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Hookworm Background

CD rare where parasites common
Parasites induce Thl to Th2/Treg switch

Trichuris suis has raised the principle of
parasite Rx

Hookworm expertise in Nottingham
nterest in microbe derived molecules
Can deliver predictable stable dose




Less bloodthirsty
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Figure 1 Inifial Crohn's disease activity index
(DA} score for each CD patient versus score
at week 20 and at week 45 far the first five
inoculated cases [mean 145 [#5% confidence
interval 145) v&4 (25), p=0.132; mean 165 v
75 (29), p=0.244).

Croese J. Gut 2006; 55: 136









Hookworms As TReatment In Crohn’s Disease
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HATrIC

Screened: 82

Randomised: 43

Completed: 38

Target: 56




|ssues

Unusual group of patients
Patients want naturotherapy
(Investigators want patentable NCE!!)

Unusual treatments attract unusual patients
— Not all have CD

— CD may be atypical

— Not all have active CD (CDAI low)

— Not all have active CD (CDAI high)

Potential for placebo response and CDAI variation
unrelated to disease activity

Some non-CD patients are very persistent
HIT-UC trial is planned



Why we need to try to cure CD

1993 lleal CD (age 9) - elemental diet and steroids
4.03 lleocaecal resection 55cm, ischaemic perforation, stoma
9.03 Reversal
12.03 Relapse (steroids and aza)
1.04 Pancreatitis
2.04 Perianal abscess drainage, seton and IFX 3 infusions — 2-3 weeks
response
MTX : nausea, vomiting
8.04 Laparotomy for obstruction. Trans-sphincteric fistula drained; further setons
11.04 WCE - scattered aphthoid ulcers throughout bowel
12.04 IFX — perianal/labial abscess 10 days later, with arthralgia; polymeric diet
3.05 15cm ileal segment resected; TPN
5.05 PEG feeding
8.05 recurrent perianal abscess
9.05 Balloon enterosocopy: ulcers in duodenum and jejunum, strictures on MRE
9.05 IFX arthralgia despite steroids
1.06 IFX anaphylactoid reaction
2.06 Adalimumab (160mg/40mg weekly, 6 weeks) initial response good
4.06 Perianal abscess/fistula



ASTICS trial

Autologous Stem Cell Transplantation In
Crohn’s Disease

ECCO/EBMT Tnal
www.astic.eu

The University of

Nottingham

[0

EUROPEAN CROHN'S & COLITIS [
ORGANIZATION
.



http://www.ecco-ibd.org/about.shtml

ASTIC Trnal

Early transplant

(1 month)
CD with poor
QOL despite >3 Stem cell
immunosuppressive Mobilisation

drugs

Late transplant
(13 month)

Primary endpoint

CDAI < 150

Off steroids and immunosuppressive drugs
Mucosal healing




ASTIC Progress

Entered trial: 3

Randomised: 2

Approved and waiting: 4

In the wings: 5-6

Enquiries: 2/month (UK)




|ssues

Registration difficulties

— UK, France, Spain, Italy, Czech Rep, Canada,
(Switzerland)

Competing trials

Major undertaking

— MHRA

— European clinical trials directive

— Multi-Centre

— Staffing
» Solution: Run by CRO (2 CRAS)

Adverse effects of Rx (NOD-2)
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