(A4 )

I EAER

I

WFFERAJE RS

WFFERZEH G &

ATiE i KA

ESIND i I
Sy S
PIEIRE A
WHFERSEH 4 &

PTE ik KA

WHFERAFE Sy 1

P i KA

WHFERHFE 1

e i K4

WHIEPAFE Sy 1

ATl ek K4

[16ek0109080h0002]
Rk 294 4 H 28H

Wk 2 8 AR EGLAF SR B %8 K R Wl E

(BARE) HHAIER BRI Te e

(Z  F8) Practical Research Project for Tare / Intractable Diseases

(AAGE) AMEEIEN 243 28R~ 7T R & AW BIsi) B2 E B O#HE
PEIRIGHAWRHE D BR %
#&  FE) Development of wound healing drug using novel functional peptide

for skin ulcer with Werner Syndrome

(BAGE) ENRFEARBRRKFZR LR RZER ariftahigdz e
(3 %) Department of Health Development and Medicine, Osaka University

Graduate School of Medicine, Professor, Hironori Nakagami

Rk 284 4 H 1H o~ FERk 294 3H 31H

(HAGE) TRBREEEGE - A8

(3%  FB) Chemistry, Manufacturing and Control

(AARGEE) ESLRFEARBRRFRFPLETROER TGRSR feh Sl
(% &) Department of Health Development and Medicine, Osaka University

Graduate School of Medicine, Professor, Hironori Nakagami

(HAFE) 7P = AMGHASHCMCERSE #E #i2 T

(3 3E) AngesMG, Director of CMC section, Hajime Watanabe

(BAGE) et 7 7 oo 7 BARMZEESE S
(3% &) FunPep Co., Ltd, Vice President of Development Research, Hideki Tomioka

(BAGE) ket 7 7 oo 7 AIERHIZEE R K W7
(3% FE) FunPep Co.,Ltd, Vice President of Discovery Research, Akiko Tenma



Sy HRAFFAE

PIEIRE A

WFFERSEH 4 &

e i K4

WHFERASE S A

e ek KA

WHFERASE S A

e ek KA

WHFERASE S A

e ek K4

WHFERASE S A

e e KA

WHFERASE S A

A ek KA

SRR

PIEIRE A

WHFERSEH 4 &

PTE ik KA

WHFEPAFE Sy 1

P ik K4

WHIERHFE Sy 1

A ek KA

(AAGE) FRERA SR
(€ FB) Pre—clinical Study

(AARGE) ESLRFEARBRRFRFPLEROER TGRSR feh s
(% F8) Department of Health Development and Medicine, Osaka University

Graduate School of Medicine, Professor, Hironori Nakagami

(BAFE) 7r vz AMGHASIECMCRIRE #WE I o

(I& F&) AngesMG, Director of CMC section, Hajime Watanabe

(BAGE) ENRFEARBRKRZRFRLE T RUSER GBI A ofF
(F  F8) Department of Geriatric and General Medicine, Osaka University

Graduate School of Medicine, Assistant Professor, Ken Sugimoto

(RARE) Mtatt7 7o~y 7 AEHIERE K BT

(& F&) FunPep Co.,Ltd, Vice President Discovery Research, Akiko Tenma

(RAHE) ERLRSE KBRS KBRS ROFR B R P
(F  F8) Department of Geriatric and General Medicine, Osaka University

Graduate School of Medicine, Assistant Professor, Yoichi Takami

(AARGFE) ENLRFEANTERFPRFRESSMA B fTER AR fe
(&  FE&) Department of Clinical Cell Biology and Medicine, Chiba

University Graduate School of Medicine, Professor, Minoru Takemoto

(BAGE) R HIBREERRER
(3% FB) Early and Exploratory Clinical Trial

(BAGE) ENRFEARBRRKRFZRFPLE T RUZER ArMtahEgdz e
(% &) Department of Health Development and Medicine, Osaka University

Graduate School of Medicine, Professor, Hironori Nakagami

(HAGE) ESNRKRFEAKRRKFERFERERFZER Hd% A 2E
(¥  ZE) Department of Geriatric and General Medicine, Osaka University

Graduate School of Medicine, Professor, Hiromi Rakugi

(AARGFE) ENIRFENTER PR FRESER 202 BT 2 KES
(&  FE&) Department of Clinical Cell Biology and Medicine, Chiba

University Graduate School of Medicine, Professor, Kotaro Yokote



WHFERAsE S 4
P Bl K4

WHFERASE S A
P Bl K4

WHFERasE S A
ArlE Bk K4

WHIERSE Sy A
ATl Bk K4

WHIEPHFE Sy 1
AT Bk K4

WFFERR e S 18
AT Bk K4

WFFERHFE S A
g Bl K4

WHFERASE Sy A
g Bl K4

Sy HRAFFE

PZEIRE A

WHFERSEH 4 &
g Bk K4

(AAGE) ENZRFENTERFERFRESIER B B 55k

(€ F&) Clinical Research Center, Chiba University Hospital,
Professor, Hidenori Hanaoka

(FATE) ESTASE ARBRSE RS S0t Rt

(I£ F&) Department of Medical Innovation, Osaka University Hospital,

Professor, Xiang Yao

(RARE) ENREE KBRS KRR #o
(4H‘

4 FE&) Department of Dermatology, Osaka University

A —H

Graduate School of Medicine, Professor, Ichiro Katayama

(HAGE) ESKRFEARRKRFERFEPLETRUZER BhZ Lk £
(3% 3E) Department of Dermatology, Osaka University
Graduate School of Medicine, Assistant Professor, Toshifumi Yamaoka
(HAGE) ESNRKRFEAKRRKRFERFPLESRZER 8% JER 7
(I FE) Department of Geriatric and General Medicine, Osaka University
Graduate School of Medicine, Assistant Professor, Yoichi Takami
(AARFE) ENRFENKRRRKERFLEE S ROER G AR of
(3% FE) Department of Geriatric and General Medicine, Osaka University

Graduate School of Medicine, Assistant Professor, Ken Sugimoto

(AAGER) ESLRFIENTHERFRFBEAIAA )RR FEEdR A
(4—!—‘

# FE) Department of Clinical Cell Biology and Medicine, Chiba

University Graduate School of Medicine, Professor, Minoru Takemoto

(FARH) [ESCREEATIER AR R B Al Sk
(&  FE&) Department of Clinical Cell Biology and Medicine, Chiba
University Graduate School of Medicine, Assistant Professor,

Takahiro Ishikawa

(AR FEIE-E TORKAER

(3% EB) Exploratory Clinical Trial for Werner Syndrome

(BAGE) ENLRFEARBRKRFZRFPLE T RUZER  ArMtahEgdz e R
(% &) Department of Health Development and Medicine, Osaka University

Graduate School of Medicine, Professor, Hironori Nakagami



WFFEBHFE 3 (AAEE) ENZRTFENKBCR R PEE SRR, B AR K3
FrlE &%hk K4 : (3% §E) Department of Geriatric and General Medicine, Osaka University

Graduate School of Medicine, Professor, Hiromi Rakugi

W ZERRS S (AARGE) ENLRFEANTERFPRFREFER Bdz BEF 2 KES
e &k K4 . (3% §E) Department of Clinical Cell Biology and Medicine, Chiba

University Graduate School of Medicine, Professor, Kotaro Yokote

WFFEBHSE Sy (AAGE) ENZRFENTERFERFRESIER B B S5k
Frle &gk k4 : (¥ FE) Clinical Research Center, Chiba University Hospital,

Professor, Hidenori Hanaoka

WFFEBHSE Sy (AAGE) ENZRFENTERTERFRESBSRRE FEEdR TR fa
e &k K4 (3% §E) Department of Clinical Cell Biology and Medicine, Chiba
University Graduate School of Medicine, Professor, Minoru

Takemoto

DRSS (AR ks A TR ZRELMA IR B Al 25
e &k K4 (3% §E) Department of Clinical Cell Biology and Medicine, Chiba
University Graduate School of Medicine, Assistant Professor,

Takahiro Ishikawa



II. FBROME (RIEHERE)

BB REE~ 7T N Ch 5 SR-0379 |1 XEHEME K ETE S AR 2 B8 L 7S 3R 2 B T3 AICTH 5.
SR-0379 (%, M &Hr AR EVE LR A ENE 2 K D AIEIERE 2 3 & A ki K D5 EH
OGRS T v MEYARIET NV - RFRIET NV TT 4 7T A MAT L—LA%D D WIEENLL EOAE
R EBROTND, Uz /U —JEER e OB REIEBE L A0 2 B REIESE - HEIRp R
5 THMESS - B AAE L LR AT 5, ¥ = /b —BE TO R GRS ORI iEA 42, WE 2
JEl7e ESR - TH D0, T U AJEER, RIKER 72 EIED D)% S H38 T 5 72 OANGHEM SV D
ND, Fio, ARG O EER O — DI LM E G X 2AHEIEOELE Th 505, BEFOHE - HiE
TER % b OHEANTAMEIEH 2B LA EARH 0 . AEICR L CIEE ORI & B O BAE & o [ C f i
BRIEARZ D Z LT LVIRETH D, 2070, AR C, YER 2 H 79 2 m. AlGIaRE
BIED 72 WK OBIRIE, REICHEDET L TR WEKTH 5,

FHIRRA 223 B (55 1/11a fH) IS e — @ OIERGIRERER, TRBRE GMP C D JFSEA AL - FAIHRLIE,
55 1 FHERER & L C o> SR-0379 1R D K RN M RRBR A Fh L 724212, SRk 27 270> B HERIS PRI I R K&
OVFBRIEE (R iftE - 8RN 289 288255l L, 28t A& OSEYEhRE O ) EHm R
(55 1/Matf) 2% Uiz, FEIRMPVEES S K OTIREE (B ik - #RM:) B2k 2% SR-0379
ROBNFZFMT 5725, SR-0379 KD 0% (AEEEREIHEAK) . 0.02%. 0.1%. 0.5%% FHip A7 L —iK
. AEE3 B GEH124)) ofEBEicxi L, 1A 1E, 1ENC>X 5mEgE, 28 A, &5 L, &L
B HEEREM IR (%) ] X, 77 2R T 9.947+65.494, 0.02%HE T 44.727+41.260, 0.1%HE
T 68.247+28.978, 0.5%HE T 71.613+49.167 THY (mean=SD), EHOXFIRENHLDOD, S-
0379 B HEEOM/ NEIT T T B RBCH AL TahoTo, 7o, AFFRE LR, REEE].
JEHRIWL) KON Tk 25588 B, Q%F%xjifﬁ%Jﬁhok#\w¢ﬂ®$ﬁ%ﬁﬁ%k®l
RBERITEE SNTz, £72. TOMOLEMFHHEEIZH W TS, 1EBRIEICEET 2B EFTRITA LN
ol

LLED Z &t RHIO B EIES 3T 2 DR IR S, eI RE RBEIT Vb 0 LR S
i,

SR-0379 is a novel anti-microbial peptide with wound healing action. Wet dressing has been
recommended to accelerate the process of wound healing because epithelial cells or dermal fibroblasts
proliferate well under wet conditions, however it also presents an ideal environment for bacterial
growth due to the warm and moist conditions, leading to infection that would delay wound healing. In
particular, patients with diabetes may sometimes have no associated clinical signs and symptoms of
infections in the wound. Therefore, wound healing drugs with antibacterial action would be ideal to
avoid the risk of infection in the care of the wound. Severe leg ulcers have a significant socioeconomic
impact in terms of both medical care and missed work days, and they are responsible for a substantial
impairment in the quality of life of patients, especially for the Werner syndrome patient. To evaluate
the safety, efficacy and pharmacokinetics of SR-0379 in the treatment of leg ulcers, a physician-

initiated clinical study was conducted as phase I/1la.



A multi-center, double-blind, randomized clinical study was conducted from October in 2015 to
September in 2016. The inclusion criteria for severe leg ulcers were 1) diabetes or critical limb
ischemia and 2) more than 6 cm diameter of wound size. Twelve patients were randomized divided
into 4 groups, 0.02, 0.1, and 0.5% of SR-0379 treatment or placebo treatment. The safety of SR-0379
was evaluated during the treatment periods (28 days) with baseline evaluation (7 days) and post-
treatment evaluation periods (7 days). The efficiency was evaluated by the reduction rate of would size
as a primary endpoint at 2 and 4 weeks after the first treatment compared with pretreatment. SR-0379
(0.02%, 0.1%, 0.5%) or placebo was topically administered once per day for 28 days.

The reduction rate (%) of the skin ulcer by SR-0379 at the last evaluation (4™ week or discontinuation),
were 44.73+41.26 (mean+SD) for 0.02% group (n=3), 68.25+28.98 for 0.1% group (n=3), and
71.61+49.17 for 0.5% group (n=3), compared with 9.95+65.49 for placebo group (n=3). In 0.5% group,
one subject showed complete closure of ulcer at 2" week and the drug administration was finished,
thus the data of 100% reduction at 2"¢ week was included in the evaluation. In the reduction rate of the
skin ulcer, dose dependent change was observed and the results suggest that the effect reaches plateau
with the highest dose group. Six adverse events were reported in 4 subjects, of which one was in
placebo group, and causal relationships were denied for all 6 events.

Topical treatment with SR-0379 for chronic leg ulcers was safe, well tolerated, and effective.
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