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Editor;

We read the recent paper by Gatal. with interest. [1] The renin-angiotensin system
(RAS) hasanestablished rolen the pathogenesis of fibrosis and inflammaiionenal and
cardiovascular disease. However, high concentrations of angiotensin-converting enzyme (ACE) and
renin are also founith the small and large intestine. These, along with angiotéhsane elevated
further within the inflamed colonic tissue of patients with inflammatory bowel disease (IBD),
compared with healthy controls. [1, RCE inhibitor (ACE{) or angiotensinl receptor blocker
(ARB) therapy may inhibit the effects of RASIBD. In their study Gar@tal. demonstrated lower
rates of hospitalisation and surgery among patients with IBD receiving these driys.dibhedto
examinethe relationship between ACE-I or ARB use and longitudinal disease activity outsomes
a large number of patients with IBD.

Subjects were a well-characterized cohort of 764 patients with IBD (ulcerative colitis =
321,Crohn’s disease = 443) recruited into a study between November 2012 and June 2015, and
followed up prospectively for a minimum of 2 years. [3, 4, Déinographic data and patient-
reported disease activity indices were recortdzhseline, and longitudinal disease activity
outcomes, including flare or glucocorticosteroid use, escalation of medical therapy, hospitalisation,
and intestinal resection, were obtained from electronic health records. Faecal calprotect levels
baseline were providdaly a subset of 382 patients, with <250mcg/g usatkfine biochemical
remission. Multivariate Cox regression analyses were perfotoradjust for selected baseline data
(sex, age, 5-aminosalicylat®ASA) use, thiopurine use, biologic use, and type of IBD), with
results expressagshazard ratios with 95% confidence intervals.

In total, 104 (13.6%) patients were prescribed ACE-I or ARB thesipgiseline. There
were no significant demographic differences between those prescribed ACE-I or ARB therapy and
those not prescribed either drug, with the exception of a higher mean age (60v&t#3.8+15.5,

P=0.042). Significantly more patients on ACE-I or ARB therapy were taking 5-ASAs (63.5% vs.
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44.2%, P<0.001), but fewer were receiving biologics (10.6% vs. 20.9%, P=0.013). There were no

differencedn clinical disease activity indices or rates of biochemical remisdibaseline.

After univariate analysis, there was a trend towards improved outdoriesse prescribed
ACE-I or ARB therapy (Tale 1), in terms of reduced rates of flare or need for glucocorticoid
prescription, and hospitalisation, and likelihood of intestinal resection was significantly lower
(1.9% vs. 7.6%, P = 0.03). However, after multivariate Cox regression analysis, adjusting for sex,
age, 5-ASA use, thiopurine use, biologic use, and type of IBD, these effects were no longer evident
(Table 1).

Although our study demonstrated that raibadverse disease activity outcomes were
generally lowein patients with IBD prescribeBCE-I or ARB therapy, the results were less
striking than those of previous smaller studies. [1t ijay be that longer follow-uip this cohort
of patients will provide more conclusive evidence that these drugs have a beneficial effect on the

natural history of IBD.
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Table 1. Effect of ACE-I or ARB use on longitudinal disease activity in univariate and

multivariate Cox regression analysis.
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Univariate Analysis

Multivariate Cox

Regression Analysis

ACE-l or | NoACE-I or P Hazard 95%
ARB Use ARB Use value* Ratio Confidence
Interval
Flare of disease activity or need for 25.6% 35.7% 0.06 0.79 0.50-1.24
glucocorticosteroids
Escalation of therapy 31.6% 40.0% 0.12 0.96 0.64-1.45
Hospitalisation 9.6% 16.5% 0.07 0.86 0.43-1.70
Intestinal resection 1.9% 7.6% 0.03 0.45 0.10-1.90

*y2 test




Fairbrasstal. Page6 of 5
REFERENCES

1 GargM, Royce SG, Tikelli<C, ShallueC, BatuD, Velkoska Egetal. Imbalance of the
renin-angiotensin system may contribtaenflammation and fibrosis1 IBD: a novel therapeutic
target? Gut 2018pi:10.1136/gutjnl-2019-318512.

2 WengroweD, ZanninelliG, PappaO, LatellaG, SestieriM, Villanova A, etal. Prevention
of fibrosisin experimental colitis by captopril: the role of tgf-betal. Inflamm Bowel Dis
200410:536-45.

3 Gracie DJ, Guthrie EA, Hamlin PJ, Ford Agi-directionality of brain-gut interactions
patients with inflammatory bowel disease. Gastroenterology 264:8635-46.e3.

4 Gracie DJ, Hamlin PJ, Ford AC. Longitudinal impact of IBS-type symptoms on disease
activity, healthcare utilization, psychological health, and quality ofrlifaflammatory bowel
diseaseAm J Gastroenterol 2018L3:702-12.

5 Gracie DJ, Williams CJ, Sod?, MumtazS, Bholah MH, HamlinPJ etal. Poor correlation
between clinical disease activity and mucosal inflammation, and thefnosschological
comorbidity,in inflammatory bowel diseasAm J Gastroenterol 201811:541-51.

6 Gracie DJ, Williams CJ, Sod®l, MumtazS, Bholah MH, HamlinPJ et al. Negative effects
on psychological health and quality of life of genuine irritable bowel syndrome-type synmiptoms
patients with inflammatory bowel disease. Clin Gastroenterol Hepatol Z8376-84.e5.

7 Jacobs JD, Wagnét GulottaG, Liao C, Li YC, Bissonnette Metal. Impact of angiotensin
Il signaling blockade on clinical outcomespatients with inflammatory bowel disease. Dig Dis Sci

201964:1938-44.



