Fecal Microbiota Transplantation (FMT)

 |IBD often associated with altered gut microbiome, suggesting that FMT
might be therapeutically effective?!

 Patients with IBD who receive FMT for recurrent C. difficile infections
have also experienced improvement in IBD symptoms?

* FMT has been studied in small randomized trials, with mixed results?!
— A meta-analysis of 6 double-blind RCTs found significant improvement in both
clinical and endoscopic remission and response relative to placebo (P < 0.05)3

e Additional clinical data needed to determine whether FMT is a safe and
effective treatment for IBD?

RCT, randomized controlled trials.
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Stem Cell Therapy

* Possible efficacy for both HSCT and MST in UC and
CD; data are limited?

— Safety issues with donor compatibility for allogeneic
therapy

HSCT vs MST

HSCT: Removes reactive
T-lymphocytes through
chemotherapy and replaces
them with immune-tolerant
lymphocytes

e Darvadstrocel
— Allogeneic, adipose-derived MST
— Orphan drug designation3

— Phase 3 trial: complex perianal fistula and CD?

o I Rates of clinical remission in darvadstrocel group than
placebo group (54% vs 30%, respectively)?

o 53% of patients who achieved remission at 52 weeks had
sustained remission after 165 weeks*

MSC: Releases cytokines,
chemokines, or growth factors,
causing reactive lymphocyte
apoptosis and immune
regulation

HSCT, hematopoietic stem cell therapy; MST, mesenchymal stem cell.
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