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The time between the initial manifestation of a disease and

its correct diagnosis is termed diagnostic delay. The sig-

nificance of diagnostic delay is that the postponement of

the institution of effective treatment can profoundly affect

patient well-being and overall disease evolution. The

diagnosis of Crohn’s disease (CD) is often delayed

5–9 months due to the variability and subtlety of its initial

manifestations, as opposed to ulcerative colitis (UC),

which due to its consistent initial symptoms and manifes-

tations is usually diagnosed more rapidly [1, 2]. Moreover,

CD patients with pure ileal disease and age\40 at diag-

nosis are significantly at risk of considerable diagnostic

delay ([24 months) [1], data confirmed by the results of

the IMPACT survey among European patients. In this large

online survey promoted by the European Federation of

Crohn’s and Colitis Associations (EFCCA) involving 4990

patients with inflammatory bowel disease (IBD), 20 % of

subjects had to wait up to 5 years after symptomatic dis-

ease onset in order to receive the correct diagnosis of CD,

with consequent impairment of their quality of life [3].

Beyond the immense impact on quality of life, diag-

nostic delay may also affect the natural history of CD.

Several studies indicate that a delayed diagnosis is asso-

ciated with the development of complications and conse-

quent bowel resection [2, 4–6] Bowel damage increases

over time [7], with evolution from non-complicated CD to

the development of extensive and irreversible bowel

damage that sometimes occurs quickly. Thia et al. [8]

concluded from data gathered from a large population-

based study that the cumulative risk for complications was

18.6 % at 90 days, 22.0 % at 1 year.

In this issue of Digestive Diseases and Sciences Nahon

et al. [9] report the results of a prospective multicenter

study investigating whether diagnostic delay in CD wors-

ens disease prognosis. The study was conducted in three

IBD referral centers in France, enrolling 497 patients

diagnosed with CD over a 12-year period (2002–2014).

Patients had to recall their symptoms at onset, with the

upper quartile of the time interval from symptoms to

established diagnosis of the entire cohort defined as diag-

nostic delay. Poor disease outcome was indicated with at

least one of the following events: time to first major

intestinal surgery, time to introduction of an immunosup-

pressant (IMS) and time to first use of an anti-tumor

necrosis factor (TNF) agent from disease diagnosis. The

development of perianal disease was also assessed.

The median time to diagnosis was 5 months; early

diagnosis was defined as \2 months, whereas late diag-

nosis was C13 months following the onset of symptoms.

Interestingly, delayed diagnosis was associated with a

significantly higher rate of major CD-related surgery

compared to earlier diagnosis, whereas no differences were

reported in the time to first use of IMS or anti-TNF biologic

drugs. No predictors (age, sex, disease behavior at diag-

nosis, or localization) were associated with poor disease

outcomes.

This study raises several discussion points including: (1)

median time to diagnosis was less than that reported by the

Swiss IBD cohort [1], probably related to easier access to

the healthcare system in France than in other countries; and

(2) the time to diagnosis associated with poor outcomes

was C13 months, less than the proposed 18–24-month
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therapeutic window of opportunity for early disease

[10, 11]. This study confirms that any delay in CD diag-

nosis may result in higher surgical risk and probable lower

efficacy of therapeutic strategies. Pariente et al. [7] repor-

ted that bowel damage as measured by the Lémann index

increases according to disease duration. The significantly

higher proportion of patients undergoing surgery for bowel

damage progression, in the absence of significantly dif-

ferent use of effective therapies in this French cohort

supports the hypothesis that diagnostic delay of

C13 months is associated with a lesser probability of a

response to IMS and anti-TNF drugs if given at a late stage.

The REACT trial [12] and the SUTD [13] trial demon-

strated that early combination of IMS and anti-TNF drugs,

although not impacting symptomatic remission rates,

decreased the rate of CD-related bowel damage when

compared to conventional therapies.

Based on the results of the study by Nahon et al., two

key strategies emerge in the management of CD. First,

identifying early symptoms and signs of CD by general

practitioners and other practitioners not considered IBD

specialists is mandatory in order to reduce diagnostic delay

so as to diagnose the disease within the therapeutic window

of opportunity. With this goal in mind, the ongoing vali-

dation of the Red Flags Index [14] may positively impact

this feature. Second, the development of new drugs or new

therapeutic strategies should focus mainly on the rapid

resolution of inflammation and on early prevention of

irreversible structural bowel damage, rather than only on

symptom control. Facing this challenge from two different

sides (early diagnosis and early intervention) may sub-

stantially improve disease outcomes over time while pos-

itively impacting the overall quality-of-life of CD patients.
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