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Project Outline

[Unmet Medical Needs])

1.In severe or fulminant cases, there is no effective drug other than steroid anti-inflammatory drugs
(SAIDs). SAIDs have a strong anti-inflammatory effect by directly inhibiting NFkB.

2. Long-term and megadose administrations of SAIDs cause serious side-effects and susceptibility
to infection, both make it difficult to continue the therapy. Also, the emergence of steroid-
resistance makes it difficult to continue the therapy.

3. An NFkB inhibitory drug that has the strong anti-inflammatory action as SAIDs together with the
high safety is highly recommended, but has not yet been developed.

[Superiority of this new drug seed against SAIDs]
A) The investigator found an intrinsic NFkB inhibitor (MTI-II, Fig. 1). The active domain (6A) in MTI-
Il with cell permeable peptide (CPP; 8R) shows an anti-inflammatory action.
B) As 6A-8R directory inhibits the transcriptional activity of NFkB, it has as strong action as SAIDs.
C) As it has few side-effects (Table 1), it can be used for long-term therapy for fulminant cases.
D) As it inhibits NFkB by a different pathway from SAIDs, it will overcome the steroid-resistance.
E) Table 2 shows the applications of 6A-8R with confirmed therapeutic efficacy in animal models.

Next Plans :
(1) Optimization of 6A-8R. (I have done stabilization.)
(2) Pharmacophore of 6A-8R =Low MW
chemicals
* Evaluation systems for NFkB-binding (Kd) and for
in-vitro inhibition activity (HTS) have been built.

Call for Collaborations :

»>Arrangement of non-clinical and clinical tests of 6A-8R.

»>Synthesis of new chemicals that mimic the pharmaco-
phore of 6A peptide. (When you want chemical drugs.)

Target diseases: osteoarthritis, rheumatism, uveitis, endometriosis, preterm birth and target diseases of SAIDs.
Patents: Patent No.6830651, Patent No. US7,932,226 B2, Patent N0.4874798.

Characteristics: An anti-inflammatory drug which has the same actions (NFkB inhibition) as SAIDs with few side-effects
has not yet been developed. Using endogenous NFkB inhibitor, we have developed a new drug.

Market Superiority : This drug will replace SAIDs, and help many patients suffering from side effects of SAIDs.
Desired Collaboration: Arrangement of non-clinical and clinical tests for 6A-8R. Synthesis of new chemicals.




