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IMMUNE CHECKPOINT INHIBITION FOR CANCER:
very DURABLE RESPONSES

Price to pay:

immune related adverse events (irAE)
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Gut microbiome modulates response to anti-PD-1
immunotherapy in melanoma patients
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Gut — Diet- Immunesystem
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Can we influence the microbiome?




Diet - fiber, short chain fatty acids (SCFAs) & immunity

Fiber-rich diet ﬁ

Fiber-fermenting bacteria

Ruminococcaceae
Faecalibacterium

'SCFA
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Hgh D/\CHS Pro:?oiaete
Ingestionof _,  Fermentation _, Production of o AAA
dietary fiber by bacteria short-chain fatty acids
A A A Gobiet ol
M
Prebiotics Probiotics Postbiotics s
Specialized fiber Live microorganisms Products made by bacteria
that supports beneficial that provide health that affect a range of
microbes present in the gut benefits physiological processes o
Immune fitness

| inflammatory cytokines
Primed APCs
Treg/Th17 balance
Th1>Th2 skewing




melanoma patients
Melanoma Patients

A Overall schema for current study: to assess gut microbiota
profiles, dietary habits and probiotic use with outcomes in

Identify microbial taxa
associated with response

) to ICB and other therapies

(n=293)

Mechanistic studies in preclinical models of

ICB treatment for melanoma

Mice receiving responder FMT and
treated with probiotics versus control

Control

Mice fed high versus
low fiber diet

)

ia Determine associations of dietary habits/ g

probiotic use with response to ICB (n=128/158)
9= L

4

/ Assessment of response-associated
taxa from current study in baseline
and on-treatment fecal microbiome
samples of responders from
recently published trials of FMT for
ICB refractory melanoma

(D) Davar et al.
Science 2021

(E) Baruch et al.

Science 2021
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Survival probability

Dietary Fiber Intake
. Sufficient
 Insufficient
s, I
0.25
0.001p=0.047
0 20 40 60

Time (months)

Number at risk

37(29%) 15 8 0
91(71%) 33 7

“every 5g increase in daily dietary
fiber intake corresponded with a 30%
lower risk of progression or death”

Spencer 2021 Science



Diet fiber can increase outcome immune checkpoint inhibition
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and the Alternate Mediterranean Diet Score (aMED) Across Both Cohorts
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How to optimize ICI treatment?

Prior to ICl initiation:

review PPl use @
avoid recent AB use

review immuno- @
suppressant drugs
promote regular —
physical activity %
avoid commercially
available probiotics

avoid immuno- m
[+ |

..................

address psychological §
distress
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%" You want this in poster format?
-> bitox@bsmo.be
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Can we predict irAE based on the gut
microbiome?
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Can we modulate the gut microbiome in
order to diminish irAE?

B Bacteroidaceae Lachnospiraceae
Bifidobacteriaceae Lactobacillaceae
Catabacteriaceae Unclassified clostridiales
Clostridiaceae B Unclassified firmicutes

M Coprobacillaceae Peptococcaceae
Enterococcaceae M Peptostreptococcaceae

Erysipelotrichaceae M Prevotellaceae

FOR

Dubin et al. Nature Communications 2016;7:10391



Diet — the amount of plants eaten/week influences the microbiome

ﬁé AMERICAN

= GUT PROJECT

_A
Diverse plant intake leads to @
< increased microbiome diversity
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What are your wildest dreams?

diversity is key _ , passion for people and stones
== . look behind the symptom,
fascination for the immune system: dare to ask questions abou
how to keep the balance without harming A questions
gut microbiome is the school fear, death and love
of our immune system

R | /
side effects of cancer (immuno)therapy
r ~———  what can | do for my symptoms?

FOod intervention to

Reduce immunotoXicity

ith one mind, we honor and thank all the Food Plants we

harvest _fmm the garden. Since the beg(’nning of time,
Allow for the possibility of the seemingly impossible the giains, vegetables, beans and frult have helped the
people 10 survive. Many other living things draw strenght

from them as well. We gather together in our minds all the
plant foods and send them a greeting and thanks. Now our
minds are one.

hunter gatherers

@@ (_Z an enormous thanks for your support ﬁ fw (@,



FOod intervention to Reduce immunotoXicity
o )

Primary endpoint: irAE incidence

Secondary endpoint: tumor response

Exploratory endpoints:

_Iﬁl microbiome composition (16S rRNA)

immunophenotyping: B, T
ﬁ‘ Th1l7-related cytokines
sMAdCAM-1, SCFA
35 patients /60 included




DYSREGULATION of Immune System due to:

1. CANCER treated withimmune checkpomt inhibition
— [FORX/" % — [ Toxicity:
|G immune related adverse events
FORX-01: 30 different plants

FORX-02: fine tuning results of FORX-01
FORX-O

A Infections
A m Auto inflammation
KNIVES-01: 30 dlfferent plants

i PATIENT EMPOWERMENT

more tools for goal oriented care




Vragen - Questions _
Remarques - Opmerkingen

Sandrine.aspeslagh@uzbrussel.be

Marthe.verhaert@uzbrussel.be

Joy.demol@uzbrussel.be
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