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Expanded allogeneic adipose-derived mesenchymal stem
cells ((x601) for complex perianal fistulas in Crohn’s disease:
a phase 3 randomised, double-blind controlled trial

Gastroenterologx

Long-term Efficacy and Safety of Stem Cell Therapy
(Cx601) for Complex Perianal Fistulas in Patients
With Crohn’s Disease

Panes The Lancet 2016;388:1281-90, Panes Gastroenterology 2018;154:1334-42



Imperial College
London

ADMIRE-CD phase Il clinical trial design'-?

=
1 1 2 year
follow up
Week 24 Week 52

Primary end
Combined rer

EUA and Fistula conditioning: at least 2
weeks prior to Alofizel administration

Treatment administration

Setons removed
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Combined remission™ at week 24 and week 52 London

mITT POPULATION (n=204)

Primary Endpeoint

100 ~
A15.8% Al

< .
e 51.5 28
g 40 | 35.6
]
(=9

20 H

0 58/103 39/101

Week 24" Week 52"
. Darvadstrocel .Cc-ntrnl

LPanes The Lancet 2016;388:1281-90, Panes Gastroenterology 2018;154:1334-42



Ferring Pharmaceu ticals have reviewed
these slides for technical content




Disclosures

Imperial College
London

| have received lecturing fees, consultancy fees and/or grants from:

AbbVie

Allergan

Bristol Myers-Squibb
Celgene

Dr Falk Pharma UK Ltd
Debiopharm

Eli-Lilly

Ferring
Janssen
Takeda
Tillotts
Vifor



Imperial College

A . London
Emerging treatment landscape in IBD
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Cell therapy options for IBD

HaemopoeiticStem Cells Mesenchymal stem cell Regulatory T-cell



Regulatory T-cells

Inhibitory

receptors |

Immunosuppressive
cytokines
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TGFEB1 deficiency

Kuehn Science 2014, Schubert Nat Med 2014 Glocker N Engl J Med 2009, Kotlarz D, Noture Genetics 2018
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Regulatory T-cells are essential for maintenance e

of intestinal homeostasis

Immune dysregulation polyendocrinopathy
enteropathy X-linked syndrome

Normal control IPEX patient

PowellJ Pediatr 1982, Brunkow Nat Genet 2001, Gavin PNAS, ChenJ Micro Immunol & Inf 2016



Tregs control experimental colitis
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Asseman JEM 1999, Garrett Cell 2007
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Mesenchymal Stem Cells (MSC) London
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Fibroblast-like cells that can be isolated
from different tissue sites

Able to differentiate into a different
stromal cell lineages

Can be readily expanded in-vitro
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Ibraheim Expert Rev Gastroenterol Hepatol 2018
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Anti-inflammatory activity of MSCs
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MSC suppress preclinical models of colitis
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perianal fistulas

Garcia-Olmo D, etal. 2009

Autologous adipose-derived MSCs

Randomized active-controlled open-label study

49 patients with complex perianal fistulas

Intra-lesional injection of 20 million M5Cswith fibrin
glue, or fibrin glue alone. Both treatment arms had
tract curettage and sealing, closure of internal
opening

Garcia-Olmo Dis Colon Rectum 2009, Panés and Rimola Nat Rev Gastroenterol Hepatol. 2017
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perianal fistulas
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Phase 3, randomized, double blind, controlled study\

Objective: to determine the efficacy/safety of a single
injection of 120 million adipose-derived MSC
(darvadstrocel) for complex perianal fistulas in CD

J

(Cx601) for Complex Perianal Fistulas in Patients
With Crohn’s Disease

Panes The Lancet 2016;388:1281-90, Panes Gastroenterology 2018;154:1334-42
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¢ FISTULA CONDITIONING .

"

EUA and Fistula conditioning: at least 2
weeks prior to Alofizel administration

Treatment administration

Setons removed

Intralesional injection of 120 million MSC
{alofisel) or placebo {control)

Panes The Lancet 2016;388:1281-90, Panes Gastroenterology 2018;154:1334-42



Baseline patient and disease characteristics
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: S Alofisel Control
Baseline characteristics (n=103) (n=101)

Mean age, y (SD) 38.9(13.1) 37.7{13.1)
Men, N (%) 57 (55.3) 53(52.5)
Mean CD duration, vy (SD) 11.8 (9.8) 11.4 (9.0)
Mean PDAI score*, (SD) 6.7 (2.5) 6.5 (2.8)
Fistula external openings (%)

1 58 (56.3) 72(71.3)

2 37(35.9) 25(24.8)

>7 8 (7.8) 4 (4.0}
Mean CDAIl scoret (SD) 87.8 (48.3) 93.3 (55.0)
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Combined remission™ at week 24 and week 52 London
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Summary

Cell therapies are emerging into clinical practice

I

Eﬂ% MSCs are effective in complex perianal, fistulizing CD

Tregs are effective in preclinical IBD models and clinical trials are starting
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