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[ B[ 5 BRI CR MR HER CEikmHETH DT R/ A5 2 Y > 15ng/kg/min % 1 H 8 KffH]
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T2 ) U OMBEEEERCE D & HEE SN D8R £ 23BN KE LTGRO bz, 7272 L, WTNOSE
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LRMEIIMR TE o, EWERRTIL. 7 N A7 2 U VORRFEHEIC LV MIET FLv o A7 2 ViRE
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O AEEZRBENT 5 Z L3 holc, BEKTHRIT, T FL 2 A7 2 U RETHE)
IR T L, KEHEGIC L 2EIT o7, LEORERL Y, Phase IR TIZT KL/ AF 2 15
ng/kg/min F TH 5768 & HlEr L7z,
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J A5 21 5 nglkg/min, 10 ng/kg/min. 15 ng/kg/min & 4 #4484 (&IAT324) #&XEL. A
BeEE T CIRBRIED 1 B 8 REMFHFE RN 54 14 AMKIE U CEMT 5, EZRHlE B 138 500 & &
54% 2 @ H O DAl A a7 —0&{bEeL+25, BFV 70— R LW E TSNS 2D, S %

THEFR E CHCT TETH Y, 2016 4RI 7 Mgk D IRB THRRBEZMS, 14 OBEOREZG-,
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We submitted notification of clinical trial plan to PMDA on June first 2016, and executed

phase I repeated administration trial from June 15th to July 18th on Hakata clinic of Souseikai
medical group in Hakata city. Adrenomedullin (AM) 15 ng/kg/min which was maximum dose proven
to be safe in phase I single administration trial was repeatedly administered by intravenous
administration for 8-hour per day for 7days in placebo controlled double-blind randomized trial, and
safety and pharmacokinetics was investigated from initiation of the drug to 24 hour after final
administration of the drug. Subjects were 12 of male healthy volunteers and those were divided to 6
of placebo group and 6 of AM group. Repeated headache and palpitation were caused in 3 of 6 AM
3



group and these adverse events were estimated to be caused by vasodilative effect of AM. However,
every events were mild and drug administration was able to continue without treatment, and thus
we concluded that repeated administration of AM 15 ng/kg/min is safe. In pharmacokinetics, plasma
concentration of AM was gradually increased after intravenous administration of AM, and the
elevation of AM on 7th day seemed to be larger than that on first day of AM administration. But, this
increment of AM concentration had no relevance to adverse event. Plasma AM concentration was
quickly decreased after termination of AM administration, and accumulation of AM was not observed
after repeated AM administration. From the above, we concluded that we will be able to administrate
AM up to 15 ng/kg/min in phase II trial.

We made new preparation of AM on September 2016 by Fujiyakuhin Co. Ltd, because we
forecasted shortage of the AM preparation in phase II trial with existing AM preparation that had
made on December 2014. The limit for use of the new preparation is 3 years, that may be extended,
and thus new preparation is enough for phase II trial for ulcerative colitis, additionally, it will be
applied for future trial for Crohn’s disease.

Research team meeting has been started from May 2015 by members of 5 universities
including Miyazaki, Kyusyu, Fukuoka, Keio and Sapporo to prepare protocol for phase II trial for
ulcerative colitis. After advance consultation of PMDA on September 2016, prototype of the protocol
was approved in the research team meeting on April 2016. Completion of phase I repeated
administration trial followed advance consultation of PMDA. Significant alteration of the protocol
including number of subjects and primary endpoint was made in the consultation. After approve of
the protocol in encounter counseling of PMDA on December 2016, we submitted notification of clinical
trial plan to PMDA on January 2017, and executed phase Ila clinical trial from February 2017. In
this placebo controlled double-blind randomized trial, placebo and AM 5 ng/kg/min, 10 ng/kg/min and
15 ng/kg/min will be administrated to each 8 patients of 4 group (total 32 patients) of steroid resistant
ulcerative colitis patients, where 8-hour per day intravenous administration of the drug is repeated
for 14days under hospitalization. The primary endpoint is change of the DAI score from previous state
to after 2-week AM administration. Difficulties in registration of patient are expected, so we will increase
participating facilities up to 17. In this reporting period, we have got approval of IRB in 7 institutes and one patient

has administered the drug.
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