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Introduction

This booklet contains a summary of clinical trials published on the use of
Modulen® IBD in patients with active Crohn’s disease.

Modulen® IBD is a whole protein powdered formulation for use as a sole source of
nutrition during the active phase of Crohn’s disease and for nutritional support during
the remission phase. It is 100% casein — naturally rich in Transforming Growth Factor

Beta 2 and provides 25% of fat as MCT.

Clinical studies have shown that the use of Modulen® IBD during the active phase of
Crohn’s disease in paediatric and adult patients can:

B Induce remission (as indicated by Crohn’s Disease Activity Index Score and

endoscopic assessments)

Promote gut mucosal healing

Promote weight gain

Improve nutritional status

Study Reference Key Findings

Borelli O., Codischi L., Cirulli M., Paganelli M.,
Labalestra V., Uccini S., Russo PM., Cucchiara S.
Polymeric Diet alone versus Corticosteroid in the

treatment of active Pediatric Crohn’s disease :
A randomized controlled open-label Trial.

Clinical Gastroenterology and Hepatology
2006;04:6;4-10

Down regulate the inflammatory response in the gut

This prospective study randomized 37 active naive
Crohn’s disease (CD) children to receive either a 10
week course of Modulen® IBD or corticosteroids.
The primary endpoint was looking at clinical
remission and intestinal mucosal healing.

Paediatric Crohn’s Disease activity index (PCDAI),
nutritional and serum activity variables were
evaluated every 2 weeks from week 0 until week 10.
In addition, intestinal mucosal inflammation was
assessed with endoscopy at week 0 and 10
respectively. 19 children received Modulen® IBD
and 18 received corticosteroids.

Results:

1) Clinical remission was received in 79%
(Modulen® IBD) vs 67% (in steroid group)

2) Mucosal healing was significantly higher in the
Modulen® IBD vs steroid group (74% vs 33%)

3) At week 10, both endoscopic and histologic
scores significantly decreased in the
Modulen® IBD group only

Conclusion:

In children with active and recently diagnosed CD,
a short course of polymeric diet is more effective
than corticosteroids in inducing healing of gut
inflammatory lesions.
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Study Reference Key Findings

Beattie RM., Schiffrin EJ., Donnet- Hughes A,
Huggett AC., Domizio P., Macdonald TT,,
Walker-Smith JA.

Polymeric nutrition as the primary therapy in children
with small bowel Crohn’s disease.

Aliment Pharmacology Therapy 1994:8:609-615

This prospective study looked at 7 newly diagnosed
children with small bowel CD given Modulen® IBD
exclusively for 8 weeks. Initial and follow-up
endoscopies were performed. In addition, clinical
and biochemical markers of disease activity were
measured.

1) There was a 100% compliance with the diet over
the 8 week period via the oral or using a
nasogastric feeding tube

2) Disease activity decreased in all children

3) Mucosal inflammation reduced in two patients
with complete mucosal healing occurring in two

Conclusion:

The use of a polymeric diet as a primary therapy in
active CD is an effective method of inducing clinical
and biochemical remission and results in an
improvement of endoscopic appearance and
reduction of mucosal inflammation in the

terminal ileum.

Fell JME., Paintin M., Arnaud-Battandier F.,
Beattie RM., Hollis A., Kitching P., Donnet-Hughes A,
Macdonald TT., Walker-Smith JA.

Mucosal healing and a fall in mucosal
pro-inflammatory cytokine mRNA induced by a specific
oral polymeric diet in paediatric Crohn’s disease

Aliment Pharmacol Ther 2000:14:281-289

This prospective study assessed 27 consecutive
children with active CD treated with Modulen® IBD
for an 8 week period. Patients were assessed
clinically and endoscopically whilst cytokine mRNA
was measured in mucosal biopsies before and after
treatment by quantitative reverse transcriptase
polymerase chain reaction.

Results:
After the 8 week treatment period,;

1) 96% of patients managed to take the polymeric
formula orally

2) 79% of children were in complete remission after
8 weeks

3) Macroscopic and histological healing in the
terminal ileum and colon was associated with a
decline in ileal and colonic interleukin 1 mRNA

4) In the ileum, there was a fall in interferon
v mRNA and a rise in TGF-B1 mRNA

5) In the colon, there was a fall in interleukin -8
mRNA with treatment

Conclusion:

The clinical response resulting from the adherence
to an oral polymeric diet is associated with mucosal
healing and a down regulation of mucosal
pro-inflammatory cytokine mRNA in both the
terminal ileum and colon.




Study Reference Key Findings

Lionetti P., Callegari ML., Ferrari S., Cavicchi M.,
Pozzi E., de Martino M., Morelli L.

Enteral Nutrition and Microflora in Pediatric
Crohn'’s Disease

Journal of Parenteral and Enteral Nutrition.
2005:29:4:5173-S178

9 children with active CD were randomised to
receive an exclusive polymeric diet (Modulen® 1BD)
for 8 weeks. The control group consisted of 5 healthy
children & adolescents recruited over a 3 month
period. Stool samples of both groups were collected.
Faecal microflora was analyzed by 16S ribosomal
DNA polymerase chain reaction and temperature
gradient gel electrophoresis (TGGE) with direct
visual comparison of band profiles of PCR products.

Results:
Exclusive enteral nutrition resulted in;

1) A remission rate of 88% (8 out of 9 children with
active CD)

2) A profound modification of faecal microflora

Conclusion:

These data suggest a possible mechanism of action
of EN in inducing disease remission in CD is the
modification of gut microflora. Possible explanations
of such capacity are both low residue and prebiotic
properties of the polymeric liquid formula.

Russell RK., Buchanan E., Cardigan T., Hassan K.,
Young D., McGrogan P.

Single- centre experience of exclusive enteral nutrition for
induction of remission in more than 100 children with
Crohn'’s disease

Gut 2008; 57(Suppl 1):A1-A172

114 patients with active CD were recruited over a 3
year period. Diagnosis was made by standard
criteria. Standard treatment included 8 weeks of
exclusive enteral nutrition with Modulen® IBD.
Disease remission was determined by clinical
parameters. Inflammatory markers were assessed at
the start and at the end of treatment. In the patient
group, 59% were males with mean age of diagnosis
of 11.6.

52% managed to take the feed orally whilst 44%
required an NG tube and 4% via PEG.

The average length of treatment was 55.5 days with
75% completing at least 7 weeks of treatment.

Modulen® IBD was used in 105 patients and E028
in 5.

Results:
Clinical remission was achieved in 80% of patients.
In addition;

1) Patients in remission gained a significant amount
of weight reflected in

2) A significant improvement in weight z-scores
(at the start and end of treatment)

3) Patients with isolated colonic disease also saw a
reduction in clinical remission (79% vs 84%)

Conclusion:

Enteral nutrition is well tolerated and results in
clinical remission, normalisation of inflammatory
markers together with a significant improvement
in weight/BMI z-score in most patients.
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Study Reference Key Findings

Demetriou T., Gawad C., Kok C., Harris AW

Two- year prospective audit of use of liquid diets as
“bridge” therapy for active Crohn’s Disease.
Gut (Supplement), March 2008;57:A1-A172

Patients with active CD were prospectively recruited
between April 2005 and August 2007. Patients
received E028 during the initial 8 months followed by
Modulen® IBD for the remaining period. Exclusive
enteral nutrition was followed for 4 weeks. Clinical
response was assessed in clinic around day 28.

Results:
E028 was used in 13 patients, only 54% managed to
complete 28 days treatment

Out of the Modulen® IBD group 69% managed to
complete the 28 day treatment. Clinical remission
was achieved in 6/7 in the E028 and in 9/9 in the

Modulen® IBD group.

Conclusion:

On an intention to treat (ITT) analysis a clinical
response was achieved in 69% in the Modulen® IBD
vs 54% in the E028 group. Compliance can be
achieved with well-motivated and supported patients.
The use of liquid diets to avoid the use of steroids
and to act as a “bridge” to allow the onset of action
of thiopurine or methotrexate appears practical

and effective.

Trianfillidis K., Stamataki A., Gikas A., Sklavaina M.,
Mylonaki M., Georgopoulos F., Mastragelis A.,
Cheracakis P.

Beneficial effect of a polymeric feed, rich in TGF-f3, on
adult patients with active Crohn’s disease: a pilot study
Ann Gastroenterology 2006:19(1):66-71

29 patients with active CD were treated with an
exclusive enteral nutrition using Modulen® IBD
(50gx 5) for 4 weeks. 8 patients had enterocutaneous
fistulae. Activity of the disease was assessed at the
beginning and after the 4 weeks by the use of CDAI.
Anthropometric, biochemical and clinical variables
were also recorded.

Medical treatment was left unchanged for the enteral
nutrition treatment duration.

Results:

A clinical response was reached in 69% as per CDAI
score. In addition, 4 out of 8 patients saw a 50%
reduction in secretion of the fistulae after 4 weeks.
One patient saw a complete closure of the fistula.
Overall the feed was well tolerated with only one
patient experiencing nausea and one experiencing
diarrhoea as the recorded side effects.

Conclusion:

The use of Modulen® IBD (rich in TGF-B) represents
a satisfactory modality in adult patients with mild to
moderately active CD. The results should be
confirmed in larger, randomized, placebo controlled
clinical trials.

Further information on diet and Crohn's disease, including key references and the
Nestlé Nutrition workshop series on IBD can be found at the Nestlé Nutrition Institute.

Register free of charge, online at www.nestlenutrition-institute.org
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