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Supplementary Table 1: Detailled inclusion and exclusion criteria

inchusion Criterio

Exclusion Critera

Maole or fermale 218 years of age

Acute fulmingat UE amdfor signs of spstemic tomcly

Estohiisied diagrasis of UIC, with minimum Sme from diogaosis of 23
manths

L limidted do the rectown [diseose wikdch petends <1 5om abowe the
anai verge)

Moderotely of lewst left sided UC (disease should extend 15cm ar move
ahove the anel verge| Diseose severity determined by o Modifled
Mapo Score of 6 ta 12 with an endoscopdc sulb scove 27 essessed by
central reading of erdoscopy performed ot screening welt ond no
ather indivduo swh scare <1

Suspicion af differentiol diogrosis such os: Crohn’s, erterocoitis,
bschoemic colitls, rootodion coltis, indeterminote colit’s, Mfectious
cofitls, diverticuior oVseose, assockrhed colitls, microscopic coltis,

Ive preudog I ar now hle ch

Current aral or rectol 5-A54/5F use or a history of oral or rectol 5
ALASSP e

Serious active nfection or carrent bistary of octhve infection

Gastrointesting! infecions including pasitive Clastrigium dificke
stoal assay

Current steroids e ar history of sterodds dependency, refroctory, or
imtokevance, including no sherodds treatment due to santer side-effects
{omly one of the steroids criterde hove to be fulfilled, see definition (n
Eurapean Crofn's and Colieis argonization [ECCO) guideNmes)

Histary or presence of any céaloaly signdficent disorder that, in
option of the investigator, could impact on potient’s possibiidy to
adhere to the protocol and proftocol procedures or wowld confound
e stody result or compramise potent safety

One of the foNowlng podrts must be fulfilled:

= Active disegse despite induction therapy with 5454 agents
where adeguate therapy s considered with on onal 5454
{mesaigmine 2-4.8g/doy, swifosalazine 4-6g/day)
administered for of least 2 weeks. Topicol freoiment with 5
AS4 moy hove been attempded but this is nod o preveqeisine
for inclusion e Hhe study

&  jotolerance to oral 5-A545 or arachiopnine

& Actie disesse despdte o thicpurine fadequately dosed
accarding o iregiment guidelines, such as 2-3 mgfig for
azotficprine] or methatrevate administered for of feast 12
WEEKS

& Actve disesse despdhe treatment wiith bub.bglmls or
caflchneurin infilbitors

History of malignoency, except for:
®  Tremted {cured) baso! cell or sguemows cefl in situ
carcirama
&  Trected fcured) cerwical intraepitheiiol necplasio
& Corcimoma in sity af the cervhe with ng evidence af
recurrence within ifhe previows 5 pears prior to the
ECTEEning wink

Presence or history of underlping metobalic, endocnine,
bematologic, pulmanary, cordiac, blood, remal, hepatic, Infectious,
pspciiiatric ar any meddcally unstohie conditkn o3 assessed by the
primory treating physiclan wiich, in the ophion of the ivvestigator,
would pioce the subject af unocoeptabie risk for porticination in the
shady

Sigredficant Woess within the fwo weeks prior to dosing or owy
active infection ar medicod condWion fhat may reguire treatmend or
heropeutic inderventian n'al.r.'.-:lg the stucy

Known histary of oicofo! abuse, chromic Uver or B¥iary disecse

Histary ov presence of o sigaificant renod disease

ANowed to recelse o therapeutic dose of following LIC drugs during the
Shady:

«  dral steraids therogy (£30mg prednisone or equivalent/day)
prowding that the dose haos heen stabile for 2 weeks prior to
basefine

#  Oral or rectol MMX Budesonide theropy (Smg/day) initioted
at lewst 8 weeks before Boseling

#  Oral ar rectal 5-454/5° compownds, providing that the dose
thas been stabie for 2 weeks before baseline wisit

*  AIASE-MP prowoling thot the dose hos been stabde for 8
weeRs price to baseling ond been inftioted of feast 2 mondbs
before screening

#  TAF lshibitors (Inféximab, Adedmumab or Golmuwmob| ore
oMowed, providieg that the dose is stehie for of least 2
mandhs prior to bosetne and curing the study ireatment
period

& Vedolzumab ond Tafackinid is allowed, prowidieg thot the
daose is stoble for ot feast 2 monifis prior to boseline ond
during the stidy treatment periad

Long term trectment with andibdodics or non-sheroddal andi
inflommatory drags (MEALDs) witive hwo weeks prior fo screening
{ome short trectment regime for artibdotics omd occasional wse of
MEANDE are allowed)

Ardibdatics within the last week grior to randomiration, swhiects
wiho received oyclosponime or focralimas within the last J weeks
prior to rondomzetion and @ dase of >30mg/doy or eguivaient per
kg body welght in the last 4 weeks prior to rondomdzation

Subiects who hove been treated with a dose of 21mg per kg body
witlpht prednisone ar 230mg/day i the kst 4 weeks prior to
rondomizotion

dngaing treatment with cpclasparine ar tacroiimus. Eligible
subjects must bave stopped cpclosporine ond tocrodmus af leest 4
weeks ond antiblobics of least I week prior to randomization,

Currently recelving parenteral nutrition or blood transfuesions

Planned diet chonge, any severe or new dietary restricthons

Knowr allengles to bilberries orany other AC containing fruks

Abdty to understond the treatmend, wilfingaess to comply oW stedy
requirements and abMiy to provide infarmed corsent

Concurrent porticipation in arother iinical study with
ivvestigational therapy or previous use of investigational therapy
within 5 haiflives and withie o least 20 doys ofter kst treatment
af the experimenda! product prior fo snrolment

Females who are lactoting or bave @ posiive SErum prognancy test
during the screening pericd

Repeafted and confinmed laboratory fndings showing
*  iotal bilrubin = 2ol unless in Giberds syndrome
AP =2xULN
ALT=2xLLMN
sevum creadining =2xULN
white bipod cal cowl sufside he range af 5,000-
15,000 par ul
®  plalelef counf < 100, 000 per of
*  fhemagichin <fg per of ar alfser siges of severe

Ars i
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Supplementary Table 2: Detailed study procedure description

Study Periods Screening Treatment Period Follow-
up
wisit 5 B 1 2 3 FUP
Day -28 to -0 1= 15t 4d | 28+ 4d | 56 4d 86t
Baseline 4d

Subjoct Information and informed x

Consent

Demogrophics x

Meodicol History x

Updote Madical History = = = ® ®

In- /Ewdlusion Criterio x x

Prysion] Examingti x x x x X X

Vol Signs (pulse, Blood pressure, x x x x X X

temparaturs), Bady Weight, Body

Higighel

Sarum Loboratory Tests (Safiaty Lab) x x x x X X

2

Pregnongy Test? x x x x X X

Lirine analysis x x x x X X

Faco! Sampias, stool bactericlogy, x

C diff

Face! Colprotectin x x x x X X

Microbicta Anolyses x x x x X X

Rasting-E0G x

Sigmoidoscopy with § Biopsies and = ®

Endoscopic Mayo Suboore and

Histology (Gaboes Indexj

Recording for control recding

Complete Mayo Scors = ®

Portial Mayoe Score finduding PROZ) x x x x X X

MMM{H* x x x x X

Collact Subjiect Digries x x x x x

Assess quality of iife [SE0QE, x x x x x x

EwrolQol 50}

Distribution end’ or collacting of x x x X x|if

Study Mediartion appiicabis)

Concomitant Thempy x x x x X X

Advarse Everts and Sarious Advarse x x x X X

Evants

:on}-atm'ng

Sraani i s regraney s

" SIB0G = Shovt inflommatory Bowsl

[nciuding stool fraguancy, obgdomingl

jpain and genanal waik-baing] indicoted

.i?nppuﬂlﬁx

Supplementary Table 3: Results of correlation and their p-value
calculations of the most strongly (negatively) with calprotectin

Genus n estimate conf low confhigh povalue
Hasmovhilus 53 02593757 01137147 04050367 0L000E31Y
Parasutterella 4 02207625 0.3452672 00962579 0.0009309
THI-11 H 01924930 0.058807 03261744 Q.0057Ta02
Hungatella_A 42 02343540 0.0531914 04155164 00122185
Proteus 13 03050273 00675042 05423505 QU0 TEED
Lachnospira i 02936034 00633476 05238600 00133537
Campylobacter_B 16 06225038 0.1308248 11141838 0.0140027
Limocsilactobacilhues 17 03172125 0462716 05881534 022606
Lawsonibacter &5 03171477 06015451 0.0327502 00295512
Phascolarctobacterium H 01352149 -0.259430 -0.0110077 0.033840d
Anll4 54 02311532 -0. 4504749 -0.0118315 003092478
Meokitarella 14 05068346 00161696 09974994 00431712
Angerobutyricum ) -0 23EI30T -0. 4762729 -0.001 5885 U4ESEE2
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Calprotectin

Supplementary Figure 1a, b & c: Change in fecal calprotectin

throughout the study
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a. Each point shows the concentration of fecal calprotectin (y-axis) in placebo-treated (grey) or bilberry-treated (blue) subjects.

The large circles and squares show the group means. The dashed and solid lines the mean slope for placebo and bilberry,

respectively, estimated from a linear mixed model with random slopes and intercepts for the two groups. b. Estimated intercept for

Supplementary Figure 2: The positive correlation of Haemophilus and

Calprotectin remains while placebo intake

alprotectin
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Visualization of relationship between relative abundance

(x-axis) and calprotectin (y-axis) of Haemophilus during

the intervention in the placebo group. A single dot



