Supplementary data
Supplementary Data S1. Inclusion criteria
Patients were eligible if they met the following criteria:
(A)	Worsening of symptoms within 2 years before the day of enrollment and meeting one or more of the following criteria: 1) persistent bloody stool for ≥1 week any time from 2 years to 4 weeks before the day of enrollment; 2) initiation of 5-aminosalicylic acid treatment, dose escalation, or a change in medication type for worsened symptoms any time from 2 years to 4 weeks before the day of enrollment; 3) initiation or dose escalation of cytapheresis or glucocorticoids any time from 2 years to 4 weeks before the day of enrollment; and 4) initiation or dose escalation of immunomodulators, immunosuppressants, or anti-TNF-α antibody preparations any time from 2 years to 12 weeks before the day of enrollment.
(B)	Disease severity based on “remission” in examinations performed less than 4 weeks before the day of enrollment.
(C)	Remission defined using the Sutherland disease activity index scale with a rectal bleeding score of 0 and an endoscopic score of 0 or 1.
(D)	Age 20–70 years at the time of informed consent.
[bookmark: _GoBack](E)	The patient voluntarily gave written informed consent to participate in the study. 
Supplementary Data S2. Exclusion criteria
Patients were excluded if they had any of the following conditions:
(1)	Diagnosed with proctitis-type ulcerative colitis (UC) by the last endoscopy performed before the day of enrollment.
(2)	Visible bloody stools detected <4 weeks before the day of enrollment.
(3)	Dose modifications (dose reduction or escalation) of the oral 5-aminosalicylic acid preparation, or a change in medication type for worsened UC, <4 weeks before the day of enrollment.
(4)	Local administration of a 5-aminosalicylic acid preparation or glucocorticoid <4 weeks before the day of enrollment.
(5)	Administration of a glucocorticoid (oral formulation, injection) <4 weeks before the day of enrollment.
(6)	Administration of cytapheresis <4 weeks before the day of enrollment.
(7)	Administration of immunomodulators (azathioprine, mercaptopurine) <12 weeks before the day of enrollment.
(8)	Administration of immunosuppressants (tacrolimus, cyclosporin) <12 weeks before the day of enrollment.
(9)	Administration of anti-tumor necrosis factor-α antibody reagents (infliximab) <12 weeks before the day of enrollment.
(10)	Administration of an antibacterial agent for at least 14 consecutive days <4 weeks before the day of enrollment.
(11)	Unable to stop regular consumption of probiotic products, other than the study beverage, or food products using lactic acid bacteria during the study period.
(12)	Regular consumption of Bifidobacterium breve strain Yakult used in this study <10 days before the day of enrollment.
(13)	Currently participating in a clinical study.
(14)	History of colectomy (however, patients with a history of appendectomy were eligible).
(15)	History of hypersensitivity to lactobacillus-fermented milk, dairy products, or lactobacillus preparations.
(16)	Serious hepatic impairment (total bilirubin of ≥3.0 mg/dL, aspartate aminotransferase (glutamic oxaloacetic transaminase) or alanine aminotransferase (glutamate-pyruvate transaminase) of ≥100 IU/L) or renal impairment (creatinine of ≥2.0 mg/dL or blood urea nitrogen of ≥25 mg/dL).
(17)	Evident psychoneurologic disorders.
(18)	Current or history (within 5 years before the day of enrollment) of malignant tumors.
(19)	Pregnant, breast-feeding or of childbearing potential, or desiring to become pregnant during the study period.
(20)	Any other criteria judged by the investigator as making a patient inappropriate for inclusion.


Supplementary Data S3. Restricted/prohibited concomitant therapy
Prohibited concomitant therapy.
During the study period after enrollment, the concomitant use of the following treatments was prohibited:
(1)	For the oral 5-aminosalicylic acid treatment and its dosing regimen confirmed at the time of study enrollment, addition of other 5-aminosalicylic acid preparations, a change in medication type, and dose modifications (dose reduction or escalation) were not allowed.
(2)	Local administration of 5-aminosalicylic acid treatment.
(3)	Administration of glucocorticoids (oral, injection, local administration).
(4)	Initiation of cytapheresis.
(5)	Administration of immunomodulators (azathioprine, mercaptopurine).
(6)	Administration of immunosuppressants (tacrolimus, cyclosporin).
(7)	Administration of anti-TNF-α antibody preparations (infliximab).
(8)	Initiation of surgical treatment related to ulcerative colitis.
(9)	Administration of investigational products.
(10)	Regular use of antibiotics and antibacterial agents (treatment continuation for ≥2 weeks).

Restricted concomitant therapy: Standard treatment for UC.
During the study period after enrollment, concomitant use of the following drugs was allowed with conditions:
(1)	Oral 5-aminosalicylic acid treatment (Pentasa®, Salazopyrin®, Asacol®): The drug and its dosing regimen used at the time of enrollment in the study were to be continued throughout the study period. Addition of other 5-aminosalicylic acid preparations, a change in medication type, and dose modifications (dose reduction or escalation) was not allowed. If any change was made in medication type or dose during the study period, the patient was withdrawn from the study and underwent the specified observations, examinations, and assessments at the time of discontinuation.
(2)	Drugs for intestinal disorders: It was recommended to continue the drug and its dosing regimen used at the time of study enrollment throughout the study period.
(3)	Loperamide hydrochloride: It was recommended to continue the drug and its dosing regimen used at the time of study enrollment throughout the study period.
(4)	Drugs for diarrhea-predominant irritable bowel syndrome (polycarbophil calcium: Colonel®, trimebutine Maleate: Cerekinon®, ramosetron hydrochloride: Irribow®, anticholinergics, berberine chloride hydrate: Phelloberin®): It was recommended to continue the drug and its dosing regimen used at the time of study enrollment throughout the study period.

Supplementary Table S1. Items and schedule for investigation
	Time point
	Visit 1
	
	Visit 2
	Visit 3
	Visit 4
	Visit 5

	
	Week 0
At study enrollment 
	Week 4
	Week 12
	Week 24 
	Week 36 
	At discontinuation or completion (Week 48)

	Allowable time window
	Before enrollment
	± 2
weeks
	± 2
weeks
	± 2
weeks
	± 2
weeks
	Date of discontinuation/completion ± 2 weeks

	Patient demographic characteristics
	Date of birth, sex
	○
	
	
	
	
	

	
	Diagnosis of ulcerative colitis (classification, time of onset, normal stool frequency)
	○
	
	
	
	
	

	
	Latest remission induction therapy (first episode/recurrence, date of treatment initiation, treatment details)
	○
	
	
	
	
	

	
	Complications
	○
	
	
	
	
	

	
	Compliance with 5-aminosalicylic acid
	○
	
	
	
	
	

	Explanation and informed consent
	○
	
	
	
	
	

	Eligibility confirmation
	○
	
	
	
	
	

	Daily diary completion by patients
	After informed consent
	
	
	
	
	

	Sutherland DAI
	Stool frequency1)
	○2)
	
	○
	○
	○
	○

	
	Rectal bleeding1)
	○2)
	
	○
	○
	○
	○

	
	Endoscopic findings
	○3)
	
	
	
	
	

	
	Physician’s overall rating4)
	○
	
	○
	○
	○
	○

	Concomitant therapy5)
	○
	
	○
	○
	○
	○

	Abdominal symptoms1)
	○
	
	○
	○
	○
	○

	Compliance with 5-aminosalicylic acid1)
	
	
	○
	○
	○
	○

	Compliance with study beverage1)
	
	
	○
	○
	○
	○

	Consumption of lactic acid bacteria other than study beverage1)
	
	
	○
	○
	○
	○

	Investigation on outcome-related factors1) 
	○2)
	
	○
	○
	○
	○

	Gut microbiota testing (stool examination)6)
	△7)
	△
	△
	△
	△
	△

	Assessment of adverse events
	After starting consumption of study beverage
	
	
	
	
	


○: To be implemented, △: To be implemented for some patients 
1) Investigate based on the patient diary or questionnaires at consultation.
2) The investigation before study enrollment should be conducted through interview.
3) Results from examinations performed less than 4 weeks before the day of enrollment can be used.
4) Investigate at the time of visit.
5) Investigate based on medical records.
6) Only for patients enrolled in Keio University Hospital, a stool sample will be collected at home and sent.
7) Perform the test any time after study enrollment and before the start of study beverage consumption.
DAI, disease activity index.




Supplementary Table S2. Compliance with protocol-prescribed study beverage consumption
	Treatment group
	Visit
	N
	Compliance

	
	
	
	Mean
(%)
	Minimum*
(%)
	Median*
(%)
	Maximum*
(%)

	BFM 
	Week 12
	83
	96
	71
	99
	100

	
	Week 24
	77
	96
	68
	99
	100

	
	Week 36
	66
	96
	68
	99
	100

	
	Week 48
	62
	96
	71
	100
	100

	
	At discontinuation
	35
	93
	50
	100
	100

	Control 
	Week 12
	82
	94
	36
	98
	100

	
	Week 24
	74
	95
	62
	98
	100

	
	Week 36
	67
	96
	74
	99
	100

	
	Week 48
	63
	95
	65
	97
	100

	
	At discontinuation
	31
	93
	39
	99
	100


*Minimum, median and maximum percent values represent the lowest, median and highest levels of compliance, respectively, among individual subjects in the study population at each time point. Most subjects were 100% compliant with the protocol and took the study beverage daily as prescribed. Percentage compliance indicates the dose/prescription.
BFM, Bifidobacterium breve strain Yakult fermented milk.

Supplementary Table S3. DAI, stool frequency scores, rectal bleeding scores, and physician’s overall rating of disease activity during the study period
	
	
	BFM group
	
	Placebo group

	
	
	Week 
0
	Week 
12
	Week 
24
	Week 
36
	Week 
48
	At
discontinuation
	
	Week 
0
	Week 
12
	Week 
24
	Week 
36
	Week 
48
	At
discontinuation

	DAI
	N
	97
	83
	77
	66
	62
	35
	
	95
	82
	74
	67
	63
	31

	
	Mean
	1.08
	1.1
	1.15
	1.09
	1.09
	1.98
	
	1.07
	1.03
	1.03
	1.04
	1.03
	1.88

	
	SD
	0.16
	0.24
	0.26
	0.18
	0.23
	0.78
	
	0.12
	0.1
	0.09
	0.13
	0.1
	0.86

	
	Min.
	1
	1
	1
	1
	1
	1
	
	1
	1
	1
	1
	1
	1

	
	Max.
	1.75
	2
	2
	1.67
	2.33
	3.67
	
	1.5
	1.33
	1.33
	1.67
	1.33
	3.67

	Stool frequency
	Mean
	1.15
	1.18
	1.35
	1.20
	1.21
	2.09
	
	1.14
	1.10
	1.08
	1.10
	1.10
	1.94

	
	SD
	0.39
	0.47
	0.62
	0.44
	0.60
	1.01
	
	0.38
	0.38
	0.27
	0.31
	0.30
	1.12

	Rectal bleeding
	Mean
	1.00
	1.04
	1.05
	1.03
	1.21
	2.09
	
	1.00
	1.00
	1.00
	1.01
	1.00
	1.97

	
	SD
	-
	0.19
	0.22
	0.17
	0.60
	1.01
	
	-
	-
	-
	0.12
	-
	1.11

	Physician’s overall rating
	Mean
	1.08
	1.07
	1.04
	1.03
	1.03
	1.89
	
	1.06
	1.00
	1.00
	1.01
	1.00
	1.74

	
	SD
	0.28
	0.26
	0.19
	0.17
	0.18
	0.76
	
	0.24
	-
	-
	0.12
	-
	0.73


BFM, Bifidobacterium breve strain Yakult fermented milk; DAI, disease activity index; SD, standard deviation
