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INTRODUCTION

The impact of inflammatory bowel disease (IBD) activity and treatment on fertility and
pregnhancy outcomes are important for both men and women. In women, remission at
conception determines better pregnancy outcomes®: 2, and most maternal IBD medication
exposures are safe2. In contrast, less is known about the impact of paternal disease activity
and medication use on fertility and pregnancy outcomes in men with IBD3.
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METHODS

We surveyed a large internet-based voluntary cohort of patients with Crohn’s disease (CD)
or ulcerative colitis (UC) (the IBD Partners cohort), who complete comprehensive surveys at
baseline and update changes in disease and treatment bi-annually*. For this study, all male
participants were offered an optional survey comprising detailed questions on the first
successful pregnancy with their partners including number of months to conception, need for
assisted reproductive techniques (ART), self-reported disease activity in the 6 months
preceding conception, as well as medical and surgical treatment history at the time of
conception. For participants who had not successfully conceived, information regarding
whether infertility care was sought and contributing maternal and paternal factors were
ascertained. Our primary outcome was difficulty conceiving, defined as > 6 months to
conceive or seeking fertility treatment in the absence of maternal factors. Our secondary
outcomes were presence of congenital anomalies, low birth weight (LBW) or pre-term birth.
Regression models adjusting for potential confounders including paternal and maternal age
and maternal complications during pregnancy assessed the effect of disease activity and
treatment on study outcomes.

Of the 455 respondents to the initial survey, the final analysis included 256 men who had
either successfully conceived or attempted to conceive a child with their partner (mean age
at attempt 30 years, 66% with CD). Difficulty conceiving was reported by 77 men (30%).
Those with difficulty conceiving were older (32 vs 29 years) than those without difficulty.
Men who were diagnosed with IBD prior to this pregnancy were more likely to report
difficulty conceiving than those were diagnosed after the pregnancy (38% vs. 20%, p=0.002;
multivariable odds ratio (OR) adjusting for maternal and paternal age 1.99, 95% confidence
interval (CI) 1.05 — 3.78). Among 154 patients with IBD diagnosed prior, one-quarter each
were on steroids (24%), thiopurines (25%), biologics (22%) and half were on
aminosalicylates (52%). Compared to those without a diagnosis of IBD prior to pregnancy
(20%), participants with active or recently active disease were more likely to have had
difficulty conceiving (45%) (OR 2.62, 95% CI 1.34 — 5.13); this effect was not noted for
those with a prior diagnosis but in sustained remission (21%) (OR 0.93, 95% CI 0.37-2.33)
(Figure 1). Male participants with active IBD (16%) or inactive IBD (14%) prior to
pregnancy were more likely to need ART than participants without IBD prior (4%, p=0.017).
Aminosalicylate use was associated with difficulty conceiving on univariate (47% vs. 25%,
p=0.009) but not multivariable analysis when adjusting for recent disease activity (OR 1.98,
p=0.09). Smoking status, duration of disease, or surgical treatments for CD or UC were not
associated with difficulty conceiving. There was no increase in risk of birth defects with
paternal exposure to biologics (OR 0.50, 95% CI 0.05 — 5.20), thiopurine (OR 0.49, 95% ClI
0.05 - 4.82) or corticosteroid therapy (OR 1.80, 95% CI1 0.30 — 10.94).

DISCUSSION

The primary finding of our study was that men with IBD who reported difficulty or delay in
conceiving were more likely to have had active or recently active disease than men who
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reported no delay. We hypothesize that this association may be mediated by several factors
that may affect desire for sexual activity, semen characteristics, or both. These include
impact of symptoms, effect of systemic or pelvic inflammation, adverse effects of
medications, or impact of comorbidity such as anxiety and depression. While some studies
have reported no impact of IBD on semen characteristics, fertility rates, and pregnancy
outcomes, few studies have examined the effect of disease activity. There is a need to
examine whether elevated circulating or fecal inflammatory markers impacts semen
characteristics, and through that, reduces fertility. Consistent with some prior reports®: 6,
aminosalicylate users were more likely to report a delay in conception compared to non-
users though at least part of this association may be mediated by inadequate disease control.
Reassuringly, none of the medications when used by the father were associated with LBW,
preterm birth or congenital anomalies consistent with recent cohort studies’ 8. In
conclusion, our findings suggest that when attempting to begin a family, ensuring optimal
control of disease may also be important in men with IBD.
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Figure 1. Rates of difficulty conceiving, by inflammatory bowel disease status

*Difficulty conceiving defined as requiring > 6 months of attempts for conception, requiring
assisted reproductive techniques, or visiting a specialist for fertility evaluation
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