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IBD AND THE MICROBIOME A SUBSET OF IBD PATIENTS HAVE A HIGHLY MICROBIOME BASED PREDICTIVE BIOMARKERS
DISRUPTED MICROBIOME ENRICH FOR CLINICAL REMISSION
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PHARMACODYNAMICS IN PATIENTS WITH A TAXONOMIC BIOMARKER1
HOW MIGHT THE DISRUPTED MICROBIOME DISRUPTED BASELINE MICROBIOME
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IMPACT IBD~ 2st advanced thera » The "prior advanced therapy failures" group
Example 1: Baseline-dependent improvement in Three patient clusters based on SER-287 PD from baseline P Py included patients who previously failed
a metabolomic measure after SER-287 treatment * | %k biologic (e.g., anti-TNF, anti-integrin) or

Subpop. #1 Subpop. #2 Subpop. #3

Microbiome dysbioses & compromised

-
o
|

| | small molecule (e.g., anti-JAK) therapy:.

epithelial barrier result in inflammation

-
o
|

> 2
. T ' S | (1) The presence of pro-inflammatory bacteria may drive ot e g i »  Microbiome taxonomic biomarker 1 showed
gg & N\ disease through activation of cell receptors along the mmmm | "m‘mﬂ " | = 2 ﬂmﬁm m a statistically significant increase in patients
. Disease associated bacteria, epithelial layer ﬂm mﬂ H ﬂﬂ N H with all prior advanced therapy failure
O I
=

metabolites & antigens
O

layer

Change in [metabolite]
concentration
9

Microbiome Taxonomic
Biomarker 1
o
(0]
|
Microbiome Taxonomic
Biomarker 1
o
o0
|

« Specifically, the non-biologic (small
molecule) failures were statistically
' ' ! ! significant while other subsets (anti-TNF and

o
o
|
o
o
|

CULLEIE TR IR LT F NI AR
S D ONT L F OO N (O (R C | | —

r————

--------------------------- | (2) The absence of beneficial bacteria may deprive host
cells of needed nutrients to maintain an intact epithelial

Epithelial
barrier

i n disru Disrupted BT - ol w——————=——Metabolite cluster 1 N Y N Y - _ _ _
barrier vt atients i S A e s Prior Advanced Prior Non-biologics anti-integrin) showed an increase but did not
TCoc a® ¢ ©_°Y . ] o . ] . . _ .
%é: * .(_. P R— (3) The combination of these two phenomena may enable | | | % . Therapy Failures Failures rgach significance due to limited population
-t Y. iInflammatory bacteria and bacterial products to enter Example 2 : Baseline-dependent improvement in a 2 < Metabolite cluster 2 +<0.05 from T-test Slze
¢ ° | surrounding Gl tissue, driving inflammation genomic dysbiosis measure after SER-287 3 Pl (] e ey :
Inflammatory Anﬂ_gen Regulatory . O C on CI usion:
Teells presenting cells  Tcells - . . SER-287 é’
Oral Microbiome Therapeutics: consortia of commensal bacteria designed £ E c S0 A post-hoc analysis of data from the Phase 2b trial of SER-287 (“SERES-201",
to restore Gl microbiome function and improve health 8s — 7 Ry - oy e, NCT03759041) has identified potential microbiome based predictive biomarkers of
c 2 g s o clinical response.
ﬁ o 9 2 ol haeoms ——Metabolite cluster 3
g = sl T e R H e
v S E vyt R *:’ _:" * These data are consistent with a growing appreciation that a subset of IBD patients
‘ , Aol ) | | Patient baseline samples in SER.287 have a disrupted gut microbiome suggesting the microbiome is a driver of inflammation
, Vo \*- --------------------- (1 ) Displace and decolonize pro-inflammatory bacteria with Nonpgti;;lispted D;::;thd in these patients.
Rical —— healthy commensal microbes, removing inflammatory stimuli
e » Taxonomic and metabolic features were evaluated for baseline dependent effects on SER-287 * Use of microbiome-based predictive biomarkers may enable identification of patients
[ 5 | | pharmacodynamics (PD) with a disease etiology linked to the microbiome and predict response to advanced
------------------------ (2) Re-introduce and boost the production of . N . . therapies that would benefit from microbiome intervention.
bacterial metabolites that fuel epithelial cell function « >150 metabolites were identified with baseline-dependent PD
* Three clusters of SER-287 patients were identified by baseline dependent metabolites and 4 _ = ,
o °.'. 02 & (3) Red h £ bacteri 4 bacterial oroduct metabolites and 2 taxonomic markers were selected that best differentiate the cluster with the Thank you to CCF for funding support 5 SO%SD';\'T'T'(;&&CO“T'S CONTACT INFORMATION
e . . eauCe e estape T bacieria aht bacterial products highest levels of baseline disruption Christopher Ford
¢ Into the surrounding tissue Thank you to SERES-201 sites, Pls, and participants Senior Vice President, Seres
Inflammatory Antigen Regulatory Thera pPe utics
Teells  presenting cells Tcells cford@serestherapeutics.com

== y < Jy




