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WereWOIf Development of WTX-921, A Conditionally Active IL-10 INDUKINE™ Molecule for the Treatment of Inflammatory Bowel Disease
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BACKGROUND INDUKINE Molecules: Novel IBD Specific Linkers Preferentially Cleaved by Human IBD

Development of WTX-921, an IL-10 INDUKINE Molecule for the Targeting Cytokine Activity to Disease Tissue Colon Samples
Treatment of Inflammatory Bowel Disease (IBD)
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ACT colitis was induced by transferring naive T cells (CD4+ CD25- CD45RBhi) into Balb/c SCID mice. Mice were dosed with WTX-921 twice weekly starting on day 14 for 4 weeks. Colons collected at day 40, study ACT colitis was induced by transferring naive T cells (CD4+ CD25- CD45RBhi) into Balb/c SCID mice. Mice were dosed with
endpoint and fixed in formalin. Colons were embedded in paraffin, sectioned, dewaxed and antigen retrieved. Colons were stained and imaged using a Lunaphore COMET multiplex immunofluorescence platform. WTX-921 twice weekly starting on day 14 for 4 weeks. Colons collected at day 40, study endpoint and fixed in formalin.
Four to six individual colons were imaged and analyzed per group. Images were analyzed using HALO Software from Indica Labs, and indicated cell populations were quantified and normalized to tissue area. Colons were embedded in paraffin, sectioned, dewaxed and antigen retrieved. Colons were stained and imaged using a R i . ) )
Representative staining of (A) DAPI, CD45 and Muc2, (C) DAPI, CD4, CD8 and Foxp3, (F) DAPI, CD11b, CD11c and F4/80. Quantification of (B) CD45+ cells (D) CD4+ effector T cells (E) CD8+ T cells, (G) Dendritic cells, Lunaphore COMET multiplex immunofluorescence platform utilizing RNA probes from ACD. Representative staining of WEREWOLF’, the WEREWOLF logo, PREDATOR’, INDUKINE™ and ather Werewolf trademarks, service mark‘S, graphics
and H) Macrophages. p values represent the results of a one-way ANOVA: * = p<0.05, **= p<0.005. DAPI, CD45 protein, Ifng RNA, I11b RNA, Tnfa RNA and Cxcl13 RNA at (A) 500um (B) 50um and (C) 20um magnifications. and logos are trade names, trademarks or registered trademarks of Werewolf Therapeutics, Inc., in the United States

or other countries. All rights reserved.
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