A\ . F 3

K=KEN
in vivo sRNA/miRNA BAFyF 2

AteloGene

i s /425 85 5]

Luc siRNA+AteloGene® Luc siRNA B3¢

Luc siRNA Bijd

M LucsiRNA +
AteloGene®

(03s/uoloyd, L X)

i # W o
BHEMPH STREET NS siRNA B

$84% 1mg &1z D siRNA £ (ng)

1951 0% e

AteloGene®l3 1B & BIRBICHELLFUNY—-LET

Luciferase siRNARSIC K BV 7 = 5 —CHIFHH)

VT IS —EAERERIBT ZELIENAMBED L 58T T )b \Luciferase siRNA (Luc siRNA)+AteloGene®% EEEARIE S
L BRI A=Y T ERB (IVIS) #ABWT.SIRNAD T U\ —Sh B AR L e, e RIEBHDSIRNAEEBIELTc &
% AteloGene® {EFEEE ClEsiRNABHIG S & tEE LU CSIRNAD R IR IR KT UN —EN B T E ARSI N,

(F—52 8R4 EiLAt Y2 — MTTIXEEFIR. RRERKY ZAZLEE - 85X 1 8R)

AteloGene® |3 BHIC K P BEGEFRINEHHVEL  KEEARDPETT

<4507 LA BTSSR e
) LBEEEA

M AteloGene® AteloGene® & fzldLiposomeZx< T X EEIRIRS LTci&. 24B5E& AT

WiLiposome BB S BEEFRRBOEIHE I O7 LA TR L.
AteloGene®3& 58 : LiposomefR 58 ICLENTRIREHNEFH LTS
BRFHCZOEFRIEBASHDEL (in vivo EREAICSEL TN
ZEDREINT

- N
w o

B RIRE
S

~ Liposome$& 58 : Cdkn1A ©Ccl2 i EDT R b— ABEEELEF .
(335 EFRBRIS RIS TAIVARE A LRSS REINE Al
ERIGEEICRET DERFORIRENZEIL . GF IR EINT,

#RT—%2 - BEXE 2 BH)

S
&
[

K=Y AREEGEFOREE

el
&




AteloGene

in vivo SIRNA/MiRNA EBEA Xy b aclocenes mrrzsm/ 25158

AteloGene® D5

o B LIEABER MR L. KB E D IRD SIRE

® —AFHRNAICH I 2 B 2]

o BHICEBBETFRIEEEH V5 EEEA RO AT

® FILh S I%EE R IR T S MLocal Use “Quick Gelation” 1, ZILE{EST 2B ITXET S Systemic Use &:&IRA]

AteloGene® DEMD THAS7THOAT—7 Vid. BEEBUEHEELEIGTEET ST &lckY. EERANDEAICE LIEEERE
FERLET B KRB D ERERIC LS DD RZNA (in vivo CRIER L HERBOMRAICEATNE T,

BFI SR AteloGene® Local Use “Quick Gelation” (QG) l&. EEEAT T IVL T 2B AR > TW\ ST BN SIS
DIRBEIRIEENE T, —H. £FRSHEDAteloGene® Systemic Use 1E. 7 IV AR LWL S ISFAR TN TS5, )%*%HJR&’—J‘-
ICRYIMRICDE TEB IR EEZ T /N —LET,

fEREE
AteloGene® DFFARGEIZETHEETY KB ARZ1IRE DY  BFARE TIZ0.5-1.0nmol. £ 83%5 T1x2.0-4.0 nmol & 75
BEDICAteloGene® SBREBONNTEE T BIE T I ITIRED ERE T,

1. iE#0 2. EORa 3. &5 V
&
QG Buffer ( S— V)
MEAR
AteloGene® Q O %
<Ry > <fERFw > £/ Y >

; Local Use
Systemic Use
“Quick Gelation” By

AteloGene® [31%EL = REL. BRAIRERBIZTIER L FIVIE LEEE R LE T
REEDPREER D D DIRENRE LU T AT TDT )V RNA BB L SANALAteloGene® OG

SRNA 2% FEE. AteloGene® QG E&E# ClE RNase
SIRNA
+AteloGene® QG

Rk LT (BRD., HHF—%)

I X Bn@mMEE IR SN (ER).

_’73“I:I—7\’7*‘) b%’?ﬁ/ﬂ@] ®E5 10 7%DTIV BEICZFNFN RNase Z3RNN4E. 37°CF
F7z. AteloGene® QG (. HERAITHAN
AteloGene® |3 1% & R ER R L LB A Z(BEL T T AeloGenes
F

4> 005 AteloGene® 0GRS oar At = O
TRYARFRESTHPHICSIVE
VEGF siRNARBFTR 51T & % BB ayEilsIzh e

188 BH& 00, M mnn 700, G e 8 Y 42 5 3 3% VEGF SIRNA -+
< % 600 1.P008 AteloGene® % 2 T A& | R FT#%
‘1533 300- 500 5 L1z&Z A, SIRNAIS BRI 5 8%
g2 o Y BIHRENBEANEATH

BTENRENT . Ee BEAN
BAETNTISIRNADEI T T )L
200 X BERERELCHEEINT
0| Lotg e (. EPB&H) & 512, FISIRNAR
........ A NN =E = E T TRy

200+

BEETAX (mmd)
3

o
o
1

VEGF siRNA
B
2VINVBEImgdh Tzl DEFEE

0
1 8
¥5%1H8. SHEOE TEERNICEITS #E®A% (A) BE%A% (E') %{)Eﬁ%fh?‘i B,

o
4

HEAE K A VEGF siRNAD B Y15
(F—542M | BHFHRAS RMERHE - 8ZXH 3 88)



AteloGene®lIHATARICHLIGSERITATLET
MiR-107 B 51 & 2 FEmiEhEs] RS H

N
o

1200- @miR-107 +AteloGene’ N.S. *P<0.05 BERDAETIVOE TERSRBEBEAN

 Control miRNA % :z‘éé @]5 mMiR-107+AteloGene® % & 5 (GE1[E]X
= *P<0.05 53 fg N S5HE) LA B5%14.21HE
£80 8% 10 g IZ#I60%DEBIETBIHIA B SN e
g & (ER). TSI BREHABE DT IR
i 200 - 5 £ TIEFBRAIE ENT L BmIR-1075
= 28 b == EmoRCRREORBEIC ERL

e BRYOX i Gl 1 (D,

" e () (F— 3R FERTIERAS | SRS — TR AR TSR, SR - SEXH 4 25
AteloGene®lSEIEINDIZEEEAICHBBLTVE T AteloGene®
RasGRP-4 siRNA [RFIR 51C & 2 BEEIA DN E Bt 550
I RasGRP-4 SIRNA + AteloGene® i":ttg%éfr:i’f Rfi?gg‘éﬁgf\ 5. @ RasGRP-4 SIRNA +AteloGene®
[ Control siRNA +AteloGene’ Loy @ Control siRNA+AteloGene* OAS—4F VEFREREAHmAETILDOS Y

801 peoon N s EEBE N\ RasGRP-4 siRNA+

% rﬁ 3 AteloGene® %5 (RAEIAFHE%14H

o N BICIE) LIz 5. 58 %358 HIC

® & 2 RasGRP-44 >/ \& B FIR HMIB0%HI

g ] TN (R, T5IC. EEREDER

« i HMNEE N (FPRE)  BEEIR X O77 7%
| e i > 07 14172242303 EHKBICEESN(GR).

o T ) e (o BERER B o smpomky A aces- sEomss®

.....................................................................................................................................................................................

AteloGene®lIEENDILEEEAICEHLEMTT AteloGene®
let-7a MIRNABERENIR EIC KB T LA A 3V HE R B L DINE] B 5 5

o« : v j‘;i';}ﬁgg:e Control miRNA  |et-7a miRNA let-7a miRNA+AteloGene® < 7 X BEREANIE S L1
O let-7 miRNA + PBS e helotene LT A 3A%E THERRE T Dlet-7a MRNAD FIR &
W 2 P<005 ‘ es— AT Uz, Eie. 7 LA <1 > HsM R e
% EFILDT TR BEREERNNlet-7a miRNA+-AteloGene®%
% 11 25 (A1EIX&5H4E) Lz A 5% 28HBICKE
1&553’5&16? ﬁX’é‘E‘BEZ QEEE\t :l_? _ ﬁz%ﬁ%ﬁ@igib‘}mﬂﬂ]éh (BED &

0 MDMasson'’s trichrome {5 WREEE A IR AR EN T,

[7— %8R4 feAKRY WEMRFDESIR MAESARE (R AMLRIENATER) - 823006 2R

.....................................................................................................................................................................................

AteloGene®lLE{LBADIZEEEA ICHLBHATY
CHST15 SiRNAREREIR 51C & B ABRA D% E 25 EH

27 CHST15 257 a-SMA e PLo00 : Do TCeTIs ST oseneT TR hs%ﬁ@f b UL (DSS) %8
121 O psstsps MRBXATE TILNCHST15 siRNA+
15 — — 2 10 AteloGene® % fE P15 5 (3551468
o E 8 BHBABEXAFHE) LI 5.5
% 1 ; 6 B9 BIC CHST15& U a-SMA D3
2 L g, I HDSSIEIR S B & BRI T4
o 05 , TN (ER. hRE) . FEAE (DA R a7
. BTz (R,
O-Dssai&_i 0SS 0SS O-Dsssﬁ&_a o 055 0246 81012141618

;
+Control RNA +CHST15 SRNA + Control SANA + CHSTTS siRNA ®5%A% (A)
+AteloGene®  +AteloGene”

+AteloGene”  +AtelaGene® (F—524R M FBERBUAT FRAT HARRRE - 2537 2R)



AtloGené

BEXH

1. Takeshita F, et al. Efficient delivery of small interfering RNA to bone-metastatic tumors by using atelocollagen in vivo. (2005) Proc Nat/ Acad Sci U S A.

102(34):12177-12182.

2. Ogawa S, et al. Influence of systemic administration of atelocollagen on mouse livers: an ideal biomaterial for systemic drug delivery.

(2011) J Toxicol Sci. 36(6):751-762.

3. Takei Y, et al. A small interfering RNA targeting vascular endothelial growth factor as cancer therapeutics.(2004) Cancer Res. 64(10):3365-3370.
4. Imamura T,et al. Depleted tumor suppressor miR-107 in plasma relates to tumor progression and is a novel therapeutic target in pancreatic cancer. (2017)

Scientific reports. 7(1):5708.

5. Kono M et al. RasGRP4 is Aberrantly Expressed in the Fibroblast-like Synoviocytes of Patients with Rheumatoid Arthritis and Controls their Proliferation. (2015)

Arthritis Rheumatol. 67(2):396-407

6. Makino K, et al. The Downregulation of microRNA let-7a Contributes to the Excessive Expression of Type | Collagen in Systemic and Localized Scleroderma.

(2013) J Immunol. 190(8):3905-3915.

7. Suzuki K et al. Pivotal Role of Carbohydrate Sulfotransferase 15 in Fibrosis and Mucosal Healing in Mouse Colitis. (2016) PLoS One. 11(7):e0158967.

77Oa5—45 AU -DDSEEDIRE —E st r L mloREHERKS)

e i - . . . o s Antisense ODN*1+SS0*2 7523 FDNA * A 4—
b g;;z?é%&—% siRNA/shRNA miRNA/mIRNA ¥ e ER— 7 o o (SRNA mIRNATSA 1V R)
R =cto TESESR. RR. OfE OERFLEAA. TMEENEFE. BEESNHNA  ORREFLEA A, BEHAA. fpEEE
EERARAE. RS A 74 (HEiEEXIE IO AL KDL KRR
1) >/ \E&
M. R, BHEE ETE S RO EME. R BE. IXFMaE. AEERRE. SIRRE REME7 Q10K TR RE
; FAETHRIEE., JBEEEE. BREIRIE. SRMBbE R Za—0/NF—
a ‘ot 3 ThADHOAEIEER
Pi11%/ PR 25 JE/NBMERT DN A, TR, PR, FRRON AL FDA
LA FhiSURE
! EI=se SR AENARAE. MERBE. 75— NHim MERAEMRE. OABX. HIERABhARSEE.
TREM. SmME. MEINKE. BIEERES 77 O—LMEIRRE L MERNEREE
Pt FHERAND A, RO A, BEIEA AL BBED A BEEA A GERRA A AFILZ LS8R DN AL RFIVRBHA
| KEEH A BERFE LR AL B - (LFEHE BHhABERTFELEI A BEiEHNA
| FBEMAEE. AFILABHA. 7ILO—IUE BERARF. KEEH A
B, 2EMBERER
1/ ¢ 4GRS, IBERES HITZIBRA A, FEENA. FEELA. BEAA  FIRIRHAA. FEREHSA.  BIZRA A
REE LD A, BERED AL DREERIFBEIREE. i e EEMNA
s 9\ IR A BfEA. BHRELA ERBEMERE
J U )
4 SEENER FhEMELE. BEENK. B, Bk, SR, O— BEK, #AUEH, sitF  ENEREE. BAERRIAE
— 1V VAE. 585 GBE) « BERESHYR N SHEEE. FAREE. AR BRE
07— AIRIENEELG. 7+ L RS
5. BBl (BEE)
-4 BafE — v 7IL7 LIVF—RMEE FBRE DA S8 EZfiE AR MEBEUE
SERZAE. FEARMEBEUE
wEAHE ZOM  IEE DA A. BEEE. BOREMEERRE. El AIAE

AteloGene® EmADLLEE

%1 ODN: Oligodeoxynucleotide, 2 SSO:S ingle strand oligonucleotide

%E L D T IVAZR% B RE 5 HE
BEEAIEL B Y=L
AteloGene® N
_ 0.5-1.0 1A 1#+v bk

#1490 Local Use | BFR #9109 oy . 82,5009

“Quick Gelation” nmol/ &5 IR (15ER5)

AteloGene* EEERAR . . 2.0-4.0 3H 1w b+
#1391 Systemic Use B RERER 7IEEd nmol/#&5 e (10EHR5¥) 66,000F3

#1390 Local UsefieRSlEARFE#€ T LE LT,

FRBISARAAERCTT ARITEEALEVTTEL, AteloGene®3HXRMBHOERHIRTT, FERDEHABIE RERCAF TELENBELU

*200pl/ BITEHUTWDZs, MHRMEMIIC KD TEIFRREED U IR SEIRERIBZEEH 0.

KRT —RCEDVTUERL TEVE T I BHABIEVDEAREEZLETEDTIETEVE LA,

FE v FRODT—7 2 ERVTREBHAZEAT 28I L Tld, MITBAARIO AR LY 2— FR7 7 —IMASHE LUK SHtEMD
(BAEAFET 5540814365 KEAFST 5587420915) . AF v MRUDZ—7 > BV CEAIZRKT BRI LT
HRSHEMO BRI TR ZRE L TWEY (5758 6186572 5) . HAAEIIEERMEICRY . ZThUNDERIC OV TIERDBRIENSH Y T DT

HEMRZEICHELE L.

TEEREL,

-ERiREiEAE
~hzas

Webt 1 b OS2 TDIEHRZH T DFTTIT,

atelocollagen.com :

OfidE

©2009-2022 KOKEN CO,, LTD. C-1-818-1-1-04-00

HEELER

KOKEN =247

T112-0004 FEHRECXRX%E3K1-4-14 TEL 03-3816-3525 FAX 03-3816-3570
https://www.kokenmpc.cojp E-Mail support@atelocollagen.jp



