Interesting case (Inflammatory bowel disease)

A two-year-old boy with chronic diarrhea
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CBC: WBC 19,800/cu mm,[PMN 63,0L 29, E 7%; platelets 495,000/cu mm,
Stool exam: WBC 5-10/HPF; stool culture: no pathogenic bacteria
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Physical examination:
GA: active but appeared fatigue
BW 16.3 kg (P 90), height 93.6 cm (P 50)

V/S: BT 38.3°C, PR 138/min, RR 30/min, BP 96/60 mmHg

HEENT: mild pallor, no jaundice, no oral ulcer, no lymphadenopathy
Lungs and heart: no abnormal findings

Abdomen: soft, no tenderness, no palpable mass, no hepatosplenomegaly;
Extremities: no joint swelling

Skin: no rash

Anus: no anal fissure, no skin tag, normal rectal examination

Problem list:
1. Prolonged fever with chronic diarchea

2. Weight loss

Differential diagnosis:

o lnfectious diarrhea: TB, HIV
o Antibiotic-associated diarrhea (Clostridium difficile)
e Inflammatory bowel disease

e Eosinophilic gastrointestinal disease




Investigations:
e CBC: WBC 21,220/cu mm (PMN 56, L 33, M 7, E 3%)
Hct 28%, MCV 72 fL, RDW 12.3%, platelets 513,000/cu mm

e Stool exam: numerous WBC/HPF, moderate RBC/HPF
no ova and parasites found
e Blood chemistries: Na 135, K 4.32, Cl 101,CO, 17.7 mmol/L
BUN 4, serum creatinine 0.3 mg/dL
e Total protein 69.4, albumin 29.5 g/L
e ESR 72 mm/h, CRP 19.36 mg/L
o Stool for C. difficile toxin A & B: negative
e Stool bacterial culture:
o 1% time: moderate Staphylococcus coagulase-negative
and Corynebacterium spp:
o 2" time: numerous Staphylococeus coagulase-negative
moderate Escherichia coli; few Klebsiella pneumoniae and
Citrobacter freandii

e Stool AFB: negative

v1nwa work up @isuda differential diagnosis figailuaunaline:

 lnfectious,diarrhea (other)
o Inflammatory bowel disease

o “ Eosinophillic gastrointestinal disease

M35nuluuazaiy: Trial of oral metronidazole 7 3u
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Gastroscopy:

e [Esophagus:

multiple whitish nodules along the entire esophagus




Colonoscopy: multiple umbilicated ulcers and erosions along the entire colon (more
prominent at the rectosigmoid colon), and terminal ileum showed mucosal
fragility

Rectosigmoid colon Left sided colon

Transverse colon
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Investigations n@Ax:

e Chest radiography: no infiltration

e PPDtest: 0mmat48and 72 h

e Quantiferon TB gold test: negative

e Stool exam for parasites: negative for 3 days

e CMV viral load: < 20 copies/mL

e Esophageal brushing for fungal culture: negative

e Anti-HIV: negative

Pathology results:

e Esophagus: active esophagitis in the distal gsophag
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Pathology results:

e Left and right-sided colon: active inflammation, cryptitis and crypt abscess

Cecum: non-caseous granuloma adjacent to the ru
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21nWa pathology wu active colitis # differential diagnosis:

e Ulcerative colitis in an active phase
e Crohn’s colitis in an active phase

¢ Infectious colitis / acute self-limiting colitis
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lleocolonoscopy and upper Gl endoscopy with histology
of multiple biopsies from all segments

N\

CD uc

if diagnosis of UC
\ is uncertain oris IC

Radiology - smail bowel follow through (SBFT)

Upper Gl study and small bowel follow through:

¢ Evidenee of mucosal thickening with mild nodularity in the gastric antrum,

compatible with erosions in the endoscopy

abnormal dilatation or fistulous tract

probably lymphoid hyperplasia with ileitis

Small bowel transit time was about 2 hours

Duodenal bulb and other parts of duodenum demonstrated good distensibility

Jejunum and ileum showed no significant mucosal thickening, obstruction,

Multiple nodular filling defects and mucosal thickening in the terminal ileum,




Final presumed diagnosis: Inflammatory bowel disease-unclassified (IBD-U)
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Lab:
e CBC: Hct 28.9%, WBC 21,950, platelets 659,000/cu mm
e ESR 30 mm/h, CRP 79 mg/L

e Normal thiopurine methyltransferase (TPMT) enzyme activity
Management (11/3/57):
e Azathioprine (50 mg) 0.5 tab PO OD (1.4 mg/kg/day)

e Prednisolone (5 mg) 3 tab PO BID

e Continue ZnSQy, ferrous sulfate, MTV supplement
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Parameter 9/3/57 25/3/2557 17/4/2557 25/4/2557
Stool 4-5/d, logse 1-3/d 1-2/d 1/d, formed
BW (kg) 16.3 17 17.8 17.9

Hct (%) 28.2 35.5 40 40

WBC /cu mm 21,220 14,300 9,200 7,800

Plt. /eu,mm 5134000 365,000 498,000 426,000
CRRAmg/L) 72 <1 <1 1.6

ESR (mm/h) 19.4 21 11 14
Albumin (g/L) 29.5 34.5 - -
Prednisolone 30 10 Offin 2 -

(mg/d) weeks

Azathioprine 1.4 1.4 1.4 1.4

(mg/kg/d)




Inflammatory bowel disease (IBD)
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e Crohn’s disease (CD)
e Ulcerative colitis (UC)

e Inflammatory bowel disease unspecified (IBD-U) via indeterminate colitis
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Esophageal IBD
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superficial erosions, stage development of stricture, and cobblestoning of the mucosa uag
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Tungu IBD-U #s algorithm (tona1381984 1)

Patient with suspected
inflammatory bowel
disease - initial evaluation

v

1.Colonoscopy with biopsies.
2. Barium upper gastrointestinal
series with small bowel
follow-through
3. Consider upper endoscopy
with biopsies

v

Are noncaseating
granulomas (that are not
adjacent to ruptured
crypts) present of any of
the mucosal biopsies?

J{No

YES

Crohn's disease
(identify disease
locations,
utilize Vienna
classification)

Is there radiographicior
endescopic evidence of small E
bowel stricturing, linéar
ulceration,fistulization, or
cobblestoning?

Crohn's disease
(identify disease
locations,
utilize Vienna
classification)

<
v
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¢NO

Is there evidence of perianal E
fistulae, abscess, or large
(> 5 mm) skin tags?

ﬁ,
<
v

NO

Crohn's disease
(identify disease
locations,
utilize Vienna
classification)

/
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Is there definite
cobblestoning or stricturing
in the terminal ileum or
colon, or segmental colitis at
time of colonoscopy and
ileoscopy?

Crohn's disease
(identify disease
locations,
utilize Vienna
classification)




Is there diffuse continuous 12
superficial inflammation of the Probable ulcerative
colon beginning at the anus and YES colitis without
extending proximally, = backwash (subclassify
WITHOUT endoscopic ar into procitis, left sided
histologic evidence of ileal colitis, and pancolitis).
inflammation?
ND

Is there diffuse pancolitis with
superficial mucosal inflammation
of the ileum identified by
endoscopy or histology? (Upper
Gl series demonstrates a normal
caliber ileum with a widely patent
ileacecal valve)

question of Crohn'
and are un mo
ulcerativ iti
absolute re
growth failure

16

1.

2.

Classify as indeterminate
colitis for now.
Carefully document the

feature in the evaluation that
raises diagnostic uncertainty.

¢ND

Ulcerative colitis

3. Repeat diagnostic evaluation
in the future to attempt to
classify patient more definitively.

nuugitanImsInafauanlsalungu inflammatory bowel disease




Typical macroscopic findings of CD:
e Mucosal aphthous ulcers
e Linear or serpentine ulceration
e Cobblestoning
e Stenosis/stricturing of bowel with prestenotic dilatation
e Imaging or surgical-bowel wall thickening with luminal narrowing

e Perianal lesions-fistula(s), abscesses, anal stenosis, anal canal ulcers, large and
inflamed skin tags

e Skip lesions
e Jejunal or ileal ulcers

Nonspecific macroscopic findings of CD:

e Edema
e Erythema
e Friability

e Granularity

Exclude:

e Loss of vascular pattern
e |solated aphthous uleers

e Perianal lesions-midline anal fissures, small skin tags

Typical microseopic€ findings of CD:
o Noncaseatingigranuloma(s)- remote from ruptured crypt

e Facal chronic inflammation, transmural inflammatory infiltrate, submucosal
fibrosis

Nonspecific microscopic findings of CD:
e Granuloma adjacent to ruptured crypt
e Mild nonspecific inflammatory infiltrate in lamina propria
e Mucosal ulceration/erosion

¢ Signs of chronicity (eg, crypt architectural changes, colonic Paneth cell metaplasia
and goblet cell depletion)




Diagnose as IBD-U, if at least 1 feature exists

¢ Duodenal or esophageal ulcers, not explained by other causes (e.g., Helicobacter
pylori, NSAIDs and celiac disease)

e Multiple aphthous ulcerations in the stomach, not explained by other cause (e.qg.,
Helicobacter pylori, NSAIDs)

¢ Reverse gradient of mucosal inflammation; proximal > distal (except rectal
sparing)
Diagnose as IBD-U, if at least 2-3 features exist

e Severe scalloping of the stomach or duodenum, not explained by other causes
(eg, celiac disease and H. pylori)

e Focal chronic duodenitis on multiple biopsies or marked scalloping of the
duodenum, not explained by other causes (e.g., celiac disease and H. pylori)

e Focal active colitis on histology in more than 1 biopsy from macroscopically
inflamed site

e Non-bloody diarrhea

e Aphthous ulcerations in the colon or UGI tract
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p1m1suaz small bowel follow through (SBFT) 1atin maghétic resonance enterography
(MRE), wireless capsule endoscopy (WCE) a2 fecal markers a9 a4 algorithm

(19Na1381384 2)

| Strong suspicien of IBD | ‘ Tests unhelpful or isclated extraintestinal symptoms

A

Test fecal markers (FM)
(e.g. calprotein, lactoferrin),
if elevated

l lleocolonoscopy and EGD (with biopsies from all segments)

\ 4 v v v i
/Typinal uc //Atyp:cal UC// Clear CD // Normal / IBDU
v v v

v
MRE/ MRE/ MRE/
WCE WCE WCE
Consider MRE v vy v v v v
/Sugges:UC//S.:ggcsr(:.‘)//Negative //Su{;_qnsrcrj// MNegative
{
Consider WCE if FM
positive and MRE negative
3 ¥
/ Positive //Negative/
v . v
uc CcD No IBD CcD IBDU
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