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B cContext

Targeting cytokines is efficient for treating chronic
inflammation, ie: anti-TNF in rheumatoid arthritis, Crohn’s
disease, psoriasis (2 000 000 people treated with TNF
blocking agents). Improving such strategies is mandatory
(inconstant achievement of remission, escapes, costs).
Alternative strategy: active immunotherapy targeting
cytokines:

» to obtain neutralizing anti-cytokine antibodies (ie:

breaking tolerance)

*to maintain high safety conditions (cytokine

blockade should be transient).

| Development program
» Synthesis of vaccines:

by coupling of a macromolecule

to cytokines (or peptides of cytokines)
« Using relevant experimental models
* Clinical trials in selected patients
» Using vaccines as tools for pathophysiological studies of
the diseases

B Vaccination with human TNF-K
* Vaccine design:
Human TNF-a was complexed to keyhole limpet
hemocyanin (KLH) with glutaraldehyde to form hTNFa-
KLH heterocomplex (TNF-K, NéoVacs, Paris).
* Effect of TNF-K in acute inflammatory model:
» Prevention of TNF-dependent lethal shock
conferred by sera from TNF-K immunized mice (1).

« Effect in a murine model of arthritis: the human TNF
transgenic mice (TTG):
» TNF-K is effective in protecting . 4
TTG mice in early treatment (2). “ |
PBS TNF-K
» TNF-K is effective in treating chronic established

arthritis and flares in TTG mice (3).
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* Clinical trial (phase Il) in human rheumatoid arthritis and
Crohn’s disease: in progress (promotor: NéoVacs, Paris)

B Other developments

* Murine TNF-K (entire cytokine and peptides of TNF)
» Vaccines against other cytokines:

» VEGF-K (cytokine and peptides)

» IL-23-K (peptides)

B cConclusion

* Translational studies resulting in a clinical trial on a
novel strategy of targeted biotherapy in chronic
inflammation.

* Preclinical safety studies are positive.
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