(A4 )

[16im0210105h0001]
Rk 29 4E 05 A 24 A

Rk 28 A E 0 & OGEMF 2R BH O3 Rk R oW 5 E

I EAXER
O 4 0 (BASH BRI RCR R B 9
PEFIHEER A ) N— a VAT B 7T A
(& #E) Medical Research and Development Programs Focused on Technology
Transfer

Acceleration Transformative Research for Medical Innovation

WFERRERES © (AARGE) C BUHEZE Ik 5 S8 rIBTRRAHE LIR EEE D BH 7%
(& F&) Development of an innovative anti—-fibrotic agent for cirrhosis of

type C

WFZERR TSP (BAGE) AR HE AR AH)
e &hk K4 : (3% F8) Kiminori Kimura, Director, Department of Hepatology,
Tokyo Metropolitan Komagome Hospital

£ b B M FERk284FE10H 01 ~ ERE294E03 H 31 H

SyHETSE 1
PHFTREEA © (AARGE) PRI-724-1102 38R, HOV R T8 A~ 7 2 & HW o B Bl b O R
PMDA FH 7%
(I FE) Clinical trial (PRI-724-1102), Examination of optimized doses of
PRI-724 using HCV transgenic mouse, PMDA consultation
WFEBAFE S (AARE) B SBAREE  AFIEAE R AR &0l
ArlE &%hk K4 : (3% §E) Kiminori Kimura, Director, Department of Hepatology,
Tokyo Metropolitan Komagome Hospital

Sy HEAFSE 2 (AAEE) PMDA fH#E. 7 A & AW

BHREREA - (3£ FEB) PMDA consultation, Negotiation relating to the license agreement

WFZEBRs 3 (AAGE) KRS 4 PRISM Pharma #FBIURERT /N 50T

AT ek K4 0 (3% §5) Hiroyuki Kouji, Founder and Chief Scientific Advisor, PRISM Pharma
Co., Ltd.



Sy HEAFSE 3 (AZARGE) PRI-724 O#EL A J1 = X LB (PRI-724 D =2 7 — 7 U fRHEG RIGR &
SRR DM 2N D OVEENT) . HOV B F B A~ 7 R & F o i G-
A2k

B IREA - (I& 3E) Elucidation of fibrosis mechanism of PRI-724 (Collagen fiber
Synthesis system of PRI-724 and analysis of action from both sides of
decomposition system), Examination of optimized doses of PRI-724 using
HCV transgenic mouse.

WHIERRFE A (RAGE) ARMEIEN  HRHEIEFRAEVIIEET 7/ DERSEIIE B
Tuyxy M) —X— IR B

FilEe &k K4 : (35 3E) Michinori Kohara, Senior Researcher, Department of Microbiology and
Cell Biology, Tokyo Metropolitan Institute of Medical Science

II. BROBIE (RBEFTERE)

HFEEZE DJEIA & LT HOV RGN RS %2 5D, Z OFFRIZE & sk & 4 2 FFHI g X E R FE R o0 55 4
fLICALE LT D, BIFE, CARUBMEIFRICITR NI A NV AEKDRRRE S H Y | ITVPER HOV 2 HEkRT 5
HRAREIC 2D Ebnd, L, BARTH 20 5 AL EAFAET 2 C BUAFEEIZ, R Child 43%H B LA
B D FEAABMEITFREZS 12k~ 2 VRIS I A RS T 7o A IR R SEBH R TR OFE T b 5, ABFSETIE, JE
PRABNE C BURTFREZS |25 D160 & U CHUME L, IS HE LB 2635 Wint &7 L IHEAIO PRI-
724 OEEVE, BN, BARMEL ERIEE POCTRRRIC K VAL L, B M FEIC mIT 72 R AH SR B RS
~ETe Z E AR AR L T 5, NFEE T Y = Y —F— (Eﬁ)ﬂ%‘ﬁl:%m/\ﬁ%ﬁfﬁ) N -TICS G S
X&ft Prism Pharma) & & A4EEEIT C RIS 2 X5 & LT PRI-724 OZ4NME - A A RRET
% PRI-724-1101 BRI TH O 7 + v —7 v TBIE 4 35 T 70 9 PRI-T24-1102 3RBR A fkfe L. HAIERHI O
BT L, PRI-T24 B THROBEERAFFRITFEO TR, EHIZ, HOV-Tg ET /L~ T AD
HF#AEALE T L O IERERRER > & . PRI-724 O 2 BIEE 5 CTHE A& 5 L RS OIEEDREETDHZ &
%fﬁ@an L/fio

C BURTREZE BBAE %95 PRI-724 D2eME - ARFMZRFET 5 Phase T 3Bk (PRI-724-1101 k) 23
H28 4E 8 HITHRAIEM DB A T L, BET 42 —7 » 738k (PRI-724-1102 #BR) ICBITL T\ 5,
PRI-724-1101 38R Tl&. PRI-724 ¥ 5% Child 5% B O B ORF T AEIC SGEE M 23320 Hiv, Rk
BT LD R L OUGE BERO BT, BUTOIRR TIIAR AT E TS Child 43 A ~OUEEN
#) 30% DGR TFROH HALTEY . 2D DIEFNITHL Y A /L 2GR & BRAE L7z, PRI-724-1101 aER#&
T, 12 # H F'ﬂ@if PEZ MRRET 2 PRI-724-1102 3R Tl IRABEREE OB T L, Fhk 29 4
ETOIRBRIE T, 7 — X EE., IBRRIEREEDIEREB IR0 FPETH D, TP IcBnEE
kg L C & 7228, 1)552 29 4 3 B2 8 (il H D EcHmlEE (LPO) 2T L7, AMBR T, HELRGERR
DFAEITZED BTV, £72, Child BIEGIOEGHITIIHLY A VA IEHR A4 FEhi T 5 2 & 23 Al6E
720 FF P AE D SEEME R AT BT, BURETIFATFA A DOFAR H 8D HIL TV R, PRI-724-1101
AR ORE R 2B E 2 RARIZ M 72 PMDA JESFHRIEARGR (SERTHERR) % Rk 29 4F 3 HIZFE M L7z, ik
(2. HOV-Tg BT /L~ 7 A Z 7= SRR EABR © . 15 mg/ke/day # 2 [B]0> 6 W EIEENE S (G 12 1]
#5) THREROBRENER TE D2 LENRBRENTZ, A%FE &L OG- BROF#EbRG 217 9,
SBAMFRORRIZ LY C BT CA RN 710 WP I 3 RELS R, IFREZR I © k2 I B OHED

2



T SAL, AP RE O FAE b IR, HOV B 2R3 % 7210 T2 S RIS b HER 2 F 0 HifF
‘(“% éo

HCYV infection accounts for the major cause of liver cirrhosis, and hepatocellular carcinoma derived from
HCV liver cirrhosis is the fourth leading cause of death in domestic cancer. Today, chronic hepatitis C has the
development of oral antiviral drugs, and it seems to be possible to eliminate HCV in near future. However,
there are no therapeutic drugs for HCV cirrhosis, which has more than 200,000 people in Japan, especially
decompensated cirrhosis with Child-Pugh classification B. Development of new therapeutic agents is an urgent
task. In this study, we clarified the safety, tolerability and efficacy of PRI-724, a Wnt signal inhibitor having
anti-fibrosis effect as a remedy for decompensated HCV cirrhosis by a doctor-led POC clinical trial. The
research goal is to proceed to the next phase for new drug application. This year, to verify the safety and
tolerability of PRI-724 for patients with HCV cirrhosis with Dr. Kohara (Tokyo Metropolitan Institute of
Medical Research) and Dr. Kouji (Prism Pharma Co., Ltd.) we conducted PRI-724-1101 and PRI-724-1102
studies (follow-up observation after the end of the PRI-724-1101 study). In PRI-724-1102 study the
observation of the final patient was completed and there were no serious adverse events after final PRI-724
administration. Furthermore, from pre-clinical studies of liver fibrosis model of HCV-Tg model mice, we
confirmed that PRI-724 administered twice a week has the same therapeutic effect as daily administration.

The Phase I trial (PRI-724-1101 study) to verify the safety and tolerability of PRI-724 for patients with
HCV cirrhosis completed the observation of the final patient in August 2016. It has shifted to follow-up study
(PRI-724-1102). In the PRI-724-1101 study, improvement tendency was observed in liver reserve capacity of
patients with Child-Pugh classification B after PRI-724 administration, and fibrosis was also improved from
liver histology findings. Improvement to Child-Pugh classification A from B, which is considered irreversible
in current treatments, has been approved in about 30% of treated patients, and these patients have started
antiviral treatment. PRI-724-1102 study is examination of safety in 12 months after the PRI-724-1101 study,
we are planning that the observation of the last registered patient is completed and the clinical trial completion,
data fixation, clinical study report submission. The additional observation was continued during the
implementation period, but the final observation (LPO) of the eighth patient was completed in March 2017.
We found at present that no serious adverse events were observed in this study. In addition, in case of Child B
patient, it became possible to carry out antiviral therapy, and improvement tendency of liver function was
observed. At present no patient of hepatocellular carcinoma have occurred. Based on the results of the PRI-
724-1101 study, we consulted with PMDA staff (pre-interview) regarding with next clinical trial plan and was
conducted in March 2017. Finally, we found that the same anti-fibrotic effect can be achieved by
intraperitoneal administration (total of 12 times) of 15 mg / kg / day twice weekly for 6 weeks in the
pharmacological study using HCV-Tg model mice. We are prepared to perform optimization study of dosage
and administration interval in the future. If the development of an effective therapeutic drug for HCV cirrhosis
is realized in the future, various complications accompanying liver cirrhosis are improved, the onset of
hepatocellular carcinoma can be prevented, not only to rescue HCV patients but also medical health economics

It can be expected to contribute to it.
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