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I~ RetroNectin®ZALV=EEEFEA

LARIFCZRWVEEREGEFENELFORIFUE] (F, FERHELONESN TEEMEBHRE
DIMIRZMENDLIAT AW ARIE—E LV FIAINARNII— (L5 EELFEAZRREICL
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RE, HATEHESNEGFAREREROZHOTONI—ILICEASATEY . RIMEEFAEIC

BT HBREFEAEDREIVF —REG>TVET,

RetroNectin®
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Target Cell

VLA-5(as3) receptor VLA-4{asf31) 247ARIFUDEEL
B P B RetroNectin®IZ &2 BIEFEAD
% AH=XLs
- AR .
obs N7 * RetroNectin®lZ. e 4T ORIFY
s oy on DHREEER A ANINYUFEER A
eEEr N & A2, CS-LEb i DIBBDHAENER £
o NSRS ALY A EBCRBA A VETT,
' (H-Domain) VLA-4Z%EL TS MM CS-1
) ERfii&. VLASZERBEL TV S ML
. RGDS C5-1 MREFEr A EEBL. — A LE
¥ ¥ O/LYFI2A4IARGE—[EAN)
RetroNectin®(CH-296) I AEERA VISR HCLILY,
L b ) RetroNectin® L ICHEBENET,
il °[ M &
JATORIFY R C DMLY A AR A —DHEE
SH ' Ty M ICKYBFHMICEEDRENS DL
NH:—DI]UHH”O-ODUW1 N2H3H4H5H5 nN.EBEFEANBESNDIEEZD
[ J | S L n__J nTVES.
47y a5—45Y DNA i) ~RYr R J479>
LYAUM] (nrcs)
EF RBERAY
E 5= HHa—k i (Fe5l)
RetroNectin® 0.5mg (0.5ml) T100A ¥35,000
(Recombinant Human Fibronectin Fragment) 25mg (2.5ml) T100B ¥138,000
RetroNectin® Dish .
(RetroNectin® Pre-coated Dish, 35 mme) 10 dishes T110A ¥70,000
RetroNectin® GMP grade 3% 25mg.72.5ml T202 ¥162,000

¥ RetroNectin® GMP gradel&GMP%' L —F MRetroNectin®T#HY . JAEBREGMPIZEIT2HAFSAVIZEEHL . HEB LU REEE
INTLET, ZTDT=&. ex VivoTOEGEF AR CH AR EDEKAEIERTTEETT .
F7z. CH-296 with Carbonate &L TREFDAD RS9I Y RA—T7 A JLIZEFINTLET,

<RetroNectin®DERA x>

HEEERT A v 1IZ, RetroNectin®%4~20 ug/cm?2 QEETa—T4VJ LTHEALEY .
HiohLoHRetroNectin®Za—7,2J LIzMIEE T v 2 (B HEI—F T110A) 5140 FvTLTLET,

ShoTWET,
COIEKRBEREIZDVTIEER—STIRBNMLES .

RetroNectin®®+51 DN &L T, Anti-CD3 mAb GMP grade (BLZa—K T210) THAFBT S &2KY.
TUD/ER (THIRE) DIEEMNEA LAY BEEOTYUNREKIZIEZFA—TTHEANZEENTNEIEN
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KERFI3. AR EBIEMRIR /Ny % BV =K B 4% Bk <RBV-LTS;ED#E >
~DELFEA .
. o ‘ 5 g PRI ARG
ERSRAS M B4R (PBMC) |ABE R F & L AL A O (LR o R
ANy —%#RBV-LTSEETEALT=, @
CD8[EHife R DT oY — (5 HREICTEADENFLI L °
MNEERTE2(n=3),
50 —46.9 490 RetroNectin®a—k/3w %
—_ | 377 (GREEE 20 yg/ml, REHE 4 ug~ cm?2 ca—Fh)
P .
s 0T - o
5 ol | 50 rpm, 4°C T16BFRE#RES
o
5 g
E 20 7 — : s
£ i DAIRBERE. k%
F 10 1 — O
ol , , o RBEREMZ THE
~ N ™
& & & C
Ll L Ll

1R, v ERESE, SHITHEER

MR TORGFEAMBARICT., HREBEMIREER,vY (CultiLife™ 215 Culture baghi &) Z L=
RBV-LTS#k (RetroNectin-boundvirus transduction with Low-Temperature Shaking) B8 %1 T3 (3CaK %1) .

SEA X1

Dodo K, Chono H, Saito N, Tanaka Y, Tahara K, Nukaya | and Mineno J. An Efficient Large-Scale Retroviral Transduction Method
Involving Preloading the Vector into a RetroNectin-Coated Bag with Low-Temperature Shaking. PLoS ONE. 2014; 9(1): 86275
doi:10.1371/journal.pone.0086275
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IS~ LRARIFURIBIC KD THIRHL K B2 %

BNSNAFDRAFELIILEORIFUCRIFTHBIAREEE L, DEORHMM S THIAEZE M RLETE
FHOENTE, Fonl-MRERICE. ARTOHRESZEENHFTEIRDLMIRTH ST — I THiA
) ZEZLETEMNBALNELGOTNET  LEARIFUORIFTHIL KB R R I THRGE D)/ \BE
RAWSHilaER B FaBlcs T HMEmIEMiELTRRICANEADDOHYET,

* FA—JTHEEE .-

FA—TTHIEERMEBEMIBTHY . TT7 /82— THIELLEL T, in vitroTOMN AR I HMRGE E T
BLEOD ., FRICRLEBICHEIZI I/ —THRIVEW MBS EEZRIET S ENMON TOET (XHX2),
ELIT, LMARIFUICL DRSO R A ZELBRLTH A HIODEEMEZSO . RO MBS REHEETES
CELHRESNTVET (XIX3),

BE W

X2 : L Gattinoni, et al. Acquisition of full effector function in vitro paradoxically impairs the in vivo antitumor efficacy of adoptively
transferred CD8* T cells. J Clin Invest. 2005; 115(6): 1616-26

3 : Hosoi H, et al. Stimulation through very late antigen-4 and -5 improves the multifunctionality and memory formation of CD8* T cells.
Eur J immunol. 2014; 44:1747-1758

,, ® HCDIMARDRIMEIL- 27 FTERTY S /SR D S L MEFEE 5,
ERTY >/ \BREEE AR 0055 MR I THE L METEE (5 AT AE (2ERHI4)

® EFNMEFE7INITIVEFIVHBA B UR) U UND IV VB FFE

2 ® = fEa—K {4 (Fll)
LymphoONE™ T-Cell Expansion Xeno-Free Medium, 1,000 mix 1 WK?552S ¥13,000
1L Bottle 3% 1,000 mIx 10 | WK552 ¥121,000

XA TIE, B Y DHREILIZKY, KFERGT-T551 Culture medium (B Fa—K WK551S) EEEERL T,
MESMEEFRMLENVGEDTHIREEREAR ELTWVET,

SKERGI4. TUV RO IERIEEIZH (T HEMITRED B

bR RAE M B 4%k (PBMC) %CultiLife 215 Culture bagE FE{EANti-CD3 mAbRE T CAB R ER. L2250/ KRIEERAEH T
BEARLENSESICI0BMEEL,

ZD#ER . LymphoONE T-Cell Expansion Xeno-Free Medium|Z ;& (human AB serum) &FINTHR E L= MBS EEE R, 73k
M EVISTEREN BN TNS I EN R TS, (B3 BRIEF—4)

140 140

F—A ‘5B
120 ~7 150 ~7
[
- 100 100 day5
g = day7
% 60 60 = dayll
53
w40 40 u day14
20 = I . 20
o —m - - - — ~nl —nk ]
TEX & LymphoONE A%t B%t €k  LymphoONE A%t B#t

HREBEHAIEER/ Ay CultiLife™s)—X
0 JZRaKYLE MR EEREER (EERHI5)
0 FERIEBFAEEICL, AVAIR—Lav RSB EBE DR RVEER
0 BIEEHER—MNMIKYRSITREENTTHE ® ZEHMICEN-FHMT. BZICIEMBEHRMNATHE

| O *BE g 0= = U= A
CultiLife™ 215 Culture bag X 215cm?® | ~300 ml 101& FUO0005 ¥39,000
GT-T610 (CultiLife™ Eva) Culture bag 640cm? | ~1,000ml | 10{& FU0010 ¥43,000

XHCD3%iK, RetroNectin®a—F 424 M a[dE
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<CultiLife™ Culture bagD #sHk >

- Aoy aviR—k
GT-T610 (CultiLife Eva) Culture bag

N

CultiLife 215 Culture bag

= AZANLTHR—k
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@\ i 18 6 T nLy
> 2 Z
— e }E}
Y 1vvy
A20 Savk—t
L7 —R—k
L SRETL
©_= )
RETL
) N
EERBIS. TUVN\BRIEKIEEICH (T HEERFOEVCKSMRRIEESR 1800 = CultiLife Eva
D HE 1500 - B 7523

£ SR AY M1 B 4% 5k (PBMC) 2B 1L ANti-CD3 mAbRI T CA B & % . 45858 1200 1
DY NRIEBRIEICCEESRLAASSSICISHEEEL:, 900 -
FDO#EE . CultiLife EvanfERICEY. EDEMTEISAaLY S MR ETER 600 1
&RLIz (B BB T —4) 300 1
0 .

HEHhA  HEHWB  HEHHC  HEHHD

o THERERIM ALK OKT340— (Isotype: mouse IgGza) Hifk
® FMHEKRBA T E, ex vivoCOELEFABRCHE AR EDRKARICRKE

® GMPIZH#EMLI-2&- MEEHE

8RB A E Hga—Fk fiffi#%& (e l)
Anti-CD3 mAb GMP grade 1.0mg/1.0ml T210 ¥165,000
KRERGI6. TUZ /BRYEKIEEICE T HOKTIDHRELL B o CD3/CD4/CD8LL %
0
ErRAH I E A% BK (PBMC) B %E {EANti-CD3 mAbD FI# T~ T5HFE 100 -
EEEZ.JUNREEREMTEERRLENSESLICORMEES
1To7=, 80 1 "CD3
MR AEE . %5 RIE (CD3/CDA/CDBLLE) #5 L K562 1= %0 1 uCD4
YSRGS EMELELIER. Anti-CD3 mAb GMP gradeld 40 A =CD8
it E & (AR B LUBH) ERF D MHREE RLT=, 20 -
(SIS T—) o
Anti-CD3 mAb  OKT3(E#t) OKT3(F#t)
GMP grade
(42) R iE R RS EEY
200 = day0 100
80 - === Anti-CD3 mAb GMP grade
150 T = day5 ” —8— OKT3(E#t)
mday7 ‘@ 60 1 e OKT3 (F#1)
100 a
= day9 S 40
50 mdayll 20
0 - mdayl4 0 :
Anti-CD3mAb  OKT3(E#t)  OKT3(F#t) 90 30 10 3
GMP grade Effector/Targettt
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RetroNectin®&RIEKIC KD TY Vo / \BEKIEE IO —IL

DayO Day4

Day7

Day10

Dayl4

|

|

-}iCD3%i{k. RetroNectin &%, IL-20D 540 X IL-20) 7N

a—kFHCultiLife 215
- BEHX 28R L T=PBMCIZ

B |L-200 30 FAAEmE IR

IL-2% &0l . 1&fE

SN=WASIZE S (O} PN
Xt : LymphoONE™ T-Cell Expansion Xeno-Free Medium

1) CultiLife™ 215 Culture bag~®Anti-CD3 mAb&RetroNectin®®a—7 424

« Anti-CD3 mAb (5 pg/ml) £RetroNectin (25 pg/ml) &3 PBS%30 mIZAELL . CultiLife 215 Culture bagl<&£EFMT 5,
* 37°C CO AU FaR—ARIZT2~5HHRBL. I—T12 9 T 5,
VT NBRELEREL. PBS 30 MEAVWT/\YY NE3E%ET 5.

2) RHIME %3k (PBMC) 1&7&

- PBMC 3 x 107#if2%0~ 1% D ;& F = (LM #FE &L i ( LymphoONE T-Cell Expansion Xeno-Free Medium7z&)

30~50 mlZE&&T %,

- PBMCEERICHDEEDIL-2ZHMT 5 (REEERZITRL. 200~1,000 U/ml)
- 1) [2Ta—F+«> 5 MELT=CultiLife 215 Culture baglZIL-2 AYPBMCE&ikZ £ B3R 5.

- NS RIZRECE#Z ML, 51200~300 ml&d 3,
+ 37°C 5% COx M Far—RIZTEET S,

3) KB

- CultiLife 215 Culture bag D #ifa% &L . — &~ £ E%GT-T610 Culture bag

/\*z-;-o

- i &IL-2(200~1,000 UIml B R E) W EERMNT 5,

- 37°C 5% COxf Vo F aR— A TEEF#HET 5,

- IR, MIRRIEREIC > T EERRLAEHASGT-T610 Culture bagD I EHEHL.

10~ 14HREBEE#ET 5,
4) [E)UR

- GT-T610 Culture bag I D ffifaz AL, Z=LFEIZKYELRT 5,
7 : RetroNectinZ LMz U /\BRIEKIEEZ MR B LN TERSN DG E (T, @ERCEEEDTI o REH ORI ELGYET,

KIEETLU—rEAWEET O —LIEER DTS A E TEZEL,

S2ER 7. RetroNectin®RIBKIZ & B TY o/ \BRHE KIS E

ERRAEMEZBR (PBMC) & E{LANti-CD3 mAb&RetroNectin (RN) D £ R T T4B MEER . U/ \BiEERAIEH TEERRLE

MHEIZI0RMEEZE1ToT-.

FDH#ER . RetroNectin®D{EAICKY, MEEEROR L (ERK) 8&UF 14— THIRZ L3 (CD45RA'CCR7 IS HEHIRELER) D LR/ (B

&) Ai#H BT,

fRa 1 E
(%)
1400
1200 -
1000 -
800 -
600 -
400 -
200 -

OKT3 OKT3+RN
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S2ER{I8. RetroNectin 2 RIFRIC KB T/ SBRIE KIEEE (fhtt 15 e D HLER)

E R4 M B 4%k (PBMC) ZCultiLife 215 Culture bagEFE{tAnti-CD3 mAb&RetroNectin (RN) D FRIH T CABREER. IL-2%25
LB IEE A MZ AL, I7E (human AB serum) DFEDEH TL0AMEEEIT o1z, MFFRMEHEL T, Day0~Day7151%
Mm;&E% & . Day7~Dayl0l30.5%ME4 &L &4 THEL:,

ZOHER., M (human AB serum) ERMTHLREL-MEEHEMEERL. 74— THIFELLEE (CCR7*CD45RAY) AAE LI\ &N

TE=, T

1200 mi&E:Amn 800 35 4

'g 1000 =

o 600 = ~

c 800 "

i) L

@ 600 400

IS

g a0

| 200
200 .
| B | . |

LymphoONE Azt Btt LymphoONE Azt Bt
m day4 m day7 m daylO

30 20

54 JIIl,ﬁ ,ﬁ}]l] .[rﬂ/ﬁ /?ijll]

B

et 15

& 2

% 15 10

Tl\ 10

Ay 5 >

+
0 0

LymphoONE LymphoONE Att B#t

U SROEIR- i AR 1

® STEM-CELLBANKER® GMP grade, STEM-CELLBANKER® DMSO Free GMP grade [N
HEUCELLOTION™ [E4Ih) —TA 774V R TEHMBER L T et
® STEM-CELLBANKER® GMP grade. STEM-CELLBANKER® DMSO Free GMP grade e
[EHEIZGMPIZERL-RE - mEEHEETEMR
NI BE 5 = #HHa—F fili4% (&A1)
CELLOTION™ MR - EUR 100 ml 11918 ¥7,000
- 100 ml 11924 ¥28,000
STEM-CELLBANKER® GMP grade f%";'fzgade")ﬁ”ﬂ'%
7 20 mix 4 CB047 ¥28,000
STEM-CELLBANKER® DMSO Free DMSOTR& DR E# 100 ml 13926 ¥28,000
GMP grade REF® 20 mlx 4 CB063 ¥28,000

fiEx BAEEIRMARH FEEx €/0z077 kA s4
SRERGIO. £ iMnANS O R A I B 4% 3k 53 Bl

MiEMD) U BRPEERE DB RIS S ECELLOTIONZHF AL T, MEM SO KRB M ELER D BEIREE T o=,

PBSEMABD1IFEDMBMHMNEIRTE, RERBFEACHDE, FFICCDI4MGHMAE (BER) THVVEREDO R L (o) BN@BOHLNT=,
B FIEmMBORTHEEEDSVHERTHSIENL. BEDEIRAETIEERARAZL, CELLOTIONZFERAT 5 ETHEEIC
EURELSFE ELI-EEZONS,

“ifamE R R fERTE G MlaE IR
4.00E+06 2.50E+06
= CELLOTION
3 00E+06 2.00E+06 - =PBS
@ » LB50E+06 -
T 2.00E+06 - =
© O 1.00E+06 -
1.00E+06 - 5 OOE+05 -
0.00E+00 - 0.00E+00 -

CELLOTION PBS
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RetroNectin® GMP gradeld;B{zFRaBDEEKMRE TEHEASh TWVET

CAR-T/TCRE=FAEEEAKIABRTOMEAH

Ali, S. A. et al. T cells expressing an Anti-B-cell maturation antigen chimeric antigen receptor cause remissions of
multiple myeloma. Blood 2016; 128: 1688-1700

Brentjens, R. et al. CD19-targeted T cells rapidly induce molecular remissions in adults with chemotherapy-refractory
acute lymphoblastic leukemia. Science Translational Medicine 2013; 5: 177ra38

Humphries, C. Adoptive cell therapy: honing that killer instinct. Nature 2013; 504: S13-S15

Kochenderfer, J. N. et al. B-cell depletion and remissions of malignancy along with cytokine-associated toxicity in a
clinical trial of anti-CD19 chimeric-antigen-receptor-transduced T cells. Blood 2012; 119: 2709-2720

Koury, J. et al. Immunotherapies: exploiting the immune system for cancer treatment. J. Immuno. Res. 2018; 585614

Ramos, C. A. et al. Clinical and immunological responses after CD30-specific chimeric antigen receptor-redirected
lymphocytes. J. Clin. Invest. 2017; 127: 3462-71

Robbins, P. F. et al. Tumor regression in patients with metastatic synovial cell sarcoma and melanoma using
genetically engineered lymphocytes reactive with NY-ESO-1. J. Clin. Oncol. 2011; 29: 917-924

Stroncek, D. F. et al. Myeloid cells in peripheral blood mononuclear cell concentrates inhibit the expansion of chimeric
antigen receptor T cells. Cytotherapy 2016; 18: 893—901

Tang, X. Y. et al. Third-generation CD28/4-1BB chimeric antigen receptor T cells for chemotherapy relapsed or
refractory acute lymphoblastic leukemia: A non-randomised, open-label phase | trial protocol. BMJ Open. 2016; 6:
013904

Tomuleasa, C. et al. Chimeric antigen receptor T-cells for the treatment of B-cell acute lymphoblastic leukemia.
Front. Immunol. 2018; 19: 239

Zhang, L. et al. Evaluation of y-retroviral vectors that mediate the inducible expression of IL-12 for clinical application.
J. Immunother. 2013; 35: 430-439

< CAR-THERRBRZED (kR > WA EREMCAREEFEATYL /BRI, AAMBISHLTES
: ERERL, BADRIMIE DHESHEEE =R LET.,
| BAMEREAORE
o © Coe

1. TUVNRERIZEBASNT-CAREEFIZKY. TUV/BRDMaFRmE LI

PNARREEMCARNEIBEINET,
2 A 2. HEENI-CARSFIL. BHIHAMBORELRELET .

© Z0%. BEFEATYUABRRNIZERILL Y FILHNEES L . #152

CD19CAREIZF
BATY/ Bk

SEEFTOREEICLY. BEERRNOVAMIEICH T SHEEE
EHEFRELET,
Signalling
. R A CDLOHE
EEES T
DifnE o EEFEACLYERSEEFASHESEE(CAR)

O  :HmEEEEST

AN TV RN G I TR THRALLTRFELTEYET . BN B~ OER. BRRSHACIEALEVESTERZS0, - BR. LR REARKEFLLT
EALGLTZEN, BATNAADOERBESTICHROBR-FE. BR-ZEOONOHRE. ERARKOMEIHERT I LFEESATOES,

“TAEDRFRICONTIIEAS DT H A MM TIRHERRLZE, SARNVTLYMIRBENHBE LV AR T, FICEHENETER L OB R EFBEBEIZETT .

RN TLYEBOMIEIF2024F2 A 15 HREDF L/ EME T . MRISHERITEFNTEYEE A, 2024452 BIEEN

INS) T A= ER IR

HAAXE-TAAXE TEL03-3271-8553 FAX 03-3271-7282
BT ST fE - B X2 TEL 077-565-6969 FAX 077-565-6995
THOZHANYR—S1>

TEL 077-565-6999 FAX 077-565-6995
Website https://www.takara-bio.co.jp
Facebook https://www.facebook.com/takarabio.jp




