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(D Development of rapid /L36REN mutation anlayisis method for DITR, and collection
of clinical useful information on DITRA in Japan

1. We developed a rapid IL36RN mutation analysis method with Tagman probe.
We presented the method at Chubu medical bio seeds conference on December
10th, 2014.

2. We conducted mutation analyisis of /L36RN more the 200 cases of generalized
pustular psoriasis (GPP) from all areas in Japan. We will continue the anlaysis.

3. We elucidated and reported that at least a part of impetigo herpetiformis is
genetically the same as GPP.

4. We elucidated even heterozygous /L36RN mutation cause GPP. Moreover, we
elucidated and reported that varicella-zoster virus cause GPP.

5. We elucidated and reported that /L36FEN mutation and codein phosphate cause

pustular drug eruption for the first time.

6. We elucidated and reported that anti-TNFa antibodies or granulocyte

monocyte apheresis is effective for GPP caused by IL-36RN deficiency.

7. We elucidated and reported that a part of anuular pustular psoriasis is also

caused by /L36REN mutation.

@ Establishment of guideline for GPP as deficiency of IL-36RN (DITRA)
Japan Dermatological Associated published guideline for generalized pustular
psoriasis (2014 version) which included GPP as DITRA. This guideline refered 5
articles which was published by the research representative in this project.
Moreover, IL36RN mutation anlaysis has been required in questionair to register
designated incurable disease from 2015 in Japan.

@ Construction of DITRA model mouse
We constructed DITRA model mouse and the mouse is under patent pending.

@ Treatment of DITRA model mouse

1. We found anti-TNFa antibody treated the DITRA model mouse.

2. We found anti-IL-17A antibody or CXCR2 inhibitor treated the DITRA model
mouse.

3. We found drug X treated DITRA model mouse.
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