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SER-262 is a Rationally-Designed, Fermentation-Derived SER-262 in a Mouse Model of CDI

Background

SER-262 Bacteria Compete with C. difficile for Carbon Sources and

: ' : Facilitate Conversion of Primary to Secondary Bile Acids that Inhibit Spore
Microbiome Therapeutlc ® The mouse prophylactic model of CDI was first published by Chen, et al. (Chen r)éermination ry P
Clostridium difficile infection (CDI) is the leading hospital-acquired infection in the US SER-262 contains bacteria from clades that are prevalent in healthy 2008; Figure 2)
and Europe, with an estimated 29,000 US deaths/year?. o i ) A : : T « SER-262 strains can utilize 26 of the 29 (90%) C-sources used by C. difficile, comprising 19 of the 19
P y individuals and engraft well in SER-109 treated subjects ¢ Days -14 to -6_. nlne-_to ten-week-olld female ?57BL/6 mice recelvg an antibiotic (100%) carbohydrates and carboxylic acids tested
The leading risk factor for primary and recurrent CDI is exposure to antibiotics, which COthaII_Ir_l their drinking water (_:or13|st|ng of 1% glucose, kgnamycm (0.5 mg/mL), « The majority (8 out of 12) of SER-262 strains convert primary into secondary bile acids
create ecologic gaps within the healthy microbiome?. Yet, the current paradox is to Table 1: Prevalence of SER-262 Clades in the HMP Gut Microbiome gentamicin (0.044 mg/mL), CO|IStIf_1 (1_062-5 U/mL), metronidazole ((_).269 mg/mL), _ _ _ : _
treat this antibiotic-associated disease with more antibiotics, which exacerbate the Dataset and in SERES-001 Dose and Endpoint Datasets ciprofloxacin (0.156 mg/mL), ampicillin (0.1 mg/mL) and vancomycin (0.056 mg/mL) '(I;ahble 2i S!ER;.ZGZ Strain Carbon Source- and Bile Acid Conversion-
. . aracterization
underlying dysbiosis®. ° Day -3: animals received a dose of 10 mg/kg clindamycin by oral gavage poenrm Sugare. sugar aleoots, ghucostdes —— pr——— S—
] ] ] Seres Clade Clade Prevalence Clade Prevalence Clade Prevalence Engrafting at Designation ’ ’ acids Enzymatic
Commensal microbes directly outcompete pathogens through mechanisms such as Designation HMP* SER-109 Doses Any Timepoint in Subjects * Day -1: positive control and test articles treatments are administered ELE
competition for nutrients, such as carbohydrates or bile acid conversion, which inhibits Treated in SERES-001 . _ . _ _ PR R [ I O O R R R [V [ [ P B I B
C. difficile germination*°. These observations suggest that functional restoration of the Day _0:, mice were challenged by ad.r.nlnlstratlon C?f approximately 4.5 log,, spores of Slulalale V|0 F et e|i|fle|m|T|o]c| T alole]a]t]n]e]lr|F]|T
microbiome may offer therapeutic benefit clade 86 94% 100% 100% C. difficile or sterile PBS (for the naive control) via oral gavage
' clade_90 91% 100% 100% . cimetle
_ 0 0 0 . : . : : 1 _
Seres’ first product SER-109 is composed of Firmicutes in spore form, fractionated lade_197 7% 100% 100% Infection and its consequences were evaluated by daily assessment of mortality,
from the stool of rigorously screened healthy donors clade_233 99% 100% 100% weight loss and clinical signs (scoring of lethargy, grooming, wet tail/abdomen and 2 +
. clade 241 42% 95% 63% hypothermia). " "
In an open-label Phase 1b/2 study of 30 patients with multiply recurrent CDI, SER-109 e = - - : ] ;
rapidly diversified the gut microbiome and .87% of.subjects met the primary endpoint of clade_101 98% 76% 100% Figure 2: Schematic of Mouse Model of CDI . "
no recurrence of CDI up to 8 weeks following dosing. clade 244 14% 76% 83% - ;
clade 139 37% 38% 80% Mortality and body weight monitored .
The SER-109 manufacturing process, which removes unwanted bacteria, viruses, clade 202 4% 14% 16% - Al N 7
fungi and parasites, reduces the risk of pathogen transmission to a level that cannot be : _ _ ooy Pav Pav. bav. Dav Do Pav 8 . +
achieved through donor screening alone”. _S_ER:262 is manufactured using well-controlled ferm_entatlon and — T g ; .
purification processes to create a product that substantially reduces the l’;:;ﬂk;,?;'cw‘;‘:;ta' " l l C. diff Challenge p” "
Here we present details related to the research and development of SER-262, a risk of transmission of potential pathogens T emen | Body weighy 11 .
product derived entirely from fermented bacteria. — Normal drinking  Body weight 12 +

SER-262 s a rationally-designed composition of commensal Compositon + Compex mired mrobes - Caple miurs of mirbes Ete 3 SER.26 = Effective at Preventna CDI| O B e o e & e ey o R e e e St
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baCter!a’ dellvered_ ora"y in spore forr_n and manUfaCtur_ed us!ng matenaeldfr'(:maﬁ'):tegswely frgtm.St%cEcyml:.s that:re g g acetylglucosamine, glm-glucosamine, sal-salicin, for-formate, suc-succinate, pyr-pyruvate, ala-alanine, asp-asparagine, ile-isoleucine, leu-leucine, met-
anaerOblc fermentatlon, for the preven‘hon of recurrence in pa‘hents Sl A O :ur:;cn:tionyf:)c:n e')c:tr;::ively Mouse MOd&I methionine, orn-ornithine, ser-serine, thr-threonine, val-valine). + BSH activity, - No BSH activity.
with primary CDI. screened healthy human donors
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Model of Microbiome Disruption and Restoration § o % o ® Strains comprising SER-262 utilize 90% of overall carbon-sources, 100% specifically of the
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SER-262 prevents CDI-Related Body Weight Loss ® The SER-262 fermentation-based approach enables manufacturing for global requirements
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