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ABSTRACT - Background — The diagnosis of inflammatory bowel disease is often delayed because of the lack of an ability to recognize its major clinical

manifestations. Objective — Our study aimed to describe the onset of clinical manifestations in inflammatory bowel disease patients. Methods — A cross-sec-
tional study. Investigators obtained data from interviews and the medical records of inflammatory bowel disease patients from a reference centre located in
Brazil. Results — A total of 306 patients were included. The mean time between onset of symptoms and diagnosis was 28 months for Crohn’s disease and
19 months for ulcerative colitis. The main clinical manifestations in Crohn’s disease patients were weight loss, abdominal pain, diarrhoea and asthenia.
The most relevant symptoms in ulcerative colitis patients were blood in the stool, faecal urgency, diarrhoea, mucus in the stool, weight loss, abdominal
pain and asthenia. It was observed that weight loss, abdominal pain and distension, asthenia, appetite loss, anaemia, insomnia, fever, nausea, perianal
disease, extraintestinal manifestation, oral thrush, vomiting and abdominal mass were more frequent in Crohn’s patients than in ulcerative colitis patients.
The frequencies of urgency, faecal incontinence, faeces with mucus and blood, tenesmus and constipation were higher in ulcerative colitis patients than
in Crohn’s disease patients. The mean time from the onset of clinical symptoms to the diagnosis of Crohn’s disease was 37 months for patients with ileo-
colonic location, 26 months for patients with ileum location and 18 months for patients with colon location. In ulcerative colitis patients, the mean time
from the onset of symptoms to diagnosis was 52 months for proctitis, 12 months for left-sided colitis and 12 months for extensive colitis. Conclusion —
Ulcerative colitis presented a high frequency of intestinal symptoms, and Crohn’s disease showed a high frequency of systemic manifestations at the onset
of manifestation. There was a long delay in diagnosis, but individuals with more extensive disease and more obvious symptoms showed a shorter delay.

HEADINGS - Inflammatory bowel diseases. Crohn disease. Ulcerative colitis.

INTRODUCTION

Inflammatory bowel disease (IBD) is characterized by chronic
inflammation of the gastrointestinal tract that may present pleo-
morphic clinical manifestations. The most common forms are ul-
cerative colitis (UC) and Crohn’s disease (CD)!?.

CD may affect the entire digestive tract from the mouth to
the perianal region; its inflammatory process is characterized
by discontinuous and segmental injuries that affect all layers of
the intestine (transmural inflammation)®. The location is closely
related to the clinical manifestation®9. The symptoms of CD are
heterogeneous but generally include abdominal pain, weight loss
and chronic diarrhoea+9

UC is characterized by diffuse inflammation of the colon re-
stricted to the mucosa that usually affects the rectum and presents
a proximal extension in a symmetrical and continuous pattern®3?.
Symptoms depend on the extent and severity of the disease and
more commonly include bloody diarrhoea, rectal bleeding and/or
rectal urgency, but these patients also describe faecal incontinence,
tenesmus and abdominal pain. Systemic symptoms of malaise,
anorexia, fever or even nausea and vomiting may be present mainly
during a severe attack(®.

IBD can lead to disability and can have a significant impact on
quality of life, with significant mental health problems, including
depression. Moreover, patients develop professional and social
constraints that interfere with work and recreational activities and
result in decreased sexual satisfaction compared to the general
population®10-12,

The incidence of IBD is highest in the United States, the United
Kingdom and Scandinavia®. Moreover, studies from IBD centres
in Brazil report a clear increase in the prevalence of IBD in recent
years!415, Despite this rise, IBD is still a relatively unknown disease,
and its diagnosis is often delayed®. Our study aimed to describe
the onset of clinical manifestations presented by these patients.

METHODS

This was a cross-sectional and observational study. The data
were collected in the reference centre for inflammatory bowel disease
at Hospital Geral Roberto Santos, Bahia, Brazil. The study was
conducted between April 2015 and July 2016. The sample included
patients from the outpatient unit. This study included consecutive
IBD patients (>18 year of age). Patients were interviewed about clini-
cal manifestations. Information about the Montreal classification was
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collected from medical records. The following variables were included
in the study: sex, age at diagnosis, age at onset of the symptoms, time
from symptoms to diagnosis, the Montreal classification, nausea,
vomiting, abdominal pain, diarrhoea, incontinence, faecal urgency,
tenesmus, abdominal distension, the presence of blood and mucus
in the stool, weight loss, appetite loss, constipation, malnutrition,
anaemia, fever, asthenia, insomnia, abdominal mass, mouth ulcers,
perianal disease and extraintestinal diseases. The study was approved
by the institutional ethics committee. Informed written consent was
obtained from each patient. Data were analysed with the Statistical
Package for Social Sciences (version 21.0, SPSS, Chicago, IL).

RESULTS

This study included 306 patients. Epidemiological data are
presented in TABLE 1. Occasionally, patients received a diagnosis
before clinical manifestation.

TABLE 1. Epidemiological and clinical characteristics of inflammatory
bowel disease patients (n=3006).

Crohn’s disease  Ulcerative colitis

Characteristics

(n=141) (n=165)

Sex n (%)

Female 89 (63.1%) 102 (61.1%)

Male 52 (36.9%) 65 (38.9%)
Age at diagnosis (in years)

Mean 36 (£14) 38 (+12)

Range 13-78 16-78
Age at onset of symptoms (in years)

Mean 33 (x14) 36 (£12)

Range 9-78 3-77
Time to diagnosis (in months) 28 (+48) 19 (£46)

The patients were classified according to the Montreal classifica-
tion, but 21 (6.7%) IBD patients could not be classified (TABLE 2).

The mean time from the onset of clinical symptoms to the
diagnosis of CD was 37 months for patients with ileocolonic
location, 26 months for patients with ileum location and 18
months for patients with colon location. In UC patients, the mean
time from the onset of symptoms to diagnosis was 52 months
for proctitis, 12 months for left-sided colitis and 12 months for
extensive colitis.

TABLE 3 shows the frequency of each one of the clinical
manifestations for all patients.

TABLE 4 presents the onset of clinical manifestations accord-
ing to the location for CD patients.

TABLE 5 presents the onset of clinical manifestations accord-
ing to the age at diagnosis for CD patients.

TABLE 6 presents the onset of clinical manifestations for UC
patients according to the extent of disease.

DISCUSSION

IBD remains a poorly understood disease. This lack of knowl-
edge has caused delays in IBD diagnosis. Furthermore, there
are few studies regarding the onset of clinical manifestations of
IBD. Our study contributes as a pioneering evaluation of this
subject in Brazil.

TABLE 2. Montreal classification of inflammatory bowel disease patients
(n=285).

Crohn’s disease n (%)
Age at diagnosis (A)
Al <16 years 11 (7.9%)
A2 17-40 years 83 (59.7%)
A3 > 40 years 44 (31.7%)
Location (L)
Ileum (L1) 25 (18.7%)
Colon (L2) 55 (41.0%)
Ileocolon (L3) 49 (36.6%)
Isolated upper digestive (L4) -
L4 + L1 1(0.7%)
L4 + L2 1(0.7%)
L4 +13 3(2.2%)
Behaviour (B)
No stricturing/no penetrating (B1) 54 (39.7%)
Stricturing (B2) 17 (12.5%)
Penetrating (B3) 11 (8.1%)
Perianal disease (p)
Bl + p 24(17.6%)
B2 +p 12 (8.8%)
B3+ p 18 (13.2%)
Ulcerative colitis
Extension
Proctitis (E1) 27 (17.9%)
Left-sided colitis (E2) 67 (44.4%)
Extensive colitis (E3) 57 (37.7%)

TABLE 3. The onset of clinical manifestations in inflammatory bowel
disease patients (n=3006).

Clinical CD (n=141) UC (n=165) IBD (n=306)
manifestations n (%) n (%) n (%)
Weight loss 127 (90%) 128 (76.6%) 255 (82.8%)
Abdominal pain 119 (84.4%) 121 (72.5%) 240 (78%)
Diarrhoea 113 (80%) 133 (79.6%) 246 (80%)
Asthenia 113 (80%) 118 (70.7%) 231 (75%)
Faecal urgency 104 (74%) 139 (83.2%) 243 (79%)
Appetite loss 97 (68.8%)  86(51.5%) 183 (59.4%)
Malnutrition 94 (66.7%) 51 (30.5%) 145 (47%)
Anaemia 88 (62.4%) 74 (44.3%) 162 (52.6%)
Mucus in the stool 85 (60.3%) 129 (77%) 214 (70%)
Blood in the stool 78 (55.3%) 141 (84.4%) 219 (71%)
Tenesmus 78 (55.3%) 104 (62.3%) 182 (59%)
Abdominal distension 73 (54%) 78 (46.7%) 154 (50%)
Insomnia 73 (51.2%) 69 (41.3%) 142 (46%)
Faecal incontinence 70 (49.6%) 104 (62.3%) 174 (56.5%)
Fever 66 (46.8%) 52 (31%) 118 (38.3%)
Nausea 64 (45.4%) 52 (31%) 116 (37.7%)
Perianal disease 62 (44%) 7 (4.2%) 69 (22.4%)
Extraintestinal diseases 60 (42.6%) 68 (40.7%) 128 (41.6%)
Mouth ulcers 55 (39%) 28 (16.3%) 83 (27%)
Vomiting 47 (33.3%) 31 (18.6%) 78 (25.3%)
Abdominal mass 23 (16.3%) 11 (6.6%) 34 (11%)
Constipation 13(9.2%) 20 (12%) 33 (10.7%)
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TABLE 4. The onset of clinical manifestations according to the Montreal
classification for location in Crohn’s disease patients (n=134).

TABLE 6. The onset of clinical manifestations according to the Montreal
classification of ulcerative colitis patients (n=151).

Clinical Ileum (n=26) Colon (n=56) Ileocolon (n=52)
manifestations n (%) n (%) n (%)
Weight loss 22 (84.6%) 53 (94.6%) 46 (88.5%)
Abdominal pain 22 (84.6%) 49 (87.5%) 42 (80.8%)
Diarrhoea 22 (84.6%) 52 (96.3%) 38 (74.5%)
Asthenia 23 (88.5%) 48 (85.7%) 35 (67.3%)
Faecal urgency 15 (57.7%) 46 (82.1%) 37 (71.2%)
Appetite loss 18 (69.2%) 44 (64.3%) 29 (55.8%)
Malnutrition 15 (57.7%) 39 (69.6%) 34 (65.4%)
Anaemia 17 (65.4%) 38 (67.9%) 27 (51.9%)
Mucus in the stool 16 (61.5%) 36 (64.3%) 28 (53.8%)
Blood in the stool 08 (30.8%) 38 (67.9%) 29 (55.8%)
Tenesmus 114 (2.3%) 36 (64.3%) 26 (50%)
Abdominal 16(615%)  23(4L1%) 30 (57.7%)
Insomnia 12 (46.2%) 30 (53.6%) 28 (53.8%)
Faecal

incontinence 07 (26.9%) 34 (60.7%) 27 (51.9%)
Fever 11 (42.3%) 27 (48.2%) 22 (42.3%)
Nausea 15 (57.7%) 26 (46.4%) 19 (36.5%)
Perianal disease 10 (38.5%) 25 (44.6%) 21 (40.4%)
beaincestinal 453800 20695%)  19G6.5%)
Mouth ulcers 11 (42.3%) 24 (42.9%) 17 (32.7%)
Vomiting 10 (38.5%) 21 (37.5%) 12 (23%)
Abdominal mass 03 (11.5%) 06 (10.7%) 12 (23.1%)
Constipation 02 (7.7%) 03 (5.4%) 03 (5.8%)

TABLE 5. The onset of clinical manifestations according to the Montreal
classification for age at diagnosis of Crohn’s disease patients (n=134).

Clinical <16 yr(n=11) 17 to 40 yr (n=80) > 40 yr (n=43)
manifestations n (%) n (%) n (%)
Weight loss 11 (100%) 78 (94%) 35 (80%)
Abdominal pain 10 (91%) 69 (83%) 37 (84%)
Diarrhoea 09 (81.8%) 69 (83%) 34 (77.3%)
Asthenia 09 (81.8%) 70 (84.3%) 31 (70.5%)
Faecal urgency 09 (81.8%) 60 (73.3%) 32(72.7%)
Appetite loss 07 (63.6%) 59 (71%) 29 (66%)
Malnutrition 09 (81.8%) 56 (67.5%) 27 (61.4%)
Anaemia 10 (91%) 54 (65%) 21 (47.7%)
Mucusinthe 06 (54.59%) 54 (65%) 23 (52.3%)
Blood in the 09 (81.8%) 47 (56.6%) 20 (45.5%)
Tenesmus 08 (72.7%) 47 (56.6%) 21 (47.7%)
Abdominal

distension 04 (36.4%) 44 (53%) 25 (56.8%)
Insomnia 04 (36.4%) 40 (48.2%) 28 (63.6%)
Faecal

incontinence 08 (72.7%) 39 (47%) 23 (53.3%)
Fever 05 (45.5%) 38 (45.8%) 20 (45.5%)
Nausea 07 (63.6%) 41 (50%) 14 (31.8%)
Perianal disease 05 (45.5%) 41 (50%) 14 (31.8%)
Extraintestinal

discases 06 (54.4%) 33 (40%) 19 (43%)
Mouth ulcers 07 (63.6%) 35 (42,2%) 11 (25%)
Vomiting 05 (45.5%) 28 (33.7%) 12 (27.3%)
Abdominal 02 (18.2%) 14 (17%) 06 (13.6%)
Constipation 02 (18.2%) 06 (7.2%) 03 (6.8%)
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Clinical Proctitis L§ft-sided E.xfensive
manifestations (n=27) colitis (n=67) colitis (n=57)
n (%) n (%) n (%)

Blood in the stool 22 (81.5%) 59 (88%) 48 (84.2%)
Faecal urgency 18 (66.7%) 59 (88%) 50 (87.7%)
Diarrhoea 19 (70.4%) 62 (92.5%) 52 (91.2%)
Mucus in the stool 19 (70.4%) 55 (82%) 42 (73.3%)
Weight loss 17 (63%) 53(79%) 47 (82.5%)
Abdominal pain 19 (70.4%) 50 (74.6%) 42 (73.7%)
Asthenia 14 (52%) 47 (70%) 48 (84.2%)
Tenesmus 17 (63%) 47 (70%) 32 (56%)
Faecal incontinence 15 (55.6%) 47 (70%) 34 (59.6%)
Appetite loss 16 (59.3%) 33 (49.3%) 29 (51%)
Abdominal distension 12 (44.4%) 36 (53.7%) 24 (42%)
Anaemia 06 (22.2%) 33 (49.3%) 29 (51%)
Insomnia 10 (37%) 28 (42%) 24 (42%)
Fever 09 (33.3%) 18 (27%) 22 (38.6%)
Nausea 08 27%) 23 (34.3%) 19 (33.3%)
Malnutrition 06 (22.2%) 17 (25.4%) 23 (40.4%)
Extraintestinal diseases 08 (29.6%) 26 (38.8%) 28 (49%)
Vomiting 05 (18,5%) 13 (19.4%) 12 (21%)
Mouth ulcers 03 (11%) 12 (18%) 11 (19.3%)
Constipation 04 (14.8%) 02 3%) 03 (5.3%)
Abdominal mass 02 (7.4%) 06 (9%) 03 (5.3%)
Perianal disease 0% 03 (4.5%) 01 (1.8%)

The majority of patients in our study had UC (54%), following
the trend of other Brazilian studies"*'” and studies from other
countries in Latin America™?), the USA®!?), Asia (83.2% UC)®,
France (64% UC)® and Denmark (54% UC)®. One study from
North America demonstrated that UC is more common in the
Hispanic population®. Several studies in the world have shown
that even though UC is still the most prevalent IBD in some places,
CD has been the most incident IBD@). In places with a higher
incidence of IBD, the number of CD patients already surpasses
that of UC patients®*), In our study, we noticed a small difference
in the numbers of CD and UC patients.

The two diseases were more prevalent among females, following
the trend in other countries>?%2-3 The mean age at diagnosis
in our study was 37 years. This finding follows results from Rio de
Janeiro for both IBDs (36.7 years)!, as well as results from Sio
Paulo (35-36 years)!” and other countries such as Colombia (37.3
years), the Netherlands (34 years)'® and Asia (36.3 years)®. Our
data confirmed a trend showing a younger mean age at diagnosis
for CD than for UC. This finding is probably explained by the
tendency of CD to affect patients at a younger age®b,

The mean time between the onset of symptoms and diag-
nosis was 23 months. This time was longer in CD patients (28
months) than in UC patients, which aligned with findings from
previous studies®!#3233), This timing reflects a noticeably delayed
diagnosis compared to countries such as Peru (14.6 months)!®),
Iran (15.8 months)®” and other international centres, in which
the time between the onset of symptoms and diagnosis is 1| to
9 months®?3L3#39 The greater delay in the diagnosis of CD in
relation to UC may be due to the lower frequency of alarming
symptoms and a higher frequency of unspecific and insidious sys-
temic symptoms, which, in some cases, may be confused with other
aetiologies such as irritable bowel syndrome (IBS). Researchers
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have suggested that characteristics that are similar between irritable
bowel syndrome and IBD have been associated with a delay in the
diagnosis of Crohn’s disease®®*7,

The main clinical manifestation was weight loss, followed by
diarrhoea, abdominal pain, faecal urgency, asthenia and blood in
the stool. These findings are similar to results from the USAGY.
The description of fever during the onset of symptoms occurred
in 38.3% of IBD patients. The extraintestinal manifestations at the
beginning of the symptoms corresponded to reports from 41.6% of
patients, slightly higher than findings presented in a study from Iran,
in which 32.4% of IBD patients presented at least one extraintestinal
manifestation at diagnosis®®®, The CD patients presented more
weight loss, abdominal pain, asthenia, appetite loss, malnutrition,
anaemia, insomnia, fever, nausea and vomiting than UC patients. The
UC patients reported more blood and mucus in the stool, urgency,
faecal incontinence and tenesmus. More recently, a study suggested
that dyssynergic defecation is highly prevalent in IBD patients®.

The most common symptom described in CD patients was
chronic diarrhoea®”. Abdominal pain and weight loss were seen
prior to diagnosis in 80 and 60% of the Caucasian patients, respec-
tively®24). A Chinese study showed that the main manifestations of
CD were non-specific symptoms such as abdominal pain (83.3%),
diarrhoea (46.2%), weight loss (45.4%) and fever (37.1%)“?. These
results were similar to the Caucasian population and our sample,
except for diarrhoea that presented a less frequency in the Chinese
population. The most common symptom in our sample was weight
loss, affecting 90% of the patients. This finding could be explained
by the delay in the diagnosis. The extraintestinal involvement was
quite relevant in CD patients, being far higher than that reported
by the ECCO (European Crohn’s and Colitis Organization) con-
sensus®®. It was noteworthy that systemic manifestations such as
weight loss and asthenia showed a higher frequency than some
other digestive symptoms associated with IBD.

The main clinical manifestations in UC patients observed in our
study were stool blood, diarrhoea, faeces mucus, weight loss, ab-
dominal pain and asthenia. Data from developed countries, Asian
Centers and from our study are similar about the main symptoms
at the onset of the clinical manifestation®?. As reported by the
second ECCO guideline for ulcerative colitis, the main symptom
of UC is visible blood in the stool?. Our finding is in agreement
with this statement, showing that blood in the stool was the main
symptom. There is no doubt that blood in the stool is a crucial
symptom for the physician to suspect ulcerative colitis even if the
clinician is not specialized in IBD.

CD patients presenting ileal disease frequently have systemic
manifestations, and these results were confirmed in our study.
Furthermore, CD patients with small intestine involvement usually
present diarrhoea without urgency. In our study, urgency and faecal
incontinence were frequent manifestations in colonic CD patients
and in UC patients since urgency and possible faecal incontinence
are symptoms related to cases of colonic and rectal involvement
due to the loss of rectal distensibility®. We noticed that colonic
Crohn’s disease may present symptoms similar to those of UC. A
new and important finding about location in the present study was
that patients with isolated colonic involvement compared to other
locations presented a higher frequency of alarming symptoms
such as mucus and bloody diarrhoea, urgency, faecal incontinence,

tenesmus, abdominal pain, weight loss, malnutrition, anaemia, and
fever. This high frequency of alarming clinical manifestations may
be the reason for a shorter time to diagnosis of colonic CD than
found with other disease locations.

The left-sided colitis patients reported more diarrhoea with
blood and mucus in the stool, faecal urgency and abdominal pain
than proctitis patients, which may explain the earlier diagnosis of
left-sided colitis patients. On the other hand, patients with proc-
titis presented a lower frequency of manifestations, which may
contribute to a delay in the diagnosis of these patients compared
to patients with other UC locations.

Patients diagnosed before the age of 16 years presented the
highest frequency of most symptoms. Otherwise, patients over 40
years of age generally had a lower frequency of symptoms, simi-
lar to the findings of the studies of Charpentier and Conley®-?.
Clinical manifestations were mild in older patients compared with
those in younger patients as described by Butter®. This difference
is possibly due to a less active immune system. On the other hand,
the high frequency of insomnia may be a typical symptom of
patients with advancing age.

In the onset of the clinical manifestations of UC, the pres-
ence of intestinal symptoms was described more frequently by
UC patients than by CD patients. Otherwise, CD patients usually
presented with more pronounced systemic symptoms. This charac-
teristic of CD contributes to a delayed diagnosis, especially when
the patient seeks care with a team not familiar with IBD.

Finally, our sample included patients who typically had an
established diagnosis of IBD at follow-up. Memory biases may
have occurred. In the future, prospective studies involving incidental
cases may lead to clearer characterization of the onset of clinical
manifestations of IBD in patients.

CONCLUSION

Ulcerative colitis presented a high frequency of intestinal symp-
toms, and Crohn’s disease showed a high frequency of systemic
manifestations. There was a long delay in diagnosis, but individu-
als with disease in more extensive locations and more pronounced
symptoms showed a shorter delay in diagnosis. The characterization
of the onset of symptoms is critical so that health professionals
can suspect IBD from the onset of the disease, contributing to an
earlier diagnosis.
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Nobrega VG, Silva INN, Brito BS, Silva J, Silva MCM, Santana GO. Manifestagdes clinicas iniciais em pacientes com doenga inflamatéria intestinal.
Arq Gastroenterol. 2018,55(3):290-5.
RESUMO - Contexto — O diagnodstico da doenga inflamatoéria intestinal ¢ frequentemente retardado pela falta de capacidade para reconhecer as suas

principais manifestagdes clinicas. Objetivo — Nosso estudo teve como objetivo descrever as manifestagdes clinicas iniciais em pacientes com doenga

inflamatoria intestinal. Métodos — Estudo transversal. Os pesquisadores obtiveram dados por entrevistas e registros médicos de pacientes com doenga

inflamatoria intestinal em um centro de referéncia localizado na Bahia. Resultados — Foram incluidos 306 pacientes. O tempo entre o inicio dos sinto-

mas e o diagnostico foi de 28 (£48) meses para doenga de Crohn e 19 (£46) meses para colite ulcerativa. O tempo médio desde o inicio dos sintomas

clinicos até o diagnostico de doenga de Crohn foi de 37 meses para pacientes com localizagao do ileocolon, 26 meses para a localizagdo do ileo e 18

meses para a localiza¢do do colon. Nos doentes com colite ulcerativa, o tempo médio desde o inicio dos sintomas até ao diagnostico foi de 52 meses

para proctite, 12 meses para colite no lado esquerdo e 12 meses para colite extensa. As principais manifesta¢des clinicas em pacientes com doenga

de Crohn foram perda de peso, dor abdominal, diarreia e astenia. Os sintomas mais relevantes da colite ulcerativa foram sangue nas fezes, urgéncia

fecal, diarreia, muco nas fezes, perda de peso, dor abdominal e astenia. Observou-se que a perda de peso, dor abdominal e distensdo, astenia, perda de

apetite, anemia, insonia, febre, nausea, doenga perianal, manifestagao extraintestinal, afta oral, vomitos e massa abdominal foram mais frequentes na

doenca de Crohn. A frequéncia de urgéncia e incontinéncia fecal, fezes com muco e sangue, tenesmo e constipagao foram maiores na colite ulcerativa.

Conclusio — A colite ulcerativa apresentou alta frequéncia de sintomas intestinais ¢ a doenga de Crohn mostrou alta frequéncia de manifestagoes

sistémicas. Houve um grande atraso no diagnodstico, mas individuos com doenga mais extensa e sintomas mais exuberantes mostraram um atraso menor.
DESCRITORES - Doengas inflamatorias intestinais. Doenga de Crohn. Colite ulcerativa.
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