ERERER ML E

BERRE . AcPepA @ hREG M2 AV =K' F+ X L~0KEE

HEBES  FBM 09-9544

BEFIERINTAZTLET —F LOBEEII2WT, UTOWEZEME L.
ZTORR BREEEIRET P ERIIRBENTVWA I EZHEBLE.

MEBSICEERIITRO LB TT.

RE WEH REELEF 0 EBEFEEF~D
&H #5H
BEWB 1M -4£7—7F 2009F3A238 20094F3A238 2009434238

BHEEE - £57—F

{ERERIENFIREE
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EXRBERR&H AT L https://dbcentre3.jmacct.med.or.jp/jmectr/ App/JMACTRE02_0...

-y EFEnERSE 27 2 vERa
glMACCT Clin i JIT'A HARET Y~

inical trial information registration

OREES Trial Title
| G867+ 245h4 L VMBRTFHAPWADR | | Sty tost of CSa anaphyiatain nvbitory ]
P pestide, AcPeph ;

| @BEME / Essernial Information |

| OEBE / Tra Tite | @EMESS / Sconsor | @XRIREMM / Sources of Funding |
'WIOWI
| SEBMEE / Bref Description of Study | B2 -on
I'MI'WI'MI.M
| @ZBF7bhds / Primary Outcomels) | @MXZ 2bhh / Key Sscondary Outcome(s) |

| ®SMEEN / Torge: Surpie Size | SRIE/BNAM / Ko Inclusion and Exglysion Criteria |

| ®EADHE / imervantions | @72, / Sty imervention(s): | @M A / Control Imsrvention(s) |

| SSEEREOEEN / Coumnrias of Recrutmer: | @RI / Trial institusions |

| OEBAYZa—l / Study Timaiine | @MES BRIZESHRIE / Eshics Review |

| SEREED 2 / Pulication of Studv Results | ®—REIS £ / Comact for Public Gueries |

| ORSNTARDEE R / Comact for Scianiific Queries | ® D MO MMM / Other information |

Japanasw English

Emoas Trial status

=@ Preparing

BEARD JMACCT D

JMA-TIAD0027 JMA-JIAD0027

AREST5—SHE Date JMACCT ID assigned

2006-04-06 2000-04-06 |

SNERRRE Recruitment status
| Pending

BEo=—X Trial phase

1 1

BREORN | | Trial Type

TARB/REE/ANE/ RO | | INTERVENTIONAL/SAFETY/EFFICACY

/PHARMACODYNAMICS

BERTY Trial Design |
I MEALRESFEELEREBTOREEN | | Rendomized. open—iabel, dau—mu-tm study

. AcPepAE 1 B M 7=Y2me/kg. 06me/kedS | | of AcPepA administered intras fy at a dese

£UD2mg/kg DIE R TIHMBEREIZHRP | | of 2mg/ke/hr, 0.6mg/kg/hr o 0.2me/ke/hr over

BEEFS. 3 hrs. ,
RSl BE | | Condition or Problem |
EREAEERERR | Systamic inflammatory response syndrome |
SNERMRE | | Countries of Recruitment |
\Bx | | Japan

R—JTOPRE &
o2 ~ @Trial Title
- 160 -
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2EEABSENS
AREECY5—

i~ ERRBRERERY AT L
;JMAC CT Clinical trial information Ngisl.r:t-.ion

C5a P+ 4S5 UBEEARTFK AcPepA @ | | Safety test of C5a anaphylatoxin inhibitory
TR peptide, AcPepA

| @2 =R / Essential information |

| ® / Trial Title | @M E / Sponsor | @ EMLLEEE / Sources of Funding |

| @R ID LU ERBA / Trial IDs and Issuing Authorities | @AB/E / Clinical Trial Notification (CTN) |

| @EERBEE / Brief Description of Study | @3 #® / Health Condition(s) or Probiem(s) Studied |

/ Purpose " o ria e / Tna! Type . +/ / Tnal Design
| ®E_#9 / Purpose | @ BEET=—X / Trial Phase | @BLIED / Trial Type | @RERT4 1> / Trial Design |

| @=EF2bhL / Primary Outcome(s) | @EIRF2hH L / Key Secondary Outcomels) |

| ®EMEHI® / Target Sample Size | @BIR/ERSEME / Key Inclusion and Exglusion Criteria |

| @ ADRE / Interventions | @A / Study Intervention(s) | @B A / Control Intervention(s):. |

| 9EMERBOENRE / Countries of Recruitment | @XEERIEIELS / Trial Institutions |

| @B AT a—IL / Study Timeline | @®BEEB £ L 5KE / Ethics Review |

| @R E 04 / Publication of Study Results | @—A8M &4 / Contact for Public Queries |
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| @ELMUREOME 4% / Contact for Scientific Queries | @D HEOBEME / Other Information |

RELALCEERARLERBRTOR2ER
8. AcPepA Z 16 &7-Y 2mg/kg. 0.6mg/kg
E&U 02mg/kg OIARMTIHMEREICH
RABREETS.

g o= -—_.E-—,—__.._,._.r_‘-—w—-,..-‘_—-_‘,_ l-_
"y L e .,

a1 s

INTERVENTIONAL/SAFETY/EFFICACY/PHAR

MACODYNAMICS

Randomized, open—label, dose—comparison stu
dy of AcPepA administered intravenously at
a dose of 2mg/kg/hr, 0.6mg/kg/hr or 0.2mg/
kg/hr over 3 hrs.

~A—LTOP {:!ﬁ <y
@ Trial Title
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C5a P+ 7450 F L BEARTFF AcPepA D
ReER

INHIBITOR OF ANAPHYLATOXIN

Safety test of C5a anaphylatoxin inhibitory p
eptide, AcPcpA

INHIBITOR OF ANAPHYLATOXIN

AU TOPICES &

@ Sponsor

EREATHLULELANRREFELTHR

B ERERELERE BESR

Hidechika Okada, M.D., Vice president of Fuk
ushimura Hospotal

@ R{tEE

R~ TOP (B3 4

@ Sources of Funding

Research Grant from Japanese Ministry of H
ealth, Welfare and Labor

R—TTOPIZES A

@1zl [Ds and Issuing Authorities
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- TOP SRS A&

Secondary IDs and Issuers

O 55 E

EERATFFEAIC. BEIC7oFEVRAA
TFRELTHRETIRNLBIZHFET S22
ERL. 7oFtAREQS—RYOR (AHB)
L4 LTz (Nature Med. 1: 894, 1995) . AHB

BAORTIFFH R TESHOREZEET TS
A EHILEEL - (Peptides,19:211,1998; J. Imm

ol el L Bal- ey el

D ke

We treated cynomolgus monkeys, as a specie

s closely related to human, with a lethal dos
e of bacterial endotoxin (4mg/kg) sufficient t
o kill the animals within 2 days as a lethal s
eptic shock model. The monkeys at septic s
hock status were administered with 2 mg/kg




unol., 157: 4581, 1996;Microbiol. Immunol., 44:
205, 2000),
FTOAREZEICERDODARTFFHIIHT 28R
EATFFEENBRNTA70T5LEERL.
FhEFRLTCSa 7215052 (%R 200
3-44850) = RRMICEETOINTFFERET
&1-.
Cha PF 2455 ¢ BETHEMEATT
FT®H% PepA (25vh A aviRTIREBET
ZEWT., BIRENTSREHSTE(. |
mmunol. 172: 6382, 2004) , PepA M N XTFT=/
BET74EFIAELT= AcPepA (5123 HER
RERAETO.BERDOLPSERELTIUFH
X0 avORBOA=D 4 )VIZ AcPepA
BETAILTHHTELZ LR D o= LT
HoT, ERGRRMGE S EFOHBIT AcPepA HF
FRTHLLRETE . TCT.COC5a HTF
RIFFOMBYHREBEFERRBTHLNI
TAHIEEZBEMET S, HILBLUSYFTOR]
BREZSEERTRSEORBET 125X
T.REBEERASLTLEORBZA-IOM—LT
FSUAL=aF IS —FERET B,
BEREE 2mg/kg TRLEEHE SRS BE
THEARVRNEZ IRE OREZBTES
IRBEETFRLLT C5: HERTFRERE
DTROLEEEDBEFZISENLRAARE
BICHEMLTHREBIEROBRITETS.

/h of AcPepA for 3 h starting 30 min after
the endotoxin injection. The serum level of ¢
ytokines such as TNF, macrophage migration
inhibitory factor (MIF) and high mobility gro
up box 1 (HMGB1) were determined by enzy
me linked immunoassay methods.

Following administration of AcPepA, blood will
be subjected to analysis for biochemical alt
erations. Healthy volunteers will be considere
d as candidates for the study after informed
consent with written papers.

~R—=UTOPIZES A

@®Health Condition(s) or Problem(s) Studie

Systemic inflammatory response syndrome
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Che 7H 74550, RNECSREFRS
S0ERUFENVEEREDQVLE2EEZLATL
3. %0 Csa DIFAEMRETHA5ELELT. Coa
Lt 75— (C5aR) EEFLHAEMBEIN:
L7 8—Tnv TR ARYBRERETEL
o=, ShIZHRL, UHFO Csa ISHT 58
GAEBRSLFILERETTILCETHEDE
FRETHLHEESA TS,

B A%, Coa PF 215 VITHLTRRY
ITRLBEEERER D177/ oRART
FRPepAERIELT-, 100% D5 vHavIR
*ECTHURBETILISELNT. PepA DI
FCERT2MERS TS, PepA DT/ KK
(NK)DTS=UET7EF LTz AcPepA [T
SICHRLVMRERET IO S0t
BEED LPS (4mg/kg) ERELIZA=01F )L
ITIVFRF O avI BB ECYiEHT=30
S EHSAcPepA ERIRAFRTSTLAERT
TEOY N TERSTIENTE . T,
TAFEROEEREBILFALTECLER
EHNEEMESEETILCLP EFL)TERGY
REBOHDHENTE, VA D DOBEE
RHTL. Coa ZBETHLITEY. HMGB1 DK
HEMA G A rHA U AP—LOERRHREL
n3TEN D 2. COESERB YR HER
t#. BEREEF. A2 ATFO/FEOR
HARNTRERTHOEMNTEGL, #-T.
REFHNGTECDSERCEOEEED
BHEBETEHITEST-.

A 17 smino acid peptide designed as a desig
e -
complementary peptide to a portion of the ¢
omplement derived anaphylatoxin, C5a, was n
amed as PepA. PepA has a potent inhibitory
effect on CB5a activity preventing compleme
nt mediated lethal
shock in rats. PepA harboring an acetyl grou
p at the N-terminal alanine was named as A
cPepA which has increased inhibitory activity
against C5a. We treated cynomolgus monkey
sas a species closely related to human, with
a lethal dose of bacterial endotoxin (4mg/k
g sufficient to kill the animals within 2 days.
Administration of 2 mg/kg/h of AcPepA for
3h starting 30 min after the endotoxin injec
tion rescued all of 7 monkeys who retumed
to a healthy condition within one day. In the
AcPepA treated monkeys, macrophage migra
tion inhibitory factor (MIF) and high mobility
group box 1 (HMGB1) did not increase while
TNF-alpha increased to some extent This i
ndicates that C5a, continuously generated thr
ough complement activation by LPS in a sep
tic state, should initiate lethal cytokine storm
resulting in HMGB1 induction, and inhibition
of the C5a by administration of AcPepA do
wn regulated the cytokine storm as a possibl
e novel therapeutic strategy for septic patien
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= = - = = L3

SIRS (Systemic Inflammatory Response Syndr

~=UTOPICRS A

®E @Purpose
— e L=
e

ERAMME (FFR) ZHBLVTIL. C5a PF | | C5a anaphylatoxin inhibitor named AcPepA wi
4P F UL RERNEOERRICESLT Il be evaluated in its with normal healthy vol
VB, Coe ZEEFRZETORMTHS C52 fE | |unteers.

EARTFK (AcPepA) DRLSMHEZRERATE
EEHNBIHERETS.,

N—TUTOPIZES &

S =3 :
®:HTor—X @ Trial Phase

_A—UTOP B A

Rt/ AME/ED SAFETY/EFFICACY/PHARMACODYNAMICS
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_-CTOPICES &

OHBTH 1

RESALFEERBREEIREBRTORSMHR
BB, AcPepA Z1B5M & 7=Y 2mg/kg. 0.6mg/kg
H&EU 02mg/kg DIFRTIHMBERE N
BRABSETS.

Randomized, open—iabel, dose—comparison stu
dy of AcPepA administered intravenously at
a dose of 2mg/kg/hr, 0.6mg/kg/hr or 0.2mg/
kg/hr over 3 hrs.

BRER DOSE COMPARISON

TR T
=zl
E ] NOT APPLICABLE

A—UTOPICED &
FEPryrhL @Primary Outcomel(s)
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= e

TE. LE. OB%. TR, 5. FHE ECG, Blood pressure, heart rate, respiratory
BE. FREERE. hEOIRUMER., WX | |rate, body temperature, kidney function test,
#SeE liver function test, blood cell profile, breast
X ray

| S

EXEEBEEEBLTLVELNCE

Remaining in the normal ranges

K= TOP BB 4
@FIXT7 IrhL

@®Key Secondary Outcome(s)

O HEERIZ

FR st 2

ot

=50 #/ YEAR

BT

E et
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e

HB|EFEREREEAL- 50 BELE

Over 50 years of age to exclude reproductiv
e ages.

Chronic infectious disease patients

A—TTOPIZES A

.Int_t_:r ventions

INTRAVENOUS DRIP

——

T AR
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{5E 1kg H7=Y2 mg, 0.8 mg, F7=IF 02 mg
cGMP-AcPepA # 5 M THARRICE S L1
%, KE kg H7T-Y6 mg 18 mg ==l 06
mg cGMP-AcPepA ¥ REZENAOEERE
KIZERLT 3 BMA T THRBERIETS.

2 mg, 06 mg, or 0.2 mg cGMP-AcPepA per
kg body weight will be intravenously injected
over 5 min and then 6 mg 1.8 mg or 0.6
mg AcPepA in saline per Kg body weight will

be intravenously infused over 3 hrs.

W4T A Control Intervention(s):

AcPepA

ENF(RANBEROLO., BDDHIREENZ
)

AcPepA

INJECTION
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7=Y 10ml OB THRE body weight

R—LTOPIZRS A

O INEFELLEDOZRE Countries of Recruitment

E

A—TTOPICES A

@ Trial Institutions

.I 1 ) NS |
a = ¥
Japan

F4a Aichi

OS5 a—)L @ Study Timeline

¥ . D2 Ty
i el ._#:;E.__.._._*E..._-ﬂ..f _.k_; e

2009-06-15

2009-10-15 2008-10-15




2009-12-20

@Cthics Review

@ Publication of Study Results

iﬁ!#ﬁmﬁr Choju Medical institute,
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441-8124 ZAREWMHEFEETILP19-14

18-14 yamanaka, Noyori-cho, Toyohashi, Aich

i 441-8124

EfEAShoUS RUtHAR

EREETRFR

19-14 yamanaka, Noyori—cho, Toyohashi, Aich
i 441-8124

R_R—T TOPIZES &
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® DO EE R @ Other Information

| SOA=LDTOP~ |

@ Copyright © JMACCT #HZABXEH S ABREE L 5— Al rights reserved
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BAESBHBREHERMEE (ERENERCRATRER)
(4318) FEREE

AcPepADEREM R X UToxico-Kinetics

MEXEE MEEE

ABEBMUREREREEFER

BIREE MOMESHEL L THMEAEDLNTWSCha 777 47 b/ ERHEMIE
~TF FTH% AcPepA ® HPLCMSMS I X 2 EREEZME L., “hiFIALI=2

A ¥z BT 5 Toxico-kinetics 21T 7=,

A HREEH

BUnEAREL LTHESEDLNATVS
HPLC-MSMS ik vm+PREFERTS
FEZAREL, Zh%ZF/A L TAPEpA ©
Toxico-Kinetics 2475 Z L # HéY & L=,

B HFREFE

HPLC Column (Z Inertsil ODS-3 />
01% rYVINFoKBERTE =Y
R UKEZBEE L L Gradient 4047247
272, MSMSIZ&VD m/z818.6 > 69.8 %
MRM ¥ TRH L,

H=27 AFiZ AcPepA # 20 mg/Kg T
RSB ER, 60mg/Kg THERELE, 2
EREEE, FEns Mt 1 B, &
BERTER, ®RSERTH 2, 455M%
ICHEmMERBZ2VWH 6 AOMY Tt
B, Bbh-m¥fEHS AcPepA EfEH
tH (Oasis HLB) i £ v W M # ,
HPLC-MS/MS TxE& L7,

C =B#ZE
BREARIT 04-50 pg/ml ORE THEBAMNE

L BHBRAMEERUCERBRRIZTATH
0.15 pg/mL, 0.40 pgmL Th-7=. EAR
UEMZEBEIZ CV <16% (0 =5)THY,
BHTH-,

SFEWEIERONFREIT 43.0 pg/mL T
bote, FRBEMKE 1 BT 1.62
pg/mL BT 3 B¥MTIT 1.27 pg/mL T, #
MBERIZT-EOHEBLRLE, BE#K
TEOOLFRBEZTVWTHROBRIZENTD
BHBRRL T THoT,

D =% .
PEBEERICIZDPRE 43.0 pg/ml, F
MBEMEE 1 RMRERTC3IBRMTIZ
1.3-1.6 pgimL £ 720, MEIZLHIREHN
wahi, —F, BERTHEOLPREIZ
WTNICRBWTLRERALTCHY, &
SERTHRICERHICOPRENEP TS L
Brbhi,

E &k
HPLC-MS/MS iz &£ D AcPepA OERIEL:
BAR L. ZhEAVWI=2A4Fricsi
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% Toxico-Kinetics 4TV, EHEBFCHIZ
BT A L ERERLE,

G WrER=R
L

H 589 ENEO HBEREIRR
2L

- 177 -



BEEXBRFHERMEIE (EMEMEMCRSTEER)
(5r8) HEREEF

ELEy NHVIHRETF L TOERES

FESEE mMEAF

HREE

&G EM L AKFEFHFEH

BmfEARE L L THENED LN TWACha 757 47 F ¥ IREMEMHY

ATF FTHD Ac PepA ORBEERAICEAL T, E5IZF0BEAGEOIL R RIETSH
BT, BRETTMILD Cha 7T 747 hEFvod HMERFLLAIMENZIEIEL L
T A DD, TOEDIZELEY P EAVWERREBRREEL HVI D4 A2 ERWT

BT 500 FROZRZMMB L,

A HIREH®

4 TRHE~T T FAIH OEWNBR AT
WEDERLE LT, Cha FRERTF FZAl
HiL7=, Coa 77747 bF¥ idEmEl
RETIZ, RERMBEIZER L TRERE
FECHETIERBLhBO TS, £
o, A I N oFBEEICBWTIE #
£8) CTL BERBICEETHLENHES
SN TWAARBYYEIZRIT A Cha OFRER
BEZ oW T ORRAT X8 TR+ 2845
Thd, TLTRLAIIREOHETRIE
BLTkEELEY FEAVWT, /EBSHO
WEREBRTDS HVI 74 0 2Bz
5 ChaliFICLDME~DEELRITTS
EEXEML LR,

B BEFE

HVJ U4 0 ABEMRITFAEMER LR
BREZNLTEE LT 2E 2 Dhvbhiztt
RICEBTTHELTHRE., Tk, <02
R, Ty M REO—BHLEBESHICB

TiEbLBEREOR V., HENREZBR
THIELD, RBRERICEVWTRELAER
BENDZBRETHLHD, TOLHELIT,
ENEy PEERES L LT HVJ BRc
L ORETNOERERAZLE, TOFH
HIEREL LT, EEy hEBERAVLE,
Cha FRE~TF FOURORIEEITo 7=,
ENEY PORTIZ, e DERLZENL
Ty PHEEBEBKEF CTH 5 Decay
accelerating factor (CD5B)IZxf T 5k T
H5H#44 FUE (=2 1gG1) # 1 mg/ ml
LOFERLEZE, The00. 05ml 2
A7 EICTRE LEE, AT Y B
LA AT N—ZBIREES L T1 o8&
FRETICTRERERMEOTAL—ZHy b
EPREL, Ady rOXKESEHALE,
HEORTARy FHAIZEERERE L
#. CoafBE~TFFTHB, AcPepA B
ST, i Coa RE~TF FiEfiz Y ot
ETIETHEL, ETARRLOBEEEE
PEBELE,
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