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Effect of a Probiotic Preparation (VSL#3) in Patients with Mild to Moderate Ulcerative

Colitis
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Digestive Endoscopic Center, Seoul Song Do Colorectal Hospital, Seoul, Department of Gastroenterology, Hanam Song Do Colorectal

Hospitall, Hanam, Songdo Biocell Research Institutez, Seoul, Korea

Background/Aims: Ulcerative colitis (UC) is a chronic disease that characteristically has a relapsing and remitting course. Probiotics
might possibly induce remission in the treatment of active UC. Aims of our study were to assess the efficacy of VSL#3 on
clinical response and colonic tissue cytokine concentration changes in patients with active UC.
Methods: Twenty-four eligible patients with mild to moderate UC received open-label VSL#3 4 sachets daily in 2 divided doses
for 8 weeks. The disease activity pre- and post-VSL#3 therapy was assessed by ulcerative colitis disease activity score and
colonic tissue cytokine profiling done at baseline and at week 8.
Results: Twenty-four patients (mean age, 43.7 years; range, 20-70 years; male/female, 15/9) were enrolled and 2 patients
did not have the final endoscopic assessment. A total of 22 patients were analyzed. Intent to treat analysis demonstrated
remission in 45.8% of subjects (n=11); partial response in 20.8% (n=5); no change or worse in 25.0% (n=6) of subjects.
The mean ulcerative colitis disease activity index (UCDAI) scores decreased from 7.09+1.81 to 1.45+1.29 in patients with
a remission (p<0.001). The mean endoscopic scores had also significantly decreased from 1.91+0.54 to 0.63+0.50 in patients
with a remission (p<0.001). The concentrations of colonic cytokines did not change significantly during treatment in patients

with a remission.

Conclusions: Our study demonstrated that VSL#3 is effective in achieving clinical responses and remissions in patients with
mild-to moderately active UC, further supporting the potential role in UC therapy. (Korean J Gastroenterol 2012;60:94-101)
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Table 1. Ulcerative Colitis Disease Activity Index™®

Variables Score
Stool frequency
Normal 0
1-2 stools/day > normal 1
3-4 stools/day > normal 2
>4 stools/day > normal 3

Rectal bleeding
None
Streaks of blood
Obvious blood
Mostly blood
Mucosal appearance
Normal
Mild friability
Moderate friability
Exudation, spontaneous bleeding
Physician’s rating of disease activity
Normal
Mild
Moderate
Severe
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IFN-y, IL-10, IL-129] §&E& &=4o}%ich
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Table 2. Patient Demographic and Baseline Characteristics

Characteristics VSL#3-treated group

Gender (Male/female) 15 (62.5)/9 (37.5)

Age (yr) 43.7t14.4
Male 44.2+15.2
Female 42.8+413.9

Duration of symptoms at onset (months) 54.7+54.6

Disease extent
Rectosigmoiditis 11 (45.8)
Left-sided colitis 6 (25.0)
Pancolitis 7 (29.2)

Concomitant medication
Oral 5-aminosalicylic acid 22 (91.7)
Azathiprine or 6-mercaptoprine 3 (12.5)
Melsalamine suppository or enema 16 (66.7)
Steroid enema 2 (8.4)

Values are presented as mean+SD or n (%).
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Table 3. Clinical and Laboratory Findings before Administration of VSL#3 for Each Group

Hol dA=

= [e)
;RS

thiprine©|t} 6-mercaptoprines £33 91
(12.5%) ]041:]' Table 2).

TollA o] &

rir

rlot
X
e
w

o=z A

=

A

(Table 3).

95% confidence interval

Patient characteristics Remission (n=11) Partial response (n=5) No response (n=8) p-value

Lower Upper
Age (yr) 46 (20-70) 42 2 (27-63) 45.5 (21-62) 0.866 375 50.3
Duration of disease (mo) 24 (2-120) 6 (12-180) 56 (12-168) 0.074 31.0 82.3
Endoscopic grade 2 (1-3) 2 (1-3) 2 (1-3) 0.861 1.66 2.15
UCDAI score 7 (4-9) 5 (3-9) 5 (4-8) 0.288 5.52 7.33
Hemoglobin (g/dL) 14.8 (8.6.16.1) 14.2 (11.4-16.5) 13.2 (11.6-15.4) 0.760 13.1 14.8
Hematocrit (%) 42.7 (25.5-45.5) 40 7 (31.4-44.8) 38.1 (34.7-43.7) 0.266 13.2 14.8
ESR (mm/hour) 8 (1-45) 1 (7-83) 15 (1-28) 0.435 9.06 25.80
CRP (mg/dL) 0.09 (0.03-6.37) 0. 04 (0.02-0.16) 0.30 (0.04-0.91) 0.094 —0.04 1.20
Albumin (g/dL) 4.6 (4.0-4.9) 5 (4.1-4.6) 4.5 (3.7-47) 0.729 4.27 4.27
TNF-o. (pg/mL) 42.0 (7.8-575.6) 40 6 (15.3-184.7) 97.8 (7.8-656.5) 0.966 26.7 189.4
IFN-y (pg/mL) 176.0 (8.1-1228.9) 440.8 (248.8-658.2) 627.2 (37.0-2069.1) 0.554 260.4 733.8
112 (pg/mL) 43.3 (7.8-185.0) 67.6 (46.3-159.7) 72.3 (7.8-384.4) 0.111 42.8 120.1
IL-10 (pg/mL) 15.6 (7.8-283.6) 11.8 (7.8-240.8) 39.3 (15.6-325.5) 0.306 35.2 131.9

Values are presented as median (range).
UCDAI, ulcerative colitis disease activity index; ESR, erythrocyte sedimentation rate; TNF-o,, tumor necrosis factor-o; IFN-y, interferon-y; IL-12,
interleukin-12; IL-10, interleukin-10.
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Fig. 1. Bar diagrams showing (A) ulcerative colitis disease activity index (UCDAI) scores and (B) endoscopic scores before and after administration
of VSL#3 for each responding group (*p <0.001, **p=0.011). Two patients did not complete the final endoscopic assessment.
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Fig. 2. Bar diagrams showing the colonic cytokine profile before and after administration of VSL#3 for each responding group in (A) tumor necrosis

factor (TNF)-o.
sampling.

, (B) interferon (IFN)-y, (C) interleukin (IL)-12, and (D) IL-10. *p <0.05. Two patients did not complete the final colonic tissue
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