One patient with chronic
urticaria developed a rash after receiving the first dose of VDZ
but tolerated subsequent doses without complications or drug

IBD-related surgery, 7 (%) 0
IBD-related hospitalization, 7 (%) 0
All-cause hospitalization, 7 (%)
Infection, 7 (%)

Nasopharyngitis

Upper respiratory tract infection

Bronchitis

0
0
1
Pneumonia 0

Urinary tract infection 0

Clostridium difficile 2

Diverticulitis 1
Serious infection, 7 (%) 1
Noninfectious adverse events, 7 (%)

Infusion reaction

N

Arthralgia

22

Nausea
Anemia
Rash
Headache
Fatigue
Cough

Venous thromboembolism

TT R
w

2

Myocardial infarction
Stroke

Fall/fracture

O O O O OO OO = == O

Serious noninfectious adverse events, 72 (%)
Cancer, 7 (%)

12
18
24
18

Cutaneous squamous cell carcinoma 2(12)
Deaths, 17 (%) 3(18)
Antibiotic use, 7 (%) 4 (24)
3(18)

Steroid use, 7 (%)

Abbreviation: IBD, inflammatory bowel disease. Serious infection is defined
as any infection requiring hospitalization, interruption, or discontinuation
of vedolizumab.

interruption. Three deaths occurred for reasons not attributed
to VDZ usage. Other outcomes are outlined in Table 3.

The elderly IBD population is comprised of individuals
with longstanding disease initially diagnosed at a younger age
as well as those with newly diagnosed disease.® Irrespective of
the age at diagnosis, epidemiological studies have estimated
that about 25%-35% of patients with IBD are >60 years of
age.” Nevertheless, the elderly account for about 25% of IBD-
related hospitalizations and experience comparably higher
in-hospital morbidity and mortality, even after adjusting for
comorbidities.® A “start low, go slow” approach has previ-
ously been advocated for the elderly, calling for starting lower
potency therapy with careful monitoring for medication in-
tolerance while maintaining an openness to more advanced
therapies, namely biologics.” Frailty, rather than specific age,
has also been suggested as an indicator of fitness for advanced
therapies.” However, an examination of prescribing patterns
has revealed a higher proportion of aminosalicylates and
chronic steroid therapy, and lower proportion of biologics
among the elderly, indicating that in clinical practice, ther-
apy may not be escalated frequently enough, resulting in
undertreatment.>*
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Unique challenges associated with treating IBD in the
elderly include, but are not limited to: polypharmacy,
medication-related adverse effects, underlying comorbidities,
susceptibility to infection, and risk of malignancy.? Older IBD
patients with CD and UC take an average of 10 and 9 medi-
cations, respectively.'” Yet, medication nonadherence greatly
increases with number of drugs, with a rate of 35% when
4 or more drugs are included." Topical therapies can pose
challenges in the elderly due to decreased dexterity and fecal
incontinence.® Adverse effects and underlying comorbidities
can also limit the use of specific IBD therapies. Thiopurines
in older individuals have been associated with higher
rates of lymphomoproliferative disorders, hepatoxicity,
myelosuppression, and digestive intolerance.®'> Anti-TNF
therapy is contraindicated in moderate to severe New York
Heart Association class 3 or 4 heart failure.® A previous meta-
analysis also revealed that older biologic users (excluding
VDZ) had a 3-fold increase in the risk of infection compared
to older nonbiologic users.'® Indeed, many older individuals
ultimately fail anti-TNF therapy due to the development of
serious infections or lack of efficacy.'* For the clinician caring
for an elderly patient with IBD, these age-specific challenges
substantially increase the difficulty of properly positioning
therapies, particularly biologics.

Goals of treatment in elderly IBD patients should involve
managing symptoms, escalating treatments when indicated, re-
ducing hospitalizations and surgeries, and minimizing adverse
effects of medications. Given the preponderance of chronic
corticosteroid usage, transitioning older patients to steroid-
sparing therapies, namely biologics, would simultaneously
help achieve and maintain remission while preventing exacer-
bation and complications of underlying conditions like con-
gestive heart failure, diabetes, and osteoporosis.® Overall, IBD
patients across all ages demonstrate high levels of openness to
biologics.'> While infusion therapy may be perceived as being
less favorable among patients, providers may underestimate
patients’ openness to it.'®!7 While overall preference for sub-
cutaneous versus intravenous therapy has had mixed results,
older individuals tend to prefer intravenous treatment.'®'” The
impression of infusion therapy also favorably increases after
the start of infusions.!” Therefore, providers should not avoid
biologics in the elderly either out of concern about willingness
to start biologic therapy or the burden of administration.

VDZ is an appealing first line or alternative therapy. VDZ
is effective across all ages, with an overall 52-week clinical
remission rate of 39% and 38% for UC and CD, respect-
ively."® It is also effective for fistulizing disease, with a clos-
ure rate of 41%." In the recent first head-to-head trial of
biologics for UC, there were reported higher rates of clinical,
endoscopic, and histologic remission with VDZ compared to
adalimumab.?® There are no major contraindications with
underlying medical conditions.” Opportunistic infections are
rare with VDZ and most were nonserious in an analysis of
VDZ’s phase 3 clinical trials and post marketing analyses.?!

The ongoing coronavirus disease 2019 (COVID-19) pan-
demic further highlights the importance of infection risk in
all IBD patients, but particularly among the older population.
Notably, the American Gastroenterology Association panel of
experts recently recommended holding anti-TNF therapy and
ustekinumab in cases of confirmed COVID-19, while hold-
ing VDZ was of uncertain necessity.”? In the SECURE-IBD
database, an international adult and pediatric database for

reporting and monitoring COVID-19 cases occurring in IBD
patients, there is a reported 3% mortality rate among patients
on VDZ.? While not adjusted for age or other comorbidities,
the overall low fatality rate is reassuring. In line with this,
our cohort has also continued therapy through the current
pandemic without any observed occurrences of COVID-19
infections.

Two previous studies of 29 patients over age 60 in the
United States and 74 patients over age 60 in the United
Kingdom receiving VDZ for IBD have reported low rates
of adverse events.**** Another retrospective study compar-
ing patients starting anti-TNF or VDZ therapy at or above
60 years of age found no difference in overall risk of infec-
tion.?® However, in the analysis of the multicenter VARSITY
consortium, there were lower incidence rates of infections
and serious infections with VDZ compared to adalimumab.?
While additional studies comparing infection risk between
VDZ and anti-TNF agents would be beneficial, it appears
that VDZ is overall well tolerated, has fewer restrictions, and
is at least as safe as anti-TNF therapy.

Our study offers additional long-term clinical outcomes in
a cohort of elderly veterans with IBD. Our cohort is com-
posed of individuals with significant comorbidities including
heart failure, chronic obstructive pulmonary disease, and cir-
rhosis. Polypharmacy was pervasive. In addition, all of our
patients are anti-TNF experienced, unlike groups represented
in previous studies, which portends a worse response rate to
VDZ and potentially more complex disease.?*2* Despite this,
we report favorable long-term efficacy rates. Interestingly,
none of our patients went on to require IBD-related surger-
ies up to a follow-up period of 4 years. This is in contrast to
the experience of Navaneethan et al and Ibraheim et al, who
reported rates of surgery at 12 months of 10% and 17%, re-
spectively.?#?* Overall, VDZ appeared to be efficacious, well-
tolerated, and safe in this elderly veteran group.

In conclusion, biologics are underutilized in the elderly IBD
population. Our study of elderly male veterans over age 65
demonstrates that VDZ is an effective and safe long-term bio-
logic therapy, with no increased incidence of severe infection,
malignancy, or other adverse effects up to 48 months. The
adverse effects observed are not more frequent than would be
expected in the general IBD or geriatric population. Although
larger studies are needed, clinicians should not be dissuaded
from considering VDZ in the management of IBD in elderly
patients.
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