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ABSTrAcT

Crohn’s disease (terminal ileitis) is a chronic inflammatory bowel disease presented as chronic nonspe-
cific transmural granulomatous inflammation of any part of the gastrointestinal tract from the mouth to the 
anus, and mainly characterized by intermittent mucosal impairment with risk of fistulas and abscesses. 
Crohn’s disease is still one of the most topical issues of modern gastroenterology. From all digestive tract 
diseases, inflammatory bowel diseases take one of the most leading places in the world on the severity, 
frequency of complications, resulting in early disability and mortality not only among adults but also 
among children. Although the clinical manifestations of Crohn’s disease in children and adults are quite 
similar, childhood and adolescence are characterized by distinctive features, not found in adult patients, 
in particular, delayed physical development and puberty. Moreover, at the onset of the disease and during 
its relatively low activity, these symptoms may be the only manifestation of the disease, which often leads 
to wrong interpretation and late diagnosis. So far, there is no complete cure for Crohn’s disease. However, 
when successful, it’s only possible to achieve long-term remission, which undoubtedly confirms the rele-
vance of studying this problem.

This clinical example demonstrates the difficulties of inflammatory bowel disease diagnostics, specifi-
cally the Crohn’s Disease with the colon affection at the onset. Present study also reveals the continuous 
progressive course of the disease, complicated by stenosis of descending colon, resistance to drug therapy 
with the use of 5-aminosalicylic acid and glucocorticosteroids. Positive dynamics in the course of the dis-
ease was achieved by combination therapy, including drugs such as infliximab (anti-cytokine drug), me-
salazine (5-aminosalicylic acid), and azathioprine (immunosuppressant). 

The aim of the study was to demonstrate the complexity of diagnostics and treatment of Crohn’s disease 
in children based on personal clinical observations.

For diagnosis identification, the girl needed to undergo a complex diagnostic examination. Despite the 
conducted screening and therapeutic measures, she failed to avoid serious complications. The continu-
ously relapsing course of the disease with the formation of stenosis of descending colon required anti-cy-
tokine therapy, which led to positive results.

Thus, despite the effectiveness of infliximab in complicated, refractory course of Crohn’s disease in children, 
its use in pediatric cases requires additional clinical acknowledgement and clear indications for prescription.
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the most topical issues of modern gastroenterol-
ogy. From all digestive tract diseases, inflamma-
tory bowel diseases take one of the most leading 
places in the world on the severity, frequency of 
complications, resulting in early disability and 
mortality not only among adults but also among 
children. Although the clinical manifestations of 
Crohn’s disease in children and adults are quite 
similar, childhood and adolescence are character-
ized by distinctive features, not found in adult pa-
tients, in particular, delayed physical development 
and puberty. Moreover, at the onset of the disease 

Introduction
Crohn’s disease (terminal ileitis) is a chronic 

inflammatory bowel disease presented as chronic 
nonspecific transmural granulomatous inflamma-
tion of any part of the gastrointestinal tract from 
the mouth to the anus, and mainly characterized by 
intermittent mucosal impairment with risk of fistu-
las and abscesses. Crohn’s disease is still one of 
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and during its relatively low activity, these symp-
toms may be the only manifestation of the disease, 
which often leads to wrong interpretation and late 
diagnosis. So far, there is no complete cure for 
Crohn’s disease. However, when successful, it’s 
only possible to achieve long-term remission, 
which undoubtedly confirms the relevance of 
studying this problem.

Epidemiology: In recent years, there is a ten-
dency to an increase of Crohn’s disease prevalence 
in the world and its “rejuvenation”, especially in 
the developed countries. The prevalence of this 
disease among children varies considerably from 
country to country. The prevalence rate in the UK 
is 10/100.000 among child population, while in 
Germany it is 20/100.000 children. In Scotland, 
Crohn’s Disease incidence in children under age of 
16 years increased by 30% and amounted to 13.7 
cases per 100.000 child population in the period 
from 1983 to 1995 [Adler G, 2001; Mazankova L 
et al., 2005; Grona V et al., 2006; Odinets Y, 
Ruchko A, 2006]. The prevalence of Crohn’s dis-
ease in the world ranges from 10 to 150 cases per 
100.000, the incidence is 5-30 cases per 100.000 
population. In Russia, the incidence of Crohn’s 
disease is 20 cases per 100.000 population per 
year, from which 10% is among children [Shcherba-
kov P, 2000; Vodilova O et al., 2003]. The charac-
teristics of Crohn’s disease clinical course in chil-
dren involve common damage of the small intes-
tine, a variety of extra-intestinal symptoms, clini-
cal and morphological dissociation, the impact on 
the physical and sexual development of children 
and adolescents. The period of Crohn’s disease di-
agnostics in these patients varies from 1 month to 
7 years [Behrens R et al., 2005].

Etiopathogenesis: Attempts to associate the 
development of Crohn’s disease with any other 
etiologic factor have so far proved to be unsuc-
cessful. A number of other reasons are reviewed, 
among which the leading place belongs to the the-
ory of immunological and genetic predisposition 
[Adler G, 2001; P. Shumilov P, 2010]. The evi-
dence of immunological disorders can be the dis-
orders of cellular and humoral immunity, such as 
cytokine level, a large number of immunocompe-
tent cells in the affected zone, Crohn’s disease 
combination with other autoimmune diseases, ef-
ficacy of glucocorticosteroids and immunosup-

pressive therapy. Crohn’s disease is characterized 
by excessive production of anti-inflammatory cy-
tokines by the immune system (at its inadequate 
functioning): IL, TNF-α, etc. The latter is one of 
the leading anti-inflammatory cytokines associ-
ated with the activity and development of granulo-
matous inflammation in Crohn’s disease [Van De-
venter S, 1997; Targan S, 2000].

Principles of drug therapy: Standard drug 
therapy for Crohn’s disease children are 5-amino 
salicylic acid, topical and systemic glucocortico-
steroids, immunosuppressants [Belousova E, 
2002]. However, in some cases it is not always 
effective and does not allow to achieve the de-
sired remission. Surgical treatment of the Crohn’s 
disease is not an effective method for a complete 
cure. This situation required a search for new 
treatments for the disease. Taking into consider-
ation the key role of anti-inflammatory cytokine 
TNF-α in the pathogenesis of inflammation in 
Crohn’s disease, there is a need to synthesize 
drugs that have anti-cytokine action [Van De-
venter S, 1997; Targan S, 2000]. One of such 
drugs is infliximab (Remicade, produced by 
“Schering-Plough” registered in Russia in 2001) 
– a mouse monoclonal antibody, chimeric TNF-α, 
coupled with human IgG1 (25% mouse protein, 
and 75% human Ig). According to the literature, 
anti-cytokine drugs have been successfully used 
in the treatment of adult patients with Crohn’s 
disease for several years [Khalif I, 2001]. For ex-
ample, long-term treatment with infliximab 
proved to be an effective and well-tolerated 
method used for 44 weeks for Crohn’s disease 
symptoms relief and for the achievement of sus-
tained remission in patients, who do not respond 
to traditional therapy [Steinhart H, 1999; Knyazev 
O et al., 2014]. 

The treatment experience of 500 patients with 
refractory Crohn’s disease at the Mayo Clinic also 
demonstrated high clinical efficacy and good toler-
ability of infliximab [Ricart E et al., 2001; Kuek A 
et al., 2007]. Many pediatricians started to share 
positive feedback, too. Infliximab is used in pediat-
ric patients for the treatment of active Crohn’s dis-
ease of high and moderate severity, fistulous form 
and in case of ineffectiveness of traditional therapy 
in children from the age of six. The effectiveness of 
anti-cytokine therapy is illustrated in children with 
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Crohn’s disease in present clinical case.
Patient N. – Complaints of abdominal pain 

first appeared at the age of 11 (2005). For three 
years she was observed by a local gastroenterolo-
gist with the diagnosis of chronic esophagitis, 
cardiac failure, chronic gastroduodenitis, duo-
denogastric reflux, gallbladder deformity. The 
patient received a course of treatment with a 
short-term positive effect. Two years later (at the 
age of 13), in addition to abdominal pain, the pa-
tient developed heartburn, unstable stool, and a 
year later- frequent bloody stools. In October 
2008, at the age of 14, the girl was first admitted 
to the gastroenterological department of the Uni-
versity Children’s Hospital of I.M. Sechenov 
First Moscow State Medical University. On ad-
mission she had a stomach pain, poor appetite, 
heartburn, belching, nausea, loose stool up to 
three times a day mixed with blood, weakness.

The patient’s life history draws attention to the 
fact, that the girl was born from the fifth pregnancy 
(the previous four ended in miscarriage), proceed-
ing with threat of interruption and hormone ther-
apy, born with first-degree prematurity (at the 36-
37th week of gestation), burdened heredity, father 
and paternal grandfather suffered from chronic 
colitis of unknown etiology.

At the time of admission, the patient had the 
following condition: moderate severity, malnutri-
tion, deficit of body mass amounted to 6 kg (44 kg, 
164 cm, body mass index – 16.3 kg/m2), dyschro-
mia of skin, hyperhidrosis of the palms and feet, 
functional systolic murmur at the apex and at the 
Botkin point (Erba), white thick diffuse coating of 
the tongue, moderately swollen abdomen with pain 
on palpation in the epigastric, pyloroduodenal 
zone and along the colon, mushy stools 2-3 times a 
day, occasionally mixed with mucus and blood.

The examination revealed mild anemia with the 
level of hemoglobin – 114 g/l, erythrocyte sedi-
mentation rate – 8 mm/h, C-reactive protein ++++). 
The comprehensive endoscopy was conducted. 
During the fibrocolonoscopy straight, sigmoid 
colon, cecum and 30 cm ileum were examined. The 
mucous membrane of ileum was pink with pure 
vascular pattern and a good light reflex. Bauhin’s 
valve was in a typical place, moderately prolaps-
ing into the lumen. The blind, ascending colon and 
transverse colon were diffusely hyperemic with 

blurred vascular pattern, downward intestine dif-
fusely hyperemic with isolated erosive round 
shaped defects of 5-6 mm in diameter, sigmoid 
colon with marked edema of mucous membrane 
with diffuse confluent shallow-bottomed ulcer-
ative defects, covered with white-gray fibrin and 
areas with severe hemorrhagic component (contact 
bleeding), much dirty gray mucus in the lumen, 
rectum diffusely hyperemic with blurred vascular 
pattern with isolated round-shaped point erosions 
up to 3-4 mm in diameter. 

Conclusion: Extensive erosive and ulcerative 
sigmoid, erosive proctitis, erosion of descending 
colon. Biopsy sample was taken. The results of 
histological examination of biopsy samples: mu-
cosa of colon with areas of fibrous tissue, lamina 
propria is diffusely infiltrated with lymphocytes, 
macrophages with an admixture of neutrophils 
and eosinophils, a picture of well-marked 
chronic inflammation according to all biopsies. 
Esophagogastroduodenoscopy revealed a termi-
nal esophagitis, extensive gastritis, duodenitis, 
jejunitis, Helpil test positive.

According to the examination data, the diagno-
sis at discharge from hospital: ulcerative colitis of 
total, moderate level of activity (aggravation), ter-
minal esophagitis, chronic gastritis associated with 
Helicobacter pyloric (aggravation), chronic duode-
nitis (aggravation), chronic jejunitis (aggravation), 
asthenic-neurotic reactions, vegetative dystonia 
syndrome. The prescribed basic drug therapy in-
cluded mesalazine (Salofalk®) 3 g/day, oral and 
rectal enemas 2.0 g No 9, with further transition to 
rectal suppositories Metronidazol®. (500 mg) at 
bedtime. The patient also received antacids, en-
zymes, proton pump inhibitors and antispasmodics 
at the age-appropriate doses. Two weeks after 
starting the treatment, a positive dynamics was no-
ticeable: improved appetite, better health, abdomi-
nal pain relief, solid stool, without pathological 
mixture 2 times a day. The patient was monitored 
by her community gastroenterologist and contin-
ued to take mesalazine (Salofalk®) 3 g/day. How-
ever, the disease had a progressive course. Re-
lapses were accompanied by malaise, increase of 
weakness, weight loss, up to a maximum of 2 kg, 
frequent abdominal pain and stool up to 4-5 times 
mixed with blood and mucus.

The first relapse was at the age of 15, which 



55

The New ArmeNiAN medicAl JourNAl, Vol.10 (2016), No 3, p. SichiNAvA i.B. et al.52-57

was only 6 months after the above-mentioned ther-
apy and was characterized by deterioration of en-
doscopic picture. In addition to the persistent ero-
sive and ulcerative sigmoiditis, the process was 
complicated by pathologic narrowing of the de-
scending colon lumen. The changes revealed at 
this stage allowed to suspect Crohn’s disease, 
which conditioned the further additional treatment 
with prednisolone of 40 mg/day (1 mg/kg/day), 
though followed by dosage reduction and the drug 
cancellation 3 months later. Subsequently mesala-
zine (Pentasa®) 3.0 g/day was prescribed, which 
resulted in improvement of the condition and in 
reducing the frequency of the stool to 2-3 times a 
day, without impurities. However, relapse occurred 
again in July 2009, three months after the cancella-
tion of prednisolone, and was accompanied by 
acute clinical symptoms (abdominal pain, frequent 
stools, weight loss), deterioration of laboratory 
blood indices (anemia, the appearance of C-reac-
tive protein) and endoscopic data. The control 
colonoscopy showed signs of progression of the 
pathological process: a drastic narrowing of the 
lumen of the intestine with multiple coarse ulcer-
ative defects and pseudopolyps with eroded sur-
face in the splenic angle. Further examination was 
impossible due to the contact bleeding and a sharp 
narrowing of the intestinal lumen, which required 
additional irrigo(radio)scopy examination (de-
scribed below). The initial part of descending 
colon, mucous membrane of sigmoid colon and 
rectum were dramatically swollen with multiple 
erosive and ulcerative defects and isolated pseudo-
polyps. The lumen had thick gray mucus in large 
quantities. Histology showed well-marked active 
chronic colitis. In irrigoscopy, barium was pass-
able through the small intestine and no narrowing 
of the terminal ileum was revealed (Fig. 1), the en-
tire small intestine was uniformly filled with con-
trast substance (Fig. 2). The study revealed a circu-
larly narrowed 5-6 cm long portion of descending 
colon, filled with air (Fig. 3). No contrast leakage 
was found beyond the small and the examined part 
of the large intestine. The identified diagnosis: 
Crohn’s disease; obstructive, hormone-dependent 
form; moderate activity; acute condition.

With regard to the progression of the pathologi-
cal process, it was recommended that anti-cytokine 
therapy with infliximab (Remicade®) should be 

Figure3. Constricted portion of the descending part of 
the colon

Figure 2. Uniform filling of contrast agent throughout 
the small intestine

Figure 1. Terminal ileum
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prescribed at a dose of 5 mg/kg per day intrave-
nously at the rate of 2 ml/min according to the 
scheme: 0-2-6 weeks, then every 8 weeks. The dose 
of mesalazine (Pentasa®) was increased to 3.5 g/
day. It should be noted that after the first two injec-
tions of infliximab, positive dynamics was notice-
able: improved appetite, less abdominal pain, 
marked by an active weight gain (by January 2010, 
she weighed 50 kg, height – 168 cm), stool 1-2 times 
a day, solid, without impurities, normalization of 
laboratory values. However, five months (May 
2010) after starting the anti-cytokine therapy and 
after giving the fourth injection of infliximab), the 
patient developed new symptoms of clinical and en-
doscopic worsening, whereas laboratory values re-
mained within the age norm. The patient underwent 
colonoscopy examination of straight, sigmoid 
colon, descending, transverse colon, ascending 
colon, cecum and 30 cm ileum. The results still 
showed endoscopic signs of activity. The mucous 
membrane (MM) of ileum was pink with pure vas-
cular pattern. Bauhin’s valve was in a typical place, 
swollen, open, passable for an endoscope. The blind 
colon had blurred vascular pattern. In the ascend-
ing, transverse, descending colon, the mucosa was 
edematous with increased vascular pattern and iso-
lated festering lumps of mucus in the lumen. The 
area of sigma transition into the descending colon 
was narrowed with convergence of folds to severe 
scarring and narrowing of the lumen, and with the 
formation of two pseudopolyps of 3 mm on the me-
dial and lateral walls, impassable for the endoscope. 
The mucous membrane of sigmoid colon was swol-
len, the vascular pattern was blurred, the lumen was 
filled with of a lot of tough, gray purulent mucus. 
Below the narrowed portion there were well- marked 
ulcerative defects of irregular shape up to 5-7 mm. 
The mucous membrane of rectum was edematous 
with blurred vascular pattern and a site of inflam-
mation on the rear wall, covered with a white fibrin.

Conclusion: Deep ulcer in the transition region 
in the sigmoid colon with the lumen deformity, ac-
tive ulcers and pseudopolyps of sigmoid colon, 
stenosis of the descending colon, common colitis, 
inflammation of Bauhin’s valve.

Taking into consideration the continued and 
well-marked inflammatory changes in the colon 
according to colonoscopy data, azathioprine 100 
mg/day was added to infliximab and mesalazine 
(Pentasa®) (3 g/day) therapy to induce endo-
scopic remission. Six months later (at the age of 
16) the endoscopy recorded positive dynamics in 
the form of epithelialization of erosive ulcers of 
the colon and reduced inflammation. The mucous 
membrane throughout the colon is pink, some-
times swollen with increased vascular pattern in 
the area of the sigmoid colon, isolated round-
shaped pseudopolyps up to 6 mm. Bauhin’s valve 
is open. The area around the descending colon 
has a stenotic narrowing of up to 13-15 mm, pass-
able for the endoscope.

Conclusion: Lumen stenosis of the descending 
colon, inflammation of Bauhin’s valve, colitis, sig-
moiditis, proctitis, pseudopolyps of sigmoid colon. 
Clinically, the patient’s condition also has a trend 
towards stabilization. Periodically, she has pain in 
the abdomen before stool, bloating, stool 1-2 times 
a day, without pathological impurities. The ongo-
ing combination therapy (Mesalazine®, Inflixsi-
mab®, Azathioprine®) resulted in positive clinical 
and endoscopic dynamics of the disease after the 
10th injection of infliximab. Later, for over a year, 
no clinical and endoscopic process activity was 
observed. A total of 15 injections of infliximab 
were done. No adverse reactions to the drug were 
observed. At the age of 17 years, 11 months, she 
was transferred to the adult supervision.

Thus, in this case, it was difficult to identify the 
Crohn’s disease in the patient, as it was character-
ized by continuously relapsing course and resis-
tance of phased therapy. A positive effect in the 
treatment of the disease was achieved due to the 
combination therapy, including the drug inflix-
imab, azathioprine and mesalazine. Infliximab is 
known as quite an effective and safe medication in 
complicated, refractory course of Crohn’s disease 
in children. However, its use in pediatrics requires 
additional clinical acknowledgement and elabora-
tion of clear indications for the purpose it is in-
tended for.



57

The New ArmeNiAN medicAl JourNAl, Vol.10 (2016), No 3, p. SichiNAvA i.B. et al.52-57

R E F E R E N C E S
9. Odinets YV, Ruchko AF. [About characteristics 

of non-specific colitis and Crohn’s disease in 
children] [Published in Russian]. Vrachebnaya 
praktika. 2006; 3: 9-17.

10. Ricart E, Panaccione R, Loftus EV, Tremaine 
WJ, Sandborn WJ. Infliximab for Crohn’s dis-
ease in clinical practice at the Mayo Clinic: the 
first 100 patients. Am J Gastroenterol. 2001; 
96(3): 722-729.

11. Shcherbakov PL. [Inflammatory bowel dis-
eases in children: Crohn’s disease and non-
specific ulcerative colitis] [Published in Rus-
sian]. Detskiy doktor. 2000; 4: 22-26.

12. Shumilov PV. [Pathogenic factors of develop-
ment and course of Crohn’s disease and ulcer-
ative colitis in children] [Published in Rus-
sian]. Concept of Doctor of Medical Sciences. 
Moscow. 2010. 50p. 

13. Steinhart H. Steroid resistant and steroid depen-
dent Crohn’s disease. IBD, salicylates and other 
relevant therapies. Proceeding of the Interna-
tional IBD Symposium. London. 1999. 83-90.

14. Targan SR. Biology of inflammation in Crohn’s 
disease: mechanism of action of anti-TNF-a 
therapy. Can J Gastroenterol. 2000; 14(C): 
13C-16C.

15. Van Deventer SJ. Tumor necrosis factor and 
Crohn’s disease. Gut. 1997; 40(4): 443-448.

16. Vodilova OV, Mazankova LN, Khalif IL. [Pecu-
liarities of Crohn’s disease course in children] 
[Published in Russian]. Russian Journal of 
Gastroenterology, Hepatology, Coloproctol-
ogy. 2003; 6: 69-73.

1. Adler G. [Crohn’s disease and ulcerative coli-
tis] [Published in Russian]. Moscow: GEO-
TAR- Media. 2001. 527p.

2. Behrens R, Buderus S, Keller K. [Crohn’s dis-
ease and ulcerative colitis in children and ado-
lescents: Practical Guide] [Published in Rus-
sian]. DR: Falk GmbH. 2005. 48p.

3. Belousova EA. [Ulcerative colitis and Crohn’s 
disease] Published in Russian]. Tver: Triada. 
2002. 128p.

4. Grona VN, Litovka VK, Shcherbinin AA. 
[About the issue of Crohn’s disease in chil-
dren] [Published in Russian]. Materials of 
II Congress of Ukraine Coloproctologists. 
2006. pp. 36-39.

5. Khalif IL. [Remicade. Treatment of Crohn’s dis-
ease in the third millennium] [Published in Rus-
sian]. Russian Journal of Gastroenterology, 
Hepatology, Coloproctology. 2001; 3: 62-65.

6. Knyazev OV, Parfenov AI, Shcherbakov PL, 
Konoplyannikov AG, Ruchkina IN, Lischchins-
kaya AA. [Combination biological therapy for 
fistular Crohn’s disease: clinical demonstra-
tion] [Published in Russian]. Ter Arkh. 2014; 
86(2): 102-105.

7. Kuek A, Hazleman BL, Ostör AJ. Immune-me-
diated inflammatory diseases (IMIDs) and bio-
logic therapy: a medical revolution. Postgrad 
Med J. 2007; 83(978): 251-260.

8. Mazankova LN, Vodilova OV, Kurokhtina IS, 
Lebedeva SV. [Age characteristics of clinical 
manifestations of Crohn’s disease in children] 
[Published in Russian]. Russian Medical Jour-
nal. 2005; 13(3): 1-4.


