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I. BIZICRY3EHE

1. ARORERE

TUX YV EHE (IR UV A TI7 Y = a—E )/ UF, A 1 BEORIMEKT 7oL —3 2
FEWD 7 538 3 L7 CDA R TR KOS CD8 B THIREIC, s TR L v F I ANANRZ & — %W,
CDI9Z B L T 5 F AT PEZE MR (CAR) 23— N3 5@A TR EAL-HAEREERNTH S Kahld,
NG AL IR 2 BAIREOMBE R I L T ACD19% CARDSEM LAES T4 &, Ui%CAREZ M TS
THINHE & OIEVEIL L OGS, SEVES A b A > DR OV RIS $ 2 Ml S 2 5 E 45",
AREBDIEFI BT 5 5 UTEEBEO KRR BALY 7 SE (LBCL) (23§ i # ISR ENC L)
Rzh, OF AR BAINEY >3 (DLBCL) (23 LT, KEAbZ#: (HDCT) O @R B A 1,
15 5% e R RO R L2285 (ASCT/HDCT) AEMEIN TV, L L. sl EE RS 5
iz, BRUEE O HRI50% DI 50, —0 RIS OB 5 UL TEO HDC T ASHE IS B %,
ASCT/HDCT#IZHIE L 72 BH I LT, BRERGRED B2 o720 $72. DLBCLUALOLBCLIZ
X4 B EEHE AR S AL LT\ W R 072720 B iR BES T Tz,

SRABELUBEOXMRIBHA"Y >/ E (LBCL)
R ERBR & LT, S48 TARERER (01700138% / TRANSCEND NHL 0013ER) J% OF B 3L 17 45 AR R Bk
(JCAR017-BCM-00185% /TRANSCEND WORLD®E) (2R =Pl RO ar—13) #FEEL 7o
INHORMEBRFERITIEDE, DT 2 @IS E LTREINT,

A
20214E2H CD19Z & U728 n e HR Tl a9 ik T 1) . DLBCL IR E R (IR >3
CKIE) fEA S B iR L 72 DLBCLZ & &) Bk BEBAME ) >/ SR | J50 58 14 A€ e o Al i 2 B A

1) 283 [E (PMBCL) . K OVUERa ) >/ 3iE (FL) Grade 3B% &, 2[H DL LD HE I HEOFEI
3B EDOLBCL O N B

20224F4 F 20 Eo G B iR R O FEEUIEEEMEODLBCL . PMBCL. FL Grade 3B (FL3B) @l A
(I i

R

20214631 | SWIEHELMEO FISLABEATEO LBCLK O S XL 48k # PEOFL (Grade 3B)

- ZIRABOLBCL
B R ER & LT, EIBR L[ 45 AR (JCARO017-BCM-003 385 / TRANSFORM it B#) | #4445 TTAH
A B% (017006785 / TRANSCEND-PILOT-017006 3k B ) % O [ B 3% ) 5 A 58 8% (JCARO17-
BCM-0013X5% /TRANSCEND WORLD#ER) (a+8—12) Z2FE ML 720
INSORBBAERITHEDE | LTo#E IS B mAaKR Iz,

A

202246 H CD19% MR &L L7t n F U ZE B R THle e Th Y . DLBCLIES R (KR %

CKRIE) JE7 S E s L 72 DLBCL% &) . BEME BML) >/ . PMBCL ., X U'FL Grade 3B
et LBCLOBABE T, LTFOWTNA R 2T 56 OEE (—IRIGEDLF REE L
WCEERTE U127 ADUNICTR 5/ — RGO L2 SR R R M LS BB CL IR
H BRI O 7201238 ML AE (HSCT) D@ In2 %\ 21 P B & FiEF RO TI5
X EEG )

R

20224F12H \ TIRIEFEO TS LA O LBCL K U5 AL HEE M OFL (Grade 3B)




« ZIRBEOIERME') /38 (FL) (Grade 1. 2. 3A)

R ek B & LT, B IE A 48 TTAH 308k (JCARO17-FOL-0013% /TRANSCEND FL#&Ek) (24 —1
1. aR—P2ROTFR—13) ZERL,

CORBEAEFINCIE DX DT o ISBIMA KRS N

A

2024451 2V VAL OSSR A B HSEOUSEBEAYEOR A FLEH
CKIE)

AFR

20244680 | SO FEUEE MO LBCLAUH R U BEATEOFL

BRI EEDOY MUVHEBRY /3B (MCL)
R ERE LT, MM TR (017001348% / TRANSCEND NHL 00134E%) (MCLaxkx—h) %ML 72,
COREFE R HEOX DT OMISBEMAKE SN2,

243

20244F5H | 7MY EF UL YR F— ¥ (BTK) &M E G E2L YA Y DO &Y REE LA 5 %
CRIE) Xikia O AMCLE#H

20254110 | BTKHEFAI 2 &E2L ¥ X ¥ DL E O SRk 2 4§ 2 B3 U3 TE O R AMCL E#
(JH)
ARIF
202644 H | MRUEBEATEOMCL

BRIUIHEEODBE) o/ E (MZL)
PR AERE LT, EIRSLE A THEER (JCAROL7-FOL-0013%5% /TRANSCEND FL#ER) (2k—M4) #FHEiL 72,
CORBAERIIEDE | DT OEISEIMASEKA SN2,

A

20254R12R | 2L VAU RO &S HREIEER A A I UIER OB A MZL B
CKIE)
AFR
20264641 | FRSUSEEETEOMZL

7B, ARAMIZ20164E12 812, KEAMEZEWNFE (FDA) X0 Breakthrough Therapy (238 E S, BRI
ERIEAT (EMA) IZEDPRIMEIZHRE STV 5, RFFIZBWTIL, 20184E10HIC[ 727 L v ¥ 7 Biifatk:
JERTF) ] 2R R E LT, 20234E3HIC U8tk > i (Grade 1. 2. 3A) L UN#ZAT) v 7%
JE | % G e LT, e AR R R SR S iR e Sz,

AFRIZ BT LA DAL INIZRNRE B R SUITERRIZ AT OE B TH %,

[%hHE . THR R I3HERE]
VU ORI S HEIG O RN 38 B o i
- FAMEKHI R BHIRZ Y > <IE . JEFS MEME R IO B BRI AR Y o5l R KB IR X ) N, mE
Bl >/
BRI RO PR EY >3l
5 TEEEO~ Y MV oo SIE
BB OB ) v/

72721 CDI9HURZREI & L7238 A ZHURSZ A (R 58 BT MRS TR AR L O IRIE D e W ITIR B 6

2. HmDAEFFHE
(1) A5, CAR"‘I/EETH‘H]H’EJ,&L’CCDS% PEMIRE (20 x10°~50 x 10°#) KOS CD4 R i (20 x10°~
50 x10°#) %, & FHM B AR E % b 37100 x 1048 %2 HAZ (P : 44 x10°~100 x 10°4#) 12,
CD8B MR KO CDAR eI D I B DAY (HEPH : 0.8~1.2) 725 %9 . CD8 M EML %
FHIR PG L 728212 CD 4B ME Ml 2 B IR N4 535 6
(V. 3. HEROCHBE I ) 8: | 0OESR)



(2) in vitro B K= T A% HCIZBBRIC BT, AMIZEHEFENSCAR THIEE 71, $tCD19E /2
O—FVHRHR D — ARG E 77722 ML e FCD19 R B & Fr SRR L . Ao
WAL MR AE . SIEME YA M A Lol RO EMEH 2 FE T2 2 LR SNz,

(['VI. 2. HEH ] DTS I)

(3) AR DR FRBR I BT, FEFE UL EEB O KM R BAIAY >~ 3@ (LBCL) . 38 338G o
WHPEY V80 (FL) . B OIEEBR O~ Y MV >3 E (MCL) « 1538 386 P o 2 ki
) o8[E (MZL) SR A2 RPED DToEBEOLNTWS,

FABROFEMNIL[ V. 5. BRRBGE (4) BEEMRAE 1) AMEMGEREB | 0HB RO Z &,

ZRABROBREIIIEHAEDOLBCLRUVBRXIIH AN FL (Grade 3B)
—WIHH BRI R OIEBREOAR & MR EROT 7Ly ¥ 7T BMRIERT X ) VR )E
(NHL) B EE xR & L2z EB L 45 AR B (JCAR017-BCM-003 35 / TRANSFORM i B#) 12
BWC, FEFHEE & SNz A X MR APl (95% CT) &, BEHERHERE 0 A ARmBEOH B
HE R SHRAE S L7z (O —FH [95%CII £ 0.349[0.229-0.530], p<0.0001. &3l Cox Heffl /N4 —F
EFN, AEAKHE=0.012)0
— IR IER O AR E s MIE RSO 7 7L v 3 7B NHLEE Z 5 G L L7
WAL TAE R (01700630 8% / TRANSCEND-PILOT-017006 3 %) 1235\ T, EEFGEE & Sh -
422584 (95%CI) 1380.3% (68.2-89.4) THh o720
—RIGBRR P U EER O AR & sl A # IS 07 7 Ly 3 7 BRI NHL B EZ 6 L L7z
] B 2 [ 45 TAHERER (JCARO17-BCM-0013808% /TRANSCEND WORLDER) (28— b2) IZBWT,
FEFMIEE & SN 72220 E4A (95%CI) 1363.0% (42.4-80.6) TH o7,

cSREELUBEOBREXIIHAEOLBCLRUBRIIHAENDFL (Grade 3B)

FROUTEATEO BN NHL B8 % 5t 5 & L7-#E7h TRIERER (017001548% / TRANSCEND NHL 001745%)
(DLBCLZA—MIZBWT, FEFHlEHH & SN 7= 2285054 (95%Cl) 1274.4% (66.2-81.6) TH Y\ 95%CID
TFERASHANHE SN 2BE40% % L1572 (p<0.0001, FHIME . A H K HE 0 =0.025)
MREXIEEEOTZ7Ly 7 BMBNHLEE LN G L Lz E B H S TR (JCAROL7-
BCM-0017E /TRANSCEND WORLD#ER) (Zh— M KR —13) I2BWT, EEFFAMIEE &
SN2 ERRNE S (95%CI) 1358.8% (40.7-75.4) TH Y. BH40% I3 LTHAITWICAEE TH o7z
(p=0.020. Frl#E . A EAKE=0.025)

 TRABROBRUIHEENDFL (Grade 1. 2, 3A)
PR UIEERTED A~ R LY SBHIBNHL 5 %0 5 & U7-ERR L 45 TAHER (JCARO17-FOL-001 3% /
TRANSCEND FLB) (A —13) I2BWTC, FEFFGEH L shizaR 84 (95%CI) 1£95.7%
(78.1-99.9) TH 1\ BiME50% 23 L THFHIC A E Th 72 (B MIERE —IHME . A EK#Ea=0.025),
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g, A [95%CT]™ | (n=33) 21.65[12.09-NR]
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IFrpERgE A E 261 (3.0%) TH o720

FECICESEERERITI2H (3.0%) 12D LNz WEIRIE. THINLMEY) >/ <HE . IF ik
WA MESIBITHY WIND ARG E KEMRS ) EHESNZ,

F—% %y b7 2024411 H29H

ZDfth:

IR —Fl, IF=P2RPTR—-F3TIE, HIMER7 7oL — T ADER Sz BE139FI 0
G BB TR L7 27 L M 2 R T & e o 7 BE IS HITH 572,
IR—M4TI BIMERY 72 L= ADSEREINBETIHID ) S R Tk E L7 HiE %
7 L7 e R I CE R o BB 261 TH o7,

2) R&MEHBR
B L
(5) BE - MEEHIGKER
B L
(6) ;& AIER
1) ERRERE (—REARERE. FEERREAE. FRARBELRAE), HERFTET—4~N-2
AE. REFFTEEBRABROAE

MR L

2) ARBEHFELTERFENABRIIERL/-AE - NBROBIE
T3 T B O K T BRI >/ 3 (LBCL) KOV IERaE) o7 3E (FL) Grade 3BEE % M4
EL BB TeS T — 5 N—AFA (R it
PRSI HEGEOLBCL LU FL Grade 3BEHFICBITHMEHSERE T CTORMD R4 R OH Rk
ERE 50
([1-5. ARFBSA RO - H Lo HIREIE ] OB HK)

FIR LA PEOMINEY >/ SBE (FL) Grade 1, 2. 3A & %2 L7 BERGEH T — 5 N—%
WA (LI K

IR LI PEOFL Grade 1. 2, 3A MBI BHAEIE T CORMO % 2RO AIEL
e 5%

(TT-5. R AROH - () EOBIBEIE OHE )

FFETEREO <> MVHlaY > /8E (MCL) RO gt v 78 (MZL) BEE R EL7:
B GE R T — & N—AFAE (EBIFRA) © Fhdh
PR SUIEREOMCLE O MZL R IZ BT L HERE T TORM DR 4 L OH EZ G
T5,
([ T-5. ARFRSA KOV - A H FofIBRFIHE ] DIHS)

(7) 2 Dfth
4L ewn
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VI. EXHZEIRICET 3IRE

1. BEEMICAEH LSV WET
FHrLrva—+tv
TXRIATY L vuala—+ti
T OS2 LEWOME LIRS, RFEOEFRLEERTLI L,
2. =IF{EMA
(1) EE - xH= X L2

ARmlZEEN 5 CAR THINEE (BT ASfi) 125819 % CARIZ. CD19DOMINEH F A A4 12
RENICHEAETENAL Y (X TACDIVRME /70— F VBRI —ARETE 7T 722 b
[FMC63 scFv]). CDIONDEMAEEGEZMEEL AL MUEI T T ) VG (IgG)4 I AL 2,
CARZ MB35 LRI~ D 5 E W REL 35 CD28 I E @ F X 1 >, CARAICDIIZAEA L7
B TRIE AL S 7 IV R 55 CD3 I B A A &\ il 7V % EkE % 4-1BBATIL A
ST FMEERAAL Y (4-1BBHFH N A A ) O SN S, CD3 (¥ 7 ViAot
B OBUEBHG D EARICAR TR THY L 4-1BBY 7 FIVIZCAR THINL DM B45H K O 2L d5
HEFE - R EICHF ST 5,

ARSI, EWTEEEERL 2SR b E RN T2 %454 (EGFRt) ZMifa i LT
CDI9FFRMCAREILFEHLTBY . CARBIHORB~—H—L7% 5,
AR AR FE BLS 5 CARAIESHE XU 1IEH 7 BRIFE O ML I BT 5 CD19 & ik LG &35 L.
CD3 (37 FNEA-1BBY 7 N SR I A LA IR NS AL L MITaBEGH . SSRErEY A bA A4 >0
TR B OB A 3 % R Bt i 1 2 5645 %
F 7o A PSR B A B R T A RO N EE LB E L R \veo, EEMREE
AR TRA AR L7 LCH R R &2 5 5% .

CARDEE
REBERXIY
BUIIU Y/ NEDMERECREET 5CDI19[CHRNICESLET,
IgGAE VI RAAY
HERBS RAA VECD2BERBRAA YV EDBREET,
CD28EEERAAY

CARMHHRARMEICHKIR Y 2B 07 H— W REIZRS. CARDERZEM PGS EMHICH BZS5XI2EEASNTVETD,
4-1BBHRIH R X1

CAR THERE DM BIERUMRESDERICFS5IBLEASNTVET,

CD3 ZiEMER X1

ROFURCTHDCDI9(THEET 2L TEHEL. IRNHRICH T 2 MRESFAZFET2LEXIONTVET,

AEiRRIC LB U N ERROESE
"5 CAR THIBIODREE &EMHEI CAR THEIaDfEFY

AmIGCD8IEMCAR THllaE

CDARBHCAR THilRZ1:1 DRETERLTRSETND

coaBt @ |y o g
CAR THila =% B Q B4BEIY > /18
@ fa Lo- o
0 i
'l ‘0 CDAmE B T
CAR Tk CAR THEES " CARTHE
- ; ) Abramson JS et al.: Lancet 2020;
gy 0 ’
U ™ Ihc;g”gfﬁ;pﬁ,; 396(10254): 839-852
CARTﬂHﬂﬂ(arMHq: ) I) Makita S et al.: Drugs Context
O izss WRORS, (ot ot SN car T 2019; 8: 212567
HETHCLT 5T Q% e 50, (‘0 ) Dotti G et al.: Immunol Rev 2014;
CD8B 1 CAR THikREL T . .
< \ 257(1):107-126
RUCDABIECAR THl <. . .
HOBEZEDES > g CAR TS EE A e T YA b DA ORHY IV) Benmebarek MR et al.: Int J Mol
EMRBTENTEDD CAR THEE -

Sci2019; 20(6) : 1283
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(2) #DEEMFT 2R E
1) FMC63 scFvD#& &4t (in vitro) 2"

A ifiieD CARD CD19#E &AL 2 A FMC63 scFvE CD19DOHE g% K & BB ILE T
H LA BRAVE (KinExA ) LORE 77 A€ VB3 (SPREE) 2 HWTHT L7225,
FMC63 scFv& CD19D#S & B2 /R 3 ke 8 (Kd ) 13, KinExA#T0.9nmol/L, SPREET
21nmol/L g &7z,
IY N—TEH ORGSR FMC63 scFvAi#ik 35 CDI9D I b —7L LT, TI/REFIDHE
22O (113VNVEGSGELFR123 K08 129LGGLGCGLKNR139) A3Fl5E Sz,

(DFMC63 scFv& CD19O#i45RE (KinEx A %)
CD19Z e Bl S &7z ¢ MEEF BE Pl e pk (K562M18) 2\ T, FMC63 scFv o %; F ik
RO E R R RET L7z 25 FMC63 scFv @ CD19IZx 35 Kd i3 0.9nmol /L & 3EE Sh 7z,

FMC63 scFv?DCD19(Z3x4 9 3 #5 & #h#R

110 N .
100 P e et i
3 S T

90

8o N

70 : FMC63 scFv-Fc
A (20nmol/L)

60 . W%

50

40 FMC63 scFv-Fc —

30 (Tnmol/L)

20

10 X o,

0 . Vi

~10 1.00x107 1.00x10° 1.00X10¢ 1.00X105 1.00x10° 1.00X107 ~1.00X108 1.00X10

(cells/mL)
—20

Sheyu
OHTIT

Op2ESI4-A42S €9DWLKEDY

CD19:a#lI FIRK56 213 %L
[ERFE]
CDI19% J B & 472 K562 Ml f % 004 B2 & 0 L L iBE~<L » % FMC63 scFv-Fc (1nmol/L31%20nmol/L) % & & BS# %
FAWTEEREOMIBEEE (cells/mL) \ZFREEL | 30-60 73 B8 LA BE A ATV RIEE R 72, HIEEZ AL T MTEY v E-=ZX 70—t
Wi LCIER A TIFMC63 scFv-Fe AL L . dGiERR L 725tk MgGHfkx VTR L7z, B L7z GEIFMC63 scFv-Fc®
HA (%) FFZMBEICH LT 7oy bL, KdEIZKinExA Prov 7 b 77 ZHWCHEE L.

@FMC63 scFvE CD19D#5 A1 (SPRE)
Pk b v S F v —F v FICEMILL 72 FMC63 scFv-Fell & Bz T4 2 ¢ » (rh) CD19%
IREE Sd, FMC63 scFvD CDINHK T 24 A e a el L2 2 A, Kdffild 21nmol /L &g Sz,

FMC63 scFvE CD19DFEE RV EEEA ML /-SPRE> Y —TJ 54

(units)

40
35
30
25

BIOPERS ) e H—F\

20
_.-100nmol/L
- -7 _.50nmol/L
10 7"~ 25nmol/L
. //,12.5nmol/L
5 7 _.6.25nmol/L
7 _-3.125nmol/L
0 iz----1.56nmol/L
~~-0.78nmol/L

-200 0 200 400 600 800 1000 1200 1400 1600 @#)

[BRAE]

FMC63 scFv-FeCa—54 7 Lzt v 4 —F v 7124 (0.78~100nmol /L) D rhCD19 % ¥EgE S, SPRU T VI LT v LA 1215
YU =TI 0 E S BRUITEN T — 7 IKEOMIZFMC63 scFvE CDI9 D1 : 1D AEM B AR E LI ET IV a B Tiddiz7—%
TdH b, KdfildBiacorex HVCTHIE L L -l 7 b7 = 7 W THEE L 72,

®FMC63 scFv2siZik35CDI9DO T b—7

FMC63 scFv25#Zi#% 35 CDI9D Y b —7 % PepscaniBZZ XN N L7 2 A, CDI9DT I/
BEFIDHH ., 20D H G AL (113VNVEGSGELFR123 % UF129LGGLGCGLKNR139) 25—¥

=7 & LCllsE Sz, e



2) ASMBAND CAREMER T 3 HIBIA KX 1 ~ DIER (in vitro) >
AREBHIIEO CARZHE 5 CD3 { L UM4-1BBIC X 2 THIKLIG AL Y 277 F )V DT IDWT, Nur77,
NFAT, AP-1 XIZNF-k BOWFEIZIG U TRty 787 238814 5 Jurkat T LR —¥ —Hilatkx
FIWTEHli L7225 A IO CARIZCDINCH LCTHURE BIEE R L, 37 FVEEICBITS
Nur77. NFAT KL O'AP-1D G HALIZIZCD3 L KA A ¥ 25, NF-k BOEHEALIZIZCD3 L B ®
4-1BBOW KA L Y BSLETH B LATRENTZ,

AGEMID CARDHIIARA A > & fr L2 T HIVBEDEMAE

A Bi#EBEREE IR (BCMA) FIRK56 240k
IEECAR CD3ZZE£{KCAR 4-1BBZE{FCAR
g: 10e P 070 100 e, 024 100 P 0.37
2
%% 10 10¢ 10
73
yl
o 1% 10 10 10°
Dk
%ﬁ 0 0 . 0
IE(D Q6 Q7 Q6 Q7 _ Q6 Q7
= 10° 519 941 10° 4,58 95.2 10> 548 94.2
100 0 10 10 10 100 0 10 10 10 100 0 10 10 10
g 105 0 1.67 105 0 1.25 105 0 1.79
Z
%; 10 104 10
_|
9:5
;/\02% 10 10° 10
Z, b
%‘D 0 4 0 9 0 9
£
0 10 10010 0 10 104 10 0 10 10410
z 105 0 0.68 10s 0 0.48 10: 0 0.47
>
%E 10 104 10
9 E
lj\c’ﬁ 10 10 10
7 B
%0) 0 0 0
= 0 0 0
=
0 10 100 10 0 10 104 10 0 10 10410
%‘R 105 0 2.83 0o 0 2.35 10s 0 0.81
2
?E: 10 104 10
g2
ZE o
D1k
B
%0) 0 0
= 0 0
0 10 100 10 0 10 104 10 0 10 10410
EGFRtBIEFRIRE
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B CD195RK562H

CD3ZZE£{KCAR 4-1BBZE(KACAR
7 1o* 100 S 081 100 g
% z
b %, 104 10 . 104
N _ o
/\O' 10° 103 103
it
% B 0 ' 0 0
iz} 2 Q6 Q7 Q6 Q7 Q6
= 10° 501 307 (100 497 94.2 10° 576
400 0 10 100 108 400 0 10 100 108 10
g 100 0 .. 545 105 0 1.35 0o 0
> o L
3
I\D}-&E 10 10° 10°
Z 05
% o 0 9 0 9 0 9
=
0 0 100 100 10 0
biny 105 0 105 0 2.49 105 0
&
?E.% 10¢ 104 104
Y&
l/\oﬁ 102 10° 10
7 B
% ® 0 0 0
= 0 0 97.5 0
0 100 100 108 0 100 0
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P
% I 10 104 100
o
2 &
l\o}‘% 102 102 10°
a2
B
% D 0 0
= 0 0.0M 64.3 0
0 0 10 0 100 100 10
EGFRtEIGFRIRE
[KBRH&]

Nur77.NFAT. AP-1 XU’ NF- k BOGE LIS U TRt 4 232 2 B4 5L R— ¥ — @IS T ZEA Lz N T MR s sk
Jurkat MFEHE (Jurkat TL R —%—HFEH) 12 RFHMPEOCAR. CD3{IZL AT 7V FIVEED RS2 \WCD3 { A RKCAR K
4-1BBIZ X B 7 FIEEDGEZ 5%\ 4-1BBERMECARZ AL . 2N 5D CARZFHBIL 72 &M Jurkat T L H—% —Hllitkz. sl TH 5
BCMAZFH &7 K562tk (MA) LiZCD19% 5B & 72 K562 kk (MB) L3t L | 720 M ZIC 70 —H 4 hAN) — %
FAWT, REOHEIEHREE (YHl) £ CARKEBIOAE~—»—Th LEGFRIOBZFFBLE (X)) ZMEL 7.
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3) RS MBAD;E DRI (in vitro) 2
OA SO
R AD THIFLIC A/ DO CAR % @5 T8 A LR L 72 CD4 B P UZ CD8 Bt DA i % |
CDI9DRBHEN R LS8 FSTREMMML L R R L 2L & THlgE M b~—7—Td 5
CD25 K" CD69DFEH & (CD25 KU CD69 D S HAMa D& 4. I OIZCD25 & CD69 By 1
MO HERE) T D LB TH o7,

CD4E14X (3 CD8ZMDARMITICH T A THlEM{E~—H— (CD25 RV'CD69) DFEIR
N EERASROASEE W REAEROFRME  TIEHEERE =3)
CDAR DA miHE

% CD25RIZMREDEIS CD25p5 AR D S8R %) CD6ORIZHMIDEIS CD69R AR D S8R
100 8,000 100 20,000
80 6.000 80 15,000
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: <R “nl.
0 ll I “ I h i'
W ’L W "v W v Vv
O)V{’ (9’:;\‘2;20 O)&%’ q/p(;?“ \’;(’ @ ﬁ" O)&ﬁ" O)//(;%’ \O)@’ Oq% O)&%?(’ /y(;’?“ \O)@ Oo)\g;’??“ O)&/”?(' //(;%"
(/O > O\ O\ (9 0\ Q\ O\ & > > > S > > >
O O C O O C O O
19 e 19 ol 19 e 19 e
CD8Z 1t DAt
%) CD25RIFMARDEE CD253 B DB 8E %) CD6ORIZMRRDEES CD69B5 AR D S8R
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80 6.000 80 15,000
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0 4,000 0 10,000
“ o 0
& g O @ D D %0 > \@@b VN g O @ D D & ;) N @ SO %@@ &
N S o %;o N S V,g»@w ILS a8 I s
oF S & @V & E KOMeiC SO O O
o (9\ §\ (9'\ & (9\ O O\ & (9'\ §\ (9\ & Q,O\ (9\ §\
S | 9 oonnmEll] 0'° ool e |
[AEAE]

I7x sy —Hifas LTRERA 261) O THINLIZ AR GO CARE #n FEA LT/ERE L 2R Ml &« EnfIIe & LCCD19 D S BB A%
BApL 5 MR A, =72y —Mifn L Mo Mla Ut (B TH) =2.5: 1TH16~18REI LT 8 L 7o . A& Lo
CD25JUFCD69 DI H % 7T —H A hA M) —Z KYMISE L 720 CD25 K IUCD6I DS B IE, ZNFNEFHB LTV oMM
x93 %G (%CD25+. %CD69+) 30N CD25 KU CD69 by Pl fa o> 5 55 1 (CD25 MFI, CD69 MFI) (Pl + e {F7) & LT
RL720 2B B ORI ML CD19 FE B E AR WIET, /£4 5 CD19 &M K562 . Granta-5194id (31,6571 /i) |
CD19 5 B K562 id . JeKo-1 M. Daudi#ifid . Nalm-6 4z . CD19H 38 B K562 Mg . Rajiffifid . CD19 & 38 B K562 #ifig
(806,265 1 /#ifia) TH %o
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@A AIIED A M A o3 UsRE

- & MK CD19 B PR L0 3% A SR o 1
HERERLAD THIC AR RO CARZ 5 TEA LUCTER L2 A% CDI9DSIBE DR 5
SESE LML L LR L 72 L 2 A L ARSHITEIL CD19 b Ml 2 R ISR L TIE B L |
Av5—=7z0ry (IFNy), 4 7 —uAF-2(IL-2) KOESESEN T-a (TNFa) 255352 &8
RENTZ,

EFERCD19BMMRICKH I 2 AMMARICK DY 1 A1 2 2 ubee

W ERMANBERORGME W EZRMA2BROA R RERMANBEROBIEESEAME FHOELFRERE (h=3)

(og/mL) IFNTY (og/ml) IL-2 (og/mU) TNFa
120,000 12,000 600
100,000 10,000
80,000 8,000 400
60,000 6,000
40,000 4,000 200
20,000 I | 2,000 I
; alldl ol ; (L ; Il
N O VN & B AN IR ﬁ) o & N NN é} © & 7
G 0 G (APV ) > o © o @\ © PN &0 o @\ ©
«v@%@{_@@@%@ «s@,@%@@ © ’\Zf%% CRCE N <
@@v @3&@&@%@% w0 @% @P m@@) %\g\—@&@ @Qﬂ\— @ O é\#@ @% @Q@/ng @@ @% ¢ P N % @%
£ S ORI &S IR 25\ » S Q& (>
€ S S S S & P o
O C O @) ©) O O
S | oo oY D19 <

(B 7]

T7xy 8=l L LCREBERA (26]) O THIRZIZ A MO CARZ #IZFEALTHER L 724 fmil g & O 25 A Mils (CARE5EBL
SETWRWERBALHSRO THE) & BH#ias LCCDIIDRBREN R 253 F S 2 MkMillutkz, =775 —#fiflw
CAEMAIRE O ML R (E 0 TH) =2.5 1 1CRI16 ~ 18R 3L R 28 L 728 3548 LI OIFN y | IL-2 RO TNF o & AL 58 O0Hl5E
(ECLA) FEIC XD MIE L 72o 2B K HOREIIIEAIMIL O CD19FE BB E AR CIE T, ZE4 5 CD19 B4 K562 #l2 . Granta-519412
(31,6578 /#lfid)  CD19MRIFEH K562/ . JeKo-1#lf2 . Daudiflifd . Nalm-6#li . CD19H 5 BIK 562411 | Rajiflfig . CD19 w588l
K562 (806,2651# /#ife) T %o
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* YRR > ST A A A B OF I P G P X e 2 B ) > 7 e El SRR L2597 % A i
MR VEH
R AD THIMIC A D CARZ BARFEA L TR L 72 A il e 2 Jg et ) >3 (FL) B
HR I EFE PR e R M 2L BAfie Y > i (PMBCL) & RIS bk L Je B8 L 72 L 25,
Al ixy) o7 SEAIREMR SO L TEEALL  IFN y | IL-2 ROV TNF a 2 7035 2 EAVRENT20

FLHIRRRRICX T 2 AMMBD Y1 b A1 > 53 ubEE
B ERERABROARMEE W ERRA2BFROARMEE BEREEANBROBEESEAME MIELEERZE (=3)

(pg/mL) IFNY (pg/mL) IL-2 (pg/mL) TNFa
300,000 40,000 2,500
35,000
250,000 :
30,000 2,000
200,000 25,000 00
150,000 20,000
100,000 15.000 1000
10,000
50,000 500
'i 5,000
0 - .. 0 - - l' 0 | I
T G SR R N g o @(o” > o éo” > @@ %(/O RN @(o”
@Q@) & &£ o 4 @@’ & < L & x@@) ¥ K L &
& O e & <2 & O #
& O\O) N & Q\O) ] Q\O) & O\O’ N O\O’
& S S S S

PMBCL#Ea#k (x4 S A milan 1 b o > 53ibhE
W EERAEROASEE W RERAEROFRER W RERASROBRESAGE FOELRERE (=3

(pg/mL) IFNY (pg/mL) IL-2 (pg/mL) TNFa
300.000 40,000 2,500
35,000
250,000 :
30,000 2,000
200,000 55000 oo
150,000 20,000
100,000 15,000 1,000 ‘
10,000
' 500 I
50,000
: 5,000
, TERETIN 1 0 s e i . nnn
N RO & ; K X & & S RO
& L8P & L8P I SR P e
& ¥ o < P@” & ¥ o @ S ¥ o N
S & & X e SR Al o
& 07 & &° & & &P & O & X
& & S & & S & & &
CD19 < CD19 < CD19 <
[ERFi%]

T7 78 —Hife LCTRBER A 260) O THIFI ARG O CAR % BAE THEA L CIERL L 72 AR Sl e OB T EE A ML (CARZ 583
STV A THRO THIR) BRI & LCFLAS kMM (DOHH2, WSU-FSCCL . RLAE) . PMBCL % H %
Mk (Farage. U2940, KARPAS1106pAifa) . & N CD19 5B K562 A2 (Bt A 1R) RO CD19 &K 562/ (FEtErIR) %2, =7 =
75 —Hifa L MO MIa L (E: Th) =25 : 1CH16 ~18MER L RF 28 L 72 5548 LI OIFN y . IL-2 XU TNFa #ECLA %
IZEhlEL72,

%35 ORI OWTCDI9 DM B S BB 7 0 —H 4 b X 8 =3 X0 L7z CDI9 DM B S B & (3 i i e -
MFD) 25 ES FLEE BRI E v 7238k Tla WSU-FSCCLAE (MFI=1,957) . RL#ife (MFI=5,935). DOHH2 iz
(MFI=10,032). CD19 38 K562/ (MFI=24,590) T. PMBCL B %tk Mtk % v 723088 Tid. KARPAS1106p il /i
(MF1=3,483) . U2940fl (MFI=5,849) , Farageffifi (MFI=10,554), CD19 5B K562f1 (MFI1=20,032) TH -7z,
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4) A SMROMAEEEY (in vitro) >
AR TF ) L EEE O THILICAR SO CARZ BT EALTHER L A MMIEE CD19 Bt ik
CD19 i Yk N 5 Ml B ik & JERE 28 L 728 S A ARl L1 C D19 Bk e 35 A i A 2ok L AR SR A9 L Al
5B A TR U7z ERE 2R A H NS U 72 05 SRR 5 301 AR Sl e & AR R oo Ml 25 b
(E:TH)252.5:1T93%. 5:1TI8%TH -7z,

Aenififa & A ERHOCD19BR M RU CD19G 1 MR B O IR EF TS

- BE1HEROAX G BE2HROA R EELRERE (n=3)
CD19[2 4 iEE il fn CD19k5 4 iE = #ll fn
E:Tkt 2.5:1 5:1 2.5:1 5:1

200,000 200,000 30,000 30,000
f& 150.000 150,000

= 20,000 20,000
$H 100,000 100,000

g 10,000 10,000
50,000 50,000

0 0 0 0

01 2 3 4 58 0123 450B 012345678 012345670B)
EEEH IBEEBR IBEEEH IBEEEH

[BBRAx]

IRV F ) NERE 26O TR OCARZ EETEA LT L AR MM 2 Ziiie e UCRICRIEST 2R fEEs vy
5T HCDI9EM IICDI9ZBHKS62Mfg L . E: T =25 13035 I THEERL . A A=V VT T T T+ — 2% VT2 T L2
TR 6 HMH . BB % Mg L e % 363 2 AR Bk e L7z,

%P IR EE (% of specific lysis) & MTORHEREFRTHEM L,

R = (- DL AL ) <100
5) A S B D 1ETEE K O £ TFHE (in vitro) *°

R TF ) NEEE O THN AR MO CARZ EIRFEA L TIER L 7- CD8 By 1 CD4Rs 14D
ARl E ., 2 ZN U ITE (1:10%E) T2 D CARDFHGEHRIE T TR LZE 25,
REROHH T, B 1HROR ML £ Mg i, CD8 Ry Mg ks #2-C5.985. CD4Ra M
Hphki#2C13.305, 858 T16.56% . BHE2HROAR MM M EIX, £h 23165, 455,
6.21512 7 o720 72, FiFE 6 HHIC BT Mg AEAF R o gL fiid, CD8 Ry MMl o o Hiph B 28 ¢
59.4%. CDA ksl HiAlE; 22T 80.7 %, LE5#TT75.2% CTh -7,

CD8Z 4R IICDAZ DA Rl % BIRE BN IHIFF LA LD R MBOEFRERUIEIERE

HEER (I586HB) = sk
o - CD4 cos CD4+CD8  TiyfE+imtEsss (n=3)
100 BEBROFRM BE2EROAS M
400, 150,
g 0 _ 00,000 50,000
300,000
E 80 4 4 100,000
770 1 E‘gzoo,ooo ;fg
b
60 2 100,000 # 50000
50
CD4 CD8 CD4+CD8 0 0
0 2 4 6B 0 2 4 6@
Ry 0 R $0U5 GIEBE (25100 725, chRfs, EREH BREEM
E3MHIE) . 5 HRVE. BAE (1=6)
(5B 5 3%]

JFRTF ) YNEEG 2600 THIIBICARHOCARE EE THALTHERLZZCD8H 4 X IZCDAB oA il . CARDFHif
FECT (A44h D CARDMMNBH RIS AR R 2T A 74 5 A4 THURIZ LRI TEH M F -2 s ae (2x 10M8) Xk dtks 3 (CD4k %
M & CDSF MR OB R %1 : 1T, BB Z 1x 10ME) L. 4HHRO6H B b getakic &0 A sz fl5E L. 6 H B ICHf A fr
AR
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6) BEMXEEMPAREBIETINVICSIIREEDR (v9X) %2
- © FCDI19RE M S —3 v b oo SR AR R A~ ™7 2
t FCD19ZEBI N —F v b D8R (Rajiffilie) 2 A L 725044 (NSG) ~ 7 A% FIVTA
MO BTSS0I 2 At L7z
ZORER . Rajifile AR~ 7 2125 x 107l UL Lo = TR MM E -3 2 & R
WAL AR L 72,

E~CDI9EMEN—Fy FUNERREEBHEYIICE T3 RGRMEROMEEHR

EREDH = AREHHEE2X106@ OB RERE
BREEATEE = ASMESX105E (WEREY : Sn=5. A@MIEKS5E : Sn=28)
2X106@ = AmifE1.25X10%@
EBRRABEROA DM BERROF R R A2BROX G
(&I v3.0) (RETHE v3.0) _ (®ETFE v3.0)
(photons/#) (photons/#) (photons/#)
“OH "OH “OH
“OW(I x "OWU /} “OW(I ”‘—.‘-\-
% % 100 W % 109 W
3§ g§ 8 gﬁ 8
i E 10 E 10 A
107 ¢ 107
108 108
0 5 101520253035404550 (B) 0 5 101520253035404550 () 0 5 101520253035404550 (B)
B5%BH B5%E%H B5%B#
EBRRABEROA DM BERROF R R A2BEROX G
(HETHE v4.0) (HETE v4.0)  (BETRE v4.0)
(photons/#) (photons/#) (photons/#)
“ON “OH “ON
1070 f 101 ,,-\‘
% ﬁ 100 ¥ ¥ o
i B0 -
= B B L
1078 107
108 10
0 5 101520253035404550 (B) 0 5 101520253035404550 (B) 0 5 101520253035404550 (B)
r5%B# B5%E# r5%B#
E~CD19EM/N—F v MU /N ERIA RIESHE ¥ ) XD ETFHIR
EEDH = AREffiZ2Xx105(@ HHELIRERE
BREBATEE = AREE5X105(E (fR8% : &n=5, AmiliEiR58  Sn=28)
2x10°8 = ASEHE1.25% 105
EEMATBROAX DM BEBRROA DM fRERM A 2R DA Rl
(%) (BETE v4.0) (%) (8&ET= v4.0) (%) (8ET= v4.0)
100 100 100
90 90 i 90
80 80 80 |
70 70 70
% 60 4 60 4 60
1 50 1F 50 i 1F 50
2 40 2 40 2 40
30 30 30
20 20 20
10 10 = 10
0 0 0
10 20 30 40 50 60 70 80 90 100 (B) 10 20 30 40 50 60 70 80 90100 (B) 10 20 30 40 50 60 70 80 90 100 (H)
B5%BH ‘5% B5%B#
[EAiE]

RN 2B R OO F AR MBI BT > 7 $hE (DLBCL) B 161 SR 72 THI & v L 5% TR v3.0 (B R atBR ) ROV 8l ik
TAEv4A.0 (FEA) 12 & 0 AR S R OB A T2 L 720 NSGY AL, RNV Y 725 — B RO Y 280 253
S/ NCDI9ZEH N =% 1) oS (Rajifiila . 5x 10°M#) % IR AR HE L 720 BAH 7 H BB RBE A T (2 < 10°8) X1k
ARl s (2 10°M) L shA & (5 10°M) | A F 4 (1.25 % 10°H) (CDARPE:AlNE & CD8 R M O M £ 1 - 1) I THIIRMNEES-L 720
HE5HI00HHZF CHABXIETOYTATREIEI ¥ 727 — P Rajifliiao 3558 EE (Total Flux ; photons/ ) % 5 L #5445
EEEA L 720 F72 5% 1000 H $ CHE2 MBS L CEMFELHIE L 72 (REORE . K RE %3320 % DERERD DRO S N/HE TS
L),
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<2y MV v Sl SRR A~ v A
< MVRIIY > EAE AR (JeKo-1 5008 5 O°Granta-519 /) ZBHEL 72NSG~ 7 A% FWTA W,
HRLOPUEEHG P2 IRES L7z,
Z ORGSR A B A G CIE S AR R AR b7z, 2B, JeKo- 1z AL 72
R TATENA N7 T 7 A LD PRG-I & BB AN R SR OB R M EGIIFRD b e h o7z,
—Ji+ Granta-519MIfa 2 AL 72~ 7 A TIEARA 7 T 7 A EOPEFG-IS X0 B 55 18 5l B ) 5 hs
HR SN A Z LD RSN,
F 7o Al e R P G S AL E B & L LR BR B O AR I A IE R S 7o AEAEHEL
(FPoefi) 13, JeKo- 1Ml 2 AL 72~ 7 AD MALERECT23 H . A 5l Hiphde 58 C57.5H.,
Granta-519MifaZ B L 72~ 7 ADBLERTLOH  ARa g B 58 CT35H ThH o720 5B,
JeKo-1MifaZ BRI L 72~ 7 A TIINA N7 527 2 L DOPHBGIZ X 2 AR S oo 2447 I T B VR
FROSNL o7z, —T7, Granta-519MiBZBALL 72 7 A TIENRA 7 7 AL OHEHFESZ
KA AN A R R AR 2B 50 S 7223, RIREBER LB MBEH ClEEIZRRO b e h o7z,

v  NUVRRY D NEEHREREBRE Y XIS TR ASERORESEMER

A) JeKo-1flla EERIEY IR B) Granta-519fI3 2iERET DR

(photons/#)

“OWZ
101

510"

gg 10°

E 108
107

1086

A)
)
100

80

& o0
=

& 40

20

0

(3)

BEOH Prorons®  mmsm . BEOH
100mg/kg RERTST R : 25mg/kg RIS T
25mg/kg NERIS TR AR 2.0x108
6.25mg/kg NI S T A4 2.0X105(@ +
A 1.0X10°8 100 RRINI59 R ERHE
AEABE 1.0X 10508 + b AGHEED 2.0x 1048+
100mg/kg "RZNIS5TZ 58 = RRNISTRBIGHE
RS 101048+ = |
\\i; 25mg/kg NXRISTR 100 3
1Y+ B S o RuOES =
- SR 1.0 1058 + % : .
E#n=8) = g mmgkgNEbISIZ - &Y
0 10 20 30 40 50 60(Q) 0 5 1015202530354045 (5)

r5&BEH ®r5%&BN

<> MVRRY NEHREERE Y ADEFHE
JeKo-1#ilREERIET IR B) Granta-519/ifa RIEBIEY DR

EEOH 1“’/0")0 EEOH

l——_+ RS 1.0X1058 1 1~ 25mg/kg ARRISTR
. i 1.0x1048 + AR 2.0X1058
100mg/kg NRhISOZ & K2 2.0x105@ +
. FE@mioxicEs  TF 50 AVEDP L
pomeenE I o7% ) o AR 20x10:8+
R ]_1 RFNISTRENHE
mEE TR 0 (&32n=8)
0 10 20 30 40 50 60 70(8) (BEn=8) 0 15 30 ®

®r5&EN =5 &EN

[RERAE]

A) R 2B ' DLBCL E#H 16170 SR L 72 THIIE 2 v 55 T2 v4.0 GEBUT) 12 X D RS MIIE 2 FAEL L 72 BUBRBAZA 7 HATIZ
NSG¥ 7 AIEWIE L K= — 5 287 B AEFEBIT % L9 @R F U L 7zJeKo- 1l (1.0 < 10°E) & BRI L 720 SUBRBAR 1 H RIS
T OB A% B AEID AT L7z S E R (R OB A0 &) A AL EE (1.0 X 10 | BRI BEEHR S XAk 2 522
A H AR (6.25. 25, 100mg/kg. #1121 HB RS« Rabfliid+ XA b7 77 2SR GF AT ~ v 20 & 55 e lET 5
Z LT, ME R A SEAG L 72 o FEOLEREE (photons/#) I3 & THO~ T ATA A NI AL L H i A 5 A& Ml la 261 H H £ gl
L7zo 70 Railigi 5 %64 HBE T v AR BHBIE L TAEERZHIML 777V <A v — B e TEFHZ 7ay M L7z,

B) A 261 ' DLBCLEH 16170 S FRILL 72 THIE 2 v L B AR v4.0 (BRI (2 X AR el 2 FA 3 L 720 SRR 6 HATIZ
NSG 7 AAEMENL K= — 5 287 MR 5 BT 5 L9 BIZFUZ L7 Granta-519# (5.0 X 10°M8) % iIRNFER L 72 o SUBRBHIAA
LHFNCU T OIS Y AR S LS L7 L E B (MM 0RO 2) | A SR ILEE (2.0 < 10° | SR BEH%S) | A b
777 ZAHRRE (25mg/kg. #ELT, 26 H ARG « Amfiig + XA 7 7 ZFEEGFRTE (N8 7 77 22 R milig 5 1 H 25 26
A BEAEHS) Rl + XA b7 27 8 MIERE (XA L2 77 2 R alla 55 Bt 62l HH RS ) . ¥ 7 AD & F5 0%
Mg 52 &C, TgEEGE 2 57l L 720 55058 (photons/ ) 132 TO~ I A CTAR ML FEAR L H A2 & A Bl a2 fif442 HB £ C 20
g L7ze 7o KRNI G H4A2HEETY YRR HHBB L CAEFRE R L, 777y AV — ke e CERILHE 7oy P L7z,

JERIEE]

ERFEBIEEA - FHEcEsfE
B
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VI. AREIREICET 5I0H

1. HHRRBRE/NFTX— 2D HEE
(1) e EEYLMHL AL
[VI. 1.(2) BEPRERER CHERR S N7 MR BhRE /N9 A — & | OTHS IR
(2) BRERSRBR CREZ S h - MBREN B/ N5 X — &
NERRIHAEOBHEMFER S Y NERE IS T AREEREHOMMMHE FHEIN
5% (0170015882 / TRANSCEND NHL 0015£88) 2> 2

HEANDT—%)

TS UIHEEO BRI A D% ) L BE [0V F AR B > 3§ (DLBCL) a4—1]
W2y ARSI 50 < 10°4E . 100 <104 . 150 x 10°flfl & HRIFFIR NP G- L7 & & ARSI, $eh-141C
BamE L7 ARSI L7z o SR L OV GRREE) (Cinax) 350 53¢ 5-28 H% F T O] -5 BE
B T T AR (AUCo28) DL TFDE BN ThH o720 R OBEIEDO Y — 7133 5-15:4 28 B LLNIZF2D
ENDH T ENE L, e RE R E R (tma) FRAEIZ12.0H (55 10455675055 31445 fr %% < 10.0-
15.0) THh -7z,

F72 Amnile S KM IZRRO b7z BE OEGIE, 5% 29HHTIR% Th 72, 5% 9I0HH
TIZ77%. 180 HHTIZ66%. 365HHTIZ59%. 730 HHTIZ38%TH Y . 524 F T sh 7z,

DLBCLOK—NMIH I 2ERBZEHDOEREMFEACARBGFLNILORAEL NIVRIOHE”

(copies/ug)
100,000
s 10,000
A
(:; 1,000
2 100
18 10
=
F 1
K 0.1 —e—DL1S
L 0.01 Biz
0.001 CRIR{E (5510053 (22530055 (i 20)
1 4 8 11 15 22 29 (@)
HARS
BEH
DL1S 44 36 44 41 43 41 39

* MBI REFRDIL | EREHR) AT —LHBE UG (QPCR) HEIC L) R—2AF 1 VIR U515 Ol J7 o 4l B g
DREEDE SN BEEZR G Lo 2015 TId BEZ RIS 554 IV I BRI ETLEZEZ5NT720,
50 x 10° M 2 [al % 5- B 1L R A L 726
DL1S: FI&L~V1(CAR THIKL50 x 10%E) o Hi[al#% 5., DL2S : &L L2 (CAR THINZ100 x 10°%48) o Hilal4%5- |
DL3S: fl& L L3 (CAR THINL 150 x 10°48) o> Hi[ml#%5-
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DLBCLIO&K—hMIH T3 ARGIBEEDOMIENRE/NFX— 5"

DL2S DL1S DL3S 4otk
(n=176) (n=44) (n=41) (n=261)

AN BIREFRAT R 52 166 40 32 238

Conas 25098 5 20958.2 23548.8 23963.7

(copies/ i g) (9806.3-79118.5) | (5634.7-71868.6) | (6374.9-71267.3) | (8159.3-78748.2)

() 11.0 14.0 10.0 12.0

max LAY (10.0-14.0) (12.0-19.5) (7.5-14.0) (10.0-15.0)

AUCo.s 229062.6 186994.0 185393.9 214283.0

(day-copies/ug) | (96750.8-689751.7) | (41717.3-510264.9) | (54491.0-849879.3) | (77281.7-689751.7)

H oA (575 104 257 2 275 31 5 7 40
*1 LAV REFH DI H . qPCRBUZ LY R=2T 4 VRS- RO 5 OMIBEEO W E ML H O B#E
K Ge& L7zo 214 5-ClE RIKZ RIS 2 8 4 I 2 7 0SRIT ISR 5 L B 2Bz 7280, 50 < 10° 8 2 [l 5B 3 Bk

L7z6
* 2 MHIBENRE ST X — & A3 N7 EH R 29 H LRI B BIRE AT E S 72 3% TId, / > aios—h x> Mg BRg/ s 5
A=y EFLTz,

DL1S: FI& L V1 (CAR THIHE50 X 10%4#) o Hal#%5-, DL2S : F& L L2 (CAR THIML100 x 10°48) o Hm#%5-
DL3S: H& L ~L3(CAR THiI 150 x 10%4) o> H[al#%5-

DLBCLOK = MI&E T3 XMBEEDOKHMPICETZ3EXMEACAREEF DR

R A B A CAR BT S 7z BB R/ FEAM RAEEE (%)

Al DL2S DL1S DL3S Lk
(n=176) (n=44) (n=41) (n=261)

29HH 158/161(98) 38/39(97) 36/36(100) 232/236(98)
60HH 109/132(83) 31/32(97) 16/19 (84) 156/183(85)
90HH 84/110(76) 20/25 (80) 8/11(73) 112/146 (77)
180HH 39/65 (60) 14/18(78) 5/5(100) 58/88 (66)
270HH 30/47 (64) 11/16(69) 0/0 41/63(65)
365HH 16/28 (57) 6/9(67) 0/0 22/37(59)
545HH 5/8(63) 8/12(67) 0/0 13/20(65)
730HH 0/2(0) 3/6(50) 0/0 3/8(38)

W RO VRN REF O ) 5, qQPCRIC LN R—AF 1 B O 5-1 O 5 O ML B EE O A S 7
BEENRE L HFHEO 5 BT e EE R TH 5,

DL1S: H&L L1 (CAR THF50 x 10°4#) o H[E#5- . DL2S : F& L~V 2 (CAR THIFL100 x 10°ME) o Bilal#5-

DL3S: &L L3 (CAR THIKL150 x 10°4H) o H [ 5-

6. iERURAEXIIERAE Pk

6.2.3 AR NDIZS

KBS ERICARZMAET S, @E . AR, CARFSB AT E LTCD8 MM (20x10°~50 % 10%M#) & CD4 [
MM (20 x10°~50 X L0®H) %, & s A B2 A E % FH 3100 x 10° 48 % BB (#iFH - 44 x10°~100 x 10°#) 12, CD8 Ry 1k
MR R O CD AR PO MR E 0 e A5 1 (EPH : 0.8 ~1.2) &7 A &9 . CDSFE ML % FIR N 5- L 7212 CD4 kg M Ml i %
HIRNIES 2, 2B KBOBFHGIILENI &,
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FFESUIHEATEDOBAINEIE AR T F ) 2 [~ > MV > SiE (MCL) 24— RIS, Ammiiig
50 x10°ME . 100 x 10°Mi81 % Hi [l R NP 5- L7z & & | A S I3 P65 B2 S BB L 7% . — ARSI 2

L7z
].40) T&) D f: o

Cmaxx AUCOZSLiJ/j\_FO)kﬁ O —(‘\ﬁ)of:o tmax':ljgﬂlﬁbi 100 El (gﬁlmﬁ\{iik'%B mﬁ{iﬁ : 90'

72 Al RIS RRD S 7 BEOE G, HE5-1%29HHTI74% Th o720 H5-#%90HH
TI1383.6%. 180HHTIi%68.2%. 365HHTI%66.7%. 730 HHTI338.5%THh Y, %524 % E T

WBEnz,

MCLIOKR— MBI ERRZFREHEDOKREMPEACAREEFLNILOAEL NILFIDHE®

(copies/ug)
100,000

10,000
1,000
100

10

1

0.1
0.01
0.001

< 2, CNEmi v O i

BEHY
DLIS 6

8 N

15
HAR

=]

—&— DLI1S
DL2S
thRE (551D RIE-553 MU (150

22 29 (B)

* RN REROI L PCRIEIZED N—2T A Y RUBG HOMBBEOREMAHE LN BEE T RE LI,
DLIS : &L ~V1 (CAR THIAE50 x 10°%) O H [E#%5-, DL2S : &L )L 2 (CAR THIAL 100 x 10°fE) o> Hilml#5-

MCLOF—MMIH I3 ARBEENOMISE/ 54— 4™

DL2S (n=82) DL1S (n=6) 41k (n=88)
R BRE A X G+ 73 6 79
Cinax 31631.0 9793.0 29335.0
(copies/ug) (15740.0-139924.0) (2287.0-17315.0) (9255.0-136684.0)
tmax 10.0 17.5 10.0
(day) (9.0-14.0) (10.0-27.0) (9.0-14.0)
AUCo.zs 329992.3 73158.1 288556.8
(day-copies/u g) (117687.8-914881.0) (36820.4-167235.2) (91758.9-900207.6)

PRl (55 1094507 55- 55 30U 43 %0
%1 VBTN REF DI L | QPCRIEIZEY R—2F 1 VR UKL HOMBEREOREMAEON - BEEZ N RELT,
%2 MFIBIRE/ ST X — & D518 b N7 BB,
DL1S: fI& L ~JV1(CAR THIN50 % 10%8) o HilAl4%5- . DL2S : &L~V 2 (CAR THIE100 x 10°48) o Hi[al %5




MCLaF— MIB I3 XMBEENOKHMBICETZXHEACAREEFNIREH

e R M A GE A CAR B T2 i S 7z B B/ ARl S8 E % (%)
DL2S (n=82) DL1S (n=6) &fk (n=88)
29HH 71/73(97.3) 5/5(100) 76/78(97.4)
60HH 53/57(93.0) 3/3(100) 56/60(93.3)
90HH 48/58(82.8) 3/3(100) 51/61(83.6)
180HH 28/42(66.7) 2/2(100) 30/44(68.2)
270HH 22/36(61.1) 2/2(100) 24/38(63.2)
365HH 22/34(64.7) 2/2(100) 24/36(66.7)
545HH 17/29 (58.6) 1/2(50.0) 18/31(58.1)
730HH 9/25(36.0) 1/1(100.0) 10/26 (38.5)

FREWEWAT S REF DI S qPCREEIZE Y N—AT A Y RUBSG- R OMIBEREOWEMEA LN BE e R Lz,
HREHO T FHIFT TR EEH B TH 50

) BRIIHEEDTI Ly TBHIREFRS XY NEBEICES TR SRIREEOMSRE  ERE
$[E % 1455 Ek (JCAR017-BCM-001:£52 / TRANSCEND WORLD itEg) 3"

(AARNROHEANDF—5)
IR BREOTZ Ly Y 7 BRNIER T X200 LSl B E AR S 100 X 1088 2 $5- L 72
L& ARSI, SRR, AHMEEICTHSR U720 Craxy AUCo-28y tmax FYEIZLL T D

E«‘EV)VC“ZF)O?':O

TR—MRUSICHE T ERRIRSEORMEMPEACAREEFLNILDOHE

(copies/ug)
100,000

10,000
1,000
100

10

< 2. CNETEd v O > i

1

0.1

BEH
IR—RTEM) 25 20

8 1

25 23

—@— TiR—B1 (BRI
JR—R3 (B7)
hR{E (551000 RIE-2E 300D %)

15 22 29 @
HAMR
22 23 23

* MBS CEG LA &G SNETORED )L R=AT7 4 YRG5 RIZQPCRIEIZE 2EYBHEONEMEHFT54TO

BHREFRELT,

FRESEOMBEE/NSTX—9

a4 —M(ERIN) (n=22) *

IR (RN O HA) (n=22)*

ax—F3(HA) (n=10) *

Crnax 28004.0 21226.0 46561.5
(copies/ug) (8117.0-91948.0) (8785.0-63880.0) (6837.0-71743.0)
tmax (day) 10.0(7.0-16.0) 9.0(7.0-10.0) 12.0(9.0-15.0)
AUCo.28 298106.0 204946.2 398123.9

(day:copies/ug)

(87422.5-745570.4)

(70526.9-495163.3)

(59182.7-572674.8)

YAl (58 17053 52- 56 31 23 %0

* MAEBIRE/ ST X — & DF O N7 BE R 29 H DRI IR BhREATIE SN/ B Tld /v 38— b AV Mg B X T 2 =S 2B L 72,
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3) —RAERFICHEIIIEAEOBABR EMBRHMRBIEEECOTI Ly > TBHRIERS X)) N
BEHZICSIIARENREBOMBEHE BN ETHKER (0170065 /TRANSCEND-
PILOT-017006 &% B&)%?

HNEADT—%)

—RIGHE I I GO AR & s R IEEIE 0T 7 Ly ¥ 7 Bl dER Y %) 2%
JiE B LA A 100 < 1004 2 BE [ ER IR % 5- L 72 & & Cinax (H19:E) 1223000.0copies/ u g
AUCo.2s (F19:fi) 12218194.1day - copies/ s g+ tmax (HF19:fH) 1210.0H TH o725

* Ao G AR SR L O qPCR PKARATR RAEH] (R i SR RIEF D H 6 gPCRIFEIZE D N=AT A VI
K OG- O HOMBEREOWEM A SN BE) oM A ICEEN BB LI REL,

4) —REBREICERI I AEOAREOBHMRBEEROT /Ly o 7BHRIERS X N)E
BECHS I3 ARERESEFOMBEE: EEXREFEMBAZE (JCAR017-BCM-003 5%/
TRANSFORM &tE8) >

(HARANBOHENDT—5)
—WRIGHAR ISR TE O FR & MER A RLE IS D77 Ly & 7 Bl IE R T %) 273
FBFVAREHINL100 X 10° 48 % BE IR G- L 72 & & | Conax (FRILAH) 1333349.23copies/u g AUCo-2s

(Fhyefit) 13270345.09day - copies/u g+ tmax (F19:E) 1310.0H TH 5725

* PKAAT T G4 H OR RIS RER D) B R OFGR OG- 1L Lo Mg B EE oW 5 5 A5 5 h 7z
BE)EINLBETHREL

5)BRNIIHAMENDINLY FBHIRRERDF YV NBREICE T3 ARERIRSIFOMAREIRE:
EFE 4t FE S I48555% (JCARO17-FOL-001 %88/ TRANSCEND FL{Bg) ***°
(HRAROHEAND T —5)
R IHEEDOL Y FL Y FBMIREIER Y F ) U EBRE (2R —M1~3: Bt 3 )E
(FL) MENCCARZEBUE THINLE LT100 X 10° 8% BLRIEHIR I3 5- L 72 & & . KA OAR Gk o
BT L ARVEAR P53 A LG 10 HER AT T Cuas 2R L7212 BRI L7z o 2 REH
(2L+ FL) @ Crnax DH19:E1342026 copies/ 1 g AUCo-2s DH1 Y12 260274day  copies/u g Tdh -7

Jk— M., AR—R2ROAKR—F3ICH T EARRBRSEOREMAPEACAREGFLNILDHBE

(copies/ug)
100,000
> 10,000 ‘ T A
2 9 BERTo % ol IR
L5} R S R GRS
F 7 SO ¥
L 1,000 S ~
~ o
Y % 7
7
100 §/ thRIE (551005 i8-8 30U DM ¥
1 4 8 1 15 22 29 B
HARE
mER O+ h—M @L+ FL) - -Ar - Jh—h2 BLFL) -=0=+ Jih—h3 (2L FL)
JIR—M @+ FL) 0 37 53 54 54 59 56
Jm—b2 (3L FL) 0 20 43 41 45 46 46
Jm—hk3 (2L FL) 0 6 23 22 20 22 22

* PR RER 13061, ) HHANL0H) : RGO ERMAIG S, LRFELL EOPCRIC X MBI OHIEMEZ A T 5L TOEHS,



JR—KM1, OAR—P2RTIR— PR3 ICHFIDE RIS EOHMBBENB/INSX—9

g% —k. 2. 3(2L+ FL) (n=128) *
. n=128
Crax (copies/u g) 42026 (13537-110390)
n=128
tmax (day) 10.0(8.00-11.0)
AUCo.2s n=120
(day-copies/u g) 260274 (106797-673556)

i (55 109430 8- 55 3 TU 43 450
* PKEFAM T AE AT A AR (12861, HHHARANL0B) : RFOEEEGD TG S, 1oL LOFF M fE 2 M8/ So A —5 2 T5LTDH
B IBIRE ST A—F1E ) A= b AV MBEIFIZE DB L7,

F 720 AR 2SR A A C RO SN - EHOFGIE, &5 H29HHETIRAAANE GH 2 fERT
96.0%. ) HHARAERTI00%TH -7z $25-% 90 HH TIEEAREN60.7%. HARANEN60.0%.
180 HH TIZ &R 4£M140.7% . HARANHEN30.0%. 365HH Tld ek 4M41.3% . HARAHER37.5%.
730 HHCIZ&HRER25.0%TH Y . EREFTHRG2EBET RSN, 2B, 7T30HFEHD
A EUI A e o7z (BARERIAB], HBHANEFO0H) .

JR—B1. IR—F2RUIR—F3CBIF2FERESEORMEMPICHFEFREACARBEFDEL

RAF M A B A CARBZ T A5 S 7z BB/ Bt S B EEL (%)
Hebi ak—H+1,2,3 (2L+ FL)
LR (n=130) * HARNEH (n=10) *

290 H 119/124(96.0) 10/10(100)
60 H H 95/113(84.1) 9/10(90.0)
90 H H 74/122(60.7) 6/10(60.0)
180HH 44/108(40.7) 3/10(30.0)
270HH 45/105(42.9) 3/8(37.5)
365HH 38/92(41.3) 3/8(37.5)
545HH 24/59(40.7) 2/6(33.3)
730HH 1/4(25.0) 0

* K OB AR MA G SN 1TRE L EOPCRICE 2 M BNEOMEME 2 A 24 COEBE 71O BHIFEM T REEHE B &FEF O
130 BNIFAANEFL0BIA & TN S

R IMB DAV F LY ’BRIIER Y F ) L8l RE [Tk — M4 0 v o3 E (MZL)
B TITASMINE 100 X 10 Z M FHIR NS L7z & & ARSI G- %I B L 78 . — Mk
iﬁ%bf:o HZIKJ\%@&%{Z,K% ( 3L+ MZL) @Cmax\ tmax\ AUCO-28 EP;%'ﬁg‘ciu—F@kjaV)f&)Of:o
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OR—F4ICB T EERRFESEOREMPEACAR BIEZFLANILOHE"

(copies/ug) — JR—h4 (3L+ MZL)
100,000 thRfE (551U -85 353 i %%)
g
A
0O
> 10,000
Z
1=
=
F 1,000
L
~
L
100
1 4 8 1 15 22 29(8)
may HiE
JIh—h4 BL+MZL) 0 29 60 61 63 65 66

* PKAENT A REM (6761, S BHARAN2H) « AR AHEGEN G REN (RREOBEERLHIHEG SN2 TOEH) 05, G-l %PCRIZL 2
MIBEREDREM A $ 58,

JR—P4ICBIFIFIFRZSZOMEBENE/NSX—F

aFx—h4(3L+ MZL) (n=66) *
. n=66
Cunax (copies/ u g) 81390 (31146-198376)
n=66
timax (day) 10.0(10.0-13.0)
AUCq.28 n=59
(day-copies/ug) 657799 (213897-1579477)

FhofiE (55 10053 137 8- 55 310 43 v 0
* PKEFAM T BEMFAT G RIERT (6651, 5 BHARN2H)) : A M3 5G AT RER (RO M & RAAEE SN2 TORF) ©H b, 128 Lo
TR M EIRE NI X =8 2§ MREIRE/ ST A—21E ) a =AY METIZKD R L 720

72 A AR MO SN BHEOHGIE, G HR29HHTIS.5%TH -7z, &5
#%I0HHTIZ75.4%. 180HH TI363.3%. 365HH TI1349.1% . 730 HH TI347.1%. 1095HH
TiE33.3%. 1275HHTIZ50.0% TH Y . HANZ GO &L THRS-3F R T TS h,
%, 1275 HRE KO RHI BRIV % o 726

JR—MRCHIZIFRFSEOREMPICHSFEFREACAREIEFOREE

. RAF M AR B A CARBAZ F- A5 S 7z B/ 5FAffixd S B A% (%)
aF—+4 (3L+ MZL) (n=67)*
290 H 63/66(95.5)
60 H H 52/62(83.9)
90 H H 46/61(75.4)
180H H 38/60(63.3)
270H H 36/57(63.2)
365HH 28/57(49.1)
545HH 24/49(49.0)
7300 H 16/34(47.1)
307 HH (910HH) 6/17(35.3)
36 HH (1095H H) 3/9(33.3)
427 HH (1275HH) 1/2(50.0)

* PKIFHT A RAEH (6761, ) BHRA2H) : RGN RER (R OBERMBIHES SN2ETORE) O L FHHiTTREZPCRIZE 2
AL BN HE DM E M 2 55 B o K R 5 B ET Al T e B o
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(3) MR ENEE E A R IEDBIERE

1) BRI AEOBHERIERS V) NEBHICE T2 ARARERIRESEEOMIAEEE  BHEIHE
£B% (017001:£B8 / TRANSCEND NHL 001 stE&) -3

HEADTF—5)

FROUIEEAYEO BRIKIE AR V% ) oSS [OVF AR B > 3 (DLBCL) 24— h)
ARG Z BUREIRN PG L7 & & 2R (17561) TIEIEZRRER (5061) & LT, Coa I fEIZ
4.061% (33121.6copies/u g vs. 8160.0copies/u g+ p<0.0001. Wilcoxon#R %) AUCo-2s F YL fif 1%
2.591% (258584.8day copies/ 1 g vs. 99966.3day-copies/u g p<0.0001, Wilcoxon#E) DT -7z,
720 tmax PRAEIZZE RN TLLOH  FEZERIEFE T14.0H (p=0.0122., WilcoxontiizE) Tdh o7z,

DLBCLOK—RMIHB T 2ENBERVIEEDREICH (T MBaEIRE" "

(copies/ug) Chax
1,000,000

100,000
ZREE | JERFEE
A 10000 (n=175) (n=50)
3
g max [
Conax A 331216 | 8160.0
(copies/ug)
1,000
pfiti p<0.0001
Wilcoxon# &
100
EWEE JEEEE
(n=175) (n=50)
(day-copies/ug) AUCo.28
10,000,000 g
1,000,000 :
2 100,000 s | JERRERE
rC3 ! (n=175) (n=50)
8 . I8
AUCOTIRAA | ooocer s | 99966.3
10,000 (day-copies/ug)
pfH p<0.0001
Wilcoxontfis€
1,000

EWEE IEEREE
(n=175) (n=50)

% 1 AR HEFENTR REM K O qPCR PKIENT FEEN] (2 &M REMD ) B QPCREEIZ LY R—=AF 1 VLU S-14
DS OMNBBIRE DN EME DR SN ) DM IE FN D HAHES- OBE 2 5L L7,
%2 IRCHISEIZ L AT BIGHAI A CR U PREZ %) . 21Dt (SD. PD. E-liANHE . non-PD) % JEZ%h & L7z,

6. iERURABRISERMAE (k)

6.2.3 X@OERS

PG E AN AR & BT 0 % I, CARZEBUAE THME & LCCD8RE LML (20 x10°~50 x 10°M#) KU CD4 k514
HiAE (20 x10°~50 x 10°E) %, A FHllIa Rk E 4 97100 x 10° 48 % B (FEPH - 44 x10°~100 x 10°{#) 12, CD8F5 14
AAL KOS CDA R ML O M B A5 1 (PR - 0.8~1.2) £7:% &9 . CD8BHEAMIL % IR N5 L 7282 CD 4R A g %
RN 20 BB RO G I L BT &,
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PO G EOBMINEIE R ) NE RS [~ MUVMITEY /3  (MCL) a2k —MIZAKm%E
HEEIRNI G- Lo & BRI (6761) TIZIEZRAYER (8F1) LHBL T, Crax M ULEA331631.0
copies/ug vs. 12444.0copies/u g (p=0.0557, Wilcoxont 7€), AUCo.2s F 9 A3309578.0
day-copies/ug vs. 142461.5day copies/u g (p=0.1163, Wilcoxon¥tE) TH Y. TS DRl EhzE
ING A= LI RIGE IR OZR IRCHIEIC L D CRIUIPROWT A L ORI S A 7% B
RBDONTR o720 F720 tma PRAIZZERYEHET10.0H ., IEZR)EE T14.0H (p=0.1253., Wilcoxon
W) TH o720

MCLOKR—BMEBIFZRNEERUIERDFEICS T ZMBENE/INS X — 9 /ML DREE

B EH FEEE e
(n=67) (n=8) -
Cnax 31631.0 12444.0 0.0557
(copies/ug) (16603.0-139924.0) (3654.5-34099.5) ’
tmax 10.0 14.0
(day) (9.0-14.0) (10.0-17.5) 0.1253
AUC .55 309578.0 142461.5 0.1163
(day-copies/ug) (103329.7-1089840.3) (39903.5-399860.0) ’

g (55 109537 5 5 31 532 %0)

* 1 AR VEREAT R SREEHT O PK AT I AR (%2 S EBEAT A REF D) 5 | QPCRIEIZ XY R=2F 1 VR OHG- R OMIL BN RE OB A S 7z

BE)OWMTIEEINLBEEFREL.

* 2 Wilcoxon Mg 1220 <

2)BRXIIHBEDI LY I BHIRREFRSF ) NEBEICES TR RBEOEIRERFOMPIEE:

Ep it [E % T 55E (JCARO017-FOL-001:%E%/ TRANSCEND FLEtER) *®

(HAANBOFNEAD T —5)

FZEUIHETED A~ FL Y FBRNEIER V) D8l (aR— M 3055 ) 2SR (ISR Z
HEEIRNEG Lo &, 285, FERREE O Cua P IRAEIZENZENT1396.8copies/ u g.
143854 .8copies/ u g tmax PRAGIZZFNZN10.0H. 13.0H, AUCo s AT EN T

609536.5day-copies/u g+ 3399275.5daycopies/u g Tdh -7,

JR—MICBIIZEDEFERVERNEE LS IFIMERBE/NSA—IEFREL DREE

wrhBE FEhBE
C n=62 n=3
(é“g;ies Jug) 71396.8 143854.8
(31145.5-198375.5) (3974.2-302148.8)
. n=62 n=3
(day) o o
(10.0-13.0) (10.0-19.0)
n=57 n=1
‘?dig?ézpies Jug) 609536.5 3399275.5
(213896.8-1447840.8) (3399275.5-3399275.5)

g fiE (58 10U 537 - 55 30U 73 %0)

* RandGH DA REF OIS 12U LOFFM T Re 2 MIa B/ ST X -5 25T HEHL L,
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(4) i
AR
(5) BRE - HAROZE
1) REORE
LB L
2) HAREORE
AR

RERAY/NTX—4

(1) BB A3 20 303339
VA THIERER (017001 308% /TRANSCEND NHL 0015%8%) K OB 4 [A45 THIERER (JCARO17-
BCM-00138% /TRANSCEND WORLD#ER) Tid, BEAR Y AF—HLHFH K& (qPCR) 2T
L7 ABE T RL)MBBIEMIT 21T 572 2B, QPCROIINIC, 70—H 4+ AN —%
FIV - g & 0 MR BB IRAT 2 AT\ SRR ORI 72 7 — & & L7z, 29 H H AR ISR By 7S
W SN2 BEZ X RIZ, Cnaxs AUCo28 M tmaxRED ) A 3— 1AV MR BIRE/ ST A — 5 %
U720 EIBRILFE S TR B A HANERTIZ, 70 —HA PAM) =% FEfiL LD o7z,
F 72, BRI 45 MAH R (JCARO17-BCM-003 385k /TR ANSFORM %) K OF I B 3k [ 45 TTAH
Bk (JCARO17-FOL-0015%8% /TRANSCEND FL#B#) Tid. Fay 7Ly b FYFVRIAS—F
MK E (AdPCR) 2 WWTHIE S 72 R AY M A 71812 L) MBI E AT 21T Coax
AUCo28 XD tmax 2 E DRI EYE /X T XA—F 2 FHHL 72,

(2) MR R 32 FEE 52 340
HMER L

(3) HREEEM
HMER L

@) 2P0
HMER L

(5) B HBEHE
HMER AL

(6) ZDfth
HMER AL

. BREMREERHR

(1) BBH7 753
IR AR T

(2) N A— 2 EHER
SHEADF—5)%
iAo TR (017001358 / TRANSCEND NHL 001385%) THH Mzl EIRE T — #1220,
IR A4 B8 70 % RS BYREAEAT & 47 5722 25, Conas KOG 0 5 1R ]
(Taw) IZAEHROTHLAE (635%) & L TI8 T2 N2 N2.46 5K U°0.7084%, 867% T0.253 5 K1
LISHHZEMLL ., Mo UXY T RO/ IEINF AT 0L R 5 L BE TR G L%
B M E LT Connh52. 0405 ML . HIWIAH (o) O IR (HL ) 25195 HFHESE L7z
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HL 13" > SERER b9 (LDO) MiOIRZE DI FEF] (SPD) 25 Jifii (22.7cm®) TH A4 L
WL T419ecm* D3 41.56 8%, 0.8cm* D354 0.360 5122 b L . FHEM O (Thae) X, B3
TREVATEIE LR ARG SN BB L IR LV R OV2+v3 CTRUE L 72 AR 2 5 5- S 72 BB T
LO62FEIER U7z BESE AN B RE AT 2 47 o 7o 20 . BT L7828 & (Conax OO Tan iR 972 455
HL 2K FHLDCHIOSPD, Coax K HL A TH VAR T RO/ IZINVFIZA70 A FO
R Taglx 32858 TRON=Y 3 2) 3ARMOMIBEEICEROD LB RIZTESHEVEE L
b7z,

4. PRI
AR L
()"
t CD19BsERaji N —F v MY > Sl 2 A L 72 50 A4 (NSG) < 7 AR 261 3LiZ DLBCL
BF 5 BE T3 0B UVA.0 CRLE L7245 [1.25  10° i (AR | 5x 107 () 32 <104
(E ) ] ZERIRNES-L | M A aoflile (CD8 R 1 S U CD4 R PEMINIL) ok p i HERS 2 a) L 720
ZOAER & B F — RO TAE R O CD8 Bk e U CD4 B i ia Bk, &5 =i T -1
SHEIZ, MHEM LR TR R IABEICE—2IEL R, BRI L7,

5. 36

(1) M7 —RiBIPT @B 1
MR

(2) % —RASEEIFT:E B TE
B AL

() ALANDBITHE
MR L

(4) ERADBITH
MR

(5) 2NN/ DBITHE
MR

(6) MEFEBHEEE
MR

6. X

(1) B ARG B UM B2 R
BRI L

(2) KBIRET 3% (CYPH) D3 FHE. FE5F
BRI L

Q) MEEBHROFERVEZNEES
BRI L

(4) KEMOBFHENOFTERVEMELL ., FHELE
BRI L

%!l

_63_



7. HEitt
TR L

8. b7V AR—5— T B1FR
RMTR L

9. B FICLBFREE
LT L

10. FENEREEIIEE

(1) FERUFBHEIC L 3 MAaEHEE : 55455 I 18518% (017001 5B/ TRANSCEND NHL 0015%5%)
SHEADF—5)*
R U EATEOBMINLIE A % 2 ) 2SR 1A (CAR THIIE50>x10°M# , 100 x 10°48 31
150 x 10°8) Z HEFEARPIPES- L7z 65 AR o8 (14261) K065/ L EDEE (96 B1) D Camax
(gefil) 1ZF N #143,440.2copies/ u g K 1¥14,194 9copies/ u g AUCo-28 (F9Lfl) 1ZFNF
312,636.4daycopies/u g 2 0°135,843.4daycopies/u g TH Y . 65 AN DEHZ L6565 L FOBE
&I LT Cmax A¥3.06 55 (p<0.0001. Wilcoxon# )+ AUCo-28%32.30% (p<0.0001. Wilcoxon
WE) W o7z Vv ERBRZ LA #E D (LDC) HiOWRZE O A& (SPD) £350cm” LA Lo B#
(59%1) KU50cm® Al DB E (1676]) D Crmax (P 9L4H) 13ZF N 2N53,399.2copies/ug KO
21,760.2copies/ i g + AUCo.2s (ML) 137N -21523,546.7day  copies/ u g} TN 183,267 7day - copies/ 1 g
T, LDCHIDSPDA50cm” Bh EDEH TlE50em* K DB H L LT Crax 252,451 (p=0.0114,
Wilcoxon##5&) « AUCo2s%32.86 4% (p=0.0011. WilcoxontRE) Fihr>720 TNHDMERDS | Fil
B (65 L) T Cuax RAUCh28 DML 2 ) . R=AF A X DSPD A 5V (B AL )
BH T Crnax LTAUCo2s 2355 { 2 A S FRD H L7z

11. ZOft
HERR L

6. ERUVUAERIIERAE Tk

6.2.3 Amnirs

BH5-E T zlguu%ﬁ#(%@_% L BAICIE, CARSEH A THIM & LTCD8|§ZE P (20 X 10°~50 % 10° ﬂE) KO CD4 R 1%
HIHL (20 X 10°~50 X 10°ME) %, &SI B2 K E %2 FIH 37100 x 10°6 % B (#iPH - 44 x10°~100 x 10°4E) 1=, CD8 K5 1
HE K O CD ARG M DM EL DO AT (FEPH - 0.8~1.2) 75 X9 CD3BG MM % B IR N5 L 721212 CD4I77”? PR %
RN ET 5, B RO\ IEL WL,

9. BENEREEITIREFICHTZEE (Ikk)
9.8 SR E
—fRICAEFENET L TWEOT, BREOREZBIEZL 2P EEICRGTLIE,

_64_



VI. R4 (ERALOZEEF) ICFT3EE

1. EERBE L ZNIEA

&

A XRT, BEEFCTOMIC CEIEERRICHWVWT, SENREMEE RV EMBMAEEED

REICHL T RS- BBERS. P ORERTEEICLIARICHATIVELFHAE
ZEEIDS E T RBEDOBRED B RS BERCOVWTOHRETE &, 1=, BE
BIIRICENL S BERIZTORKICHEMMRVEREE+2ICHBL. A28 ThoR5%
RT3 &,

1.2 EEQOYA M U HEERBIAHOSDNBZENHY). FETICEIIEHEEHTAREMIH S,
BEZTHITV. BESROOSNAZEICIE . ERFTEEPRET IV 1 M U RbERS
EET7IVTYZILFICR, BYLERBEITICE, [7.3.2, 8.4, 11.1.1 BH]

13 EERBEREEIPTHRRERIHODNBIENFHBDT, BEETHICITV. BED
BOSNHZEICIE BERTEEIRETIHBRBREE7INTVILZFICH, B XA
MEZEITH>ZE, [8.5.8.10, 11.1.2 B ]

l]IIH

450

L1 AR S 8k o g T8k T 5% I O 3 i s i R RS R DB 3 ST R Ak L R 2 Fe DR 0 b & T
WIEHAESFINDL T L, o, BERTORBEEDPRMICLBEHR T T T2 2 L33
EEZRRELZ,

1.2 K OFGIZXDEEOHA M A VIR ERERESEB T2 280550 B LBIIZEH# TV
T ALEFIE o THEYNILEZAT ) D EDPHDHZ LD RELT.

1.3 KOG IZINVEEOMBERFRYPRITLI DD FBHLABIIZER TV TY X LEIC
P THRYNAEZAT O VBB LT e D FEELT,

2. X5 - BIEABE L TDEH

2. &E Bk

2.1 BERZIL

2.2 KD UBBEDCREEDH 5EE

23 EMBEELTRAVIHFBEREMERIKERMULBERALSCHELEVIE,

[#7a%]

2.1 REMFHEEHE 2 5TBY J—1 7V OFEIEEEETH D708 L7z,

2.2 RO RBUE DD B 5 BH Tld KOG XY BBOELS T T LA H 5 L
MHRRELTZ.

2.3 REIZARMIBFEOBGTH LI EMnBEELT,

3. RhEE . IR XIIMEREICEET B ET L ZTNER
[V. 2. &hEe. BRSUSPEREICBIE S B8 A BT B2 s
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4. RERUVAERIIMERAGEZICRET 3 XL ZNEH
(V. 4. EROHRSIE AT S R £ B2 2 8

5. ERLEXHERETNER

8. EELERNIERE

8.1 KD MHICH72-oTIE, FIRDBRIFIC BB AR MO LENEE LI, AR R TEEEZ0M
R DEIER D7D BB FIHIIOWT, BEIIZORKICLEEZL->THIIL ., FE
A ThORMEHHTLIL,

8.2 Afhidt b - B HIR OFM R M L TEE ST WS, e b - BiH kOB BHIDOWTIE
REMMRDIZDOIANZARBREZ ER LTS5, TS DRI E T 2 B i (5%
DVAZ Z 5t AR 35 2 LIE TERV20, REOMIE UCIER FoLEE% MMt
T5HZE,

8.3 HIMEKT 72 L — Y A% FHMi§ HEHIE, U AMIRDMEREFITOWTHEHEUIEDORIRICGE %
boTHWAL, MEEMHLI L,

8.4 A M A VIRHIEBIEDSH SN D LB HDT, RihOHEGITH 72> TUE, Mk A %
19 % . 88, I E  BIR , TESE | KEE e . MERE A VEY o SHURR ERAE 55 o B R AE IR 12
DWT, Bl AR T T, [1.2, 7.3.2, 11.1. 15 ]

8.5 Ik RFL D HODLND I LW DHDHDT, KMOFGZH 7> T e RFEAE Rk, FEE
FEVED T RS OBHIEIRICOWT, Bl e 5512479 2 &, [1.3, 8.10, 11.1.2 B ]

8.6 IEYENH HON D LD HD T, RMDTGIH 75T, BHRAEIRSEZHERRL . Bl % 1512
192850911, 11.1.3 B3]

8.7 AIMIKT 7L — Y A% Eiti 3 5112 BEIF 57 A VA, CHIFF &7 A VA RO HIV &S D4 %
WR3528,[9.1.2,9.1.3.11.1.3 B{]

8.8 ANk G- R EGAMLL FIzh720 | M/ MGE A IFhEkii A, BI85 jER2H S b b 2 Lt
HBHOT, KOG H72oTIE BB Z TV BEOIREL +0 BT 5
ZE,[11.14 8]

8.9 BB EBREA D DN BT LD H BHD T, KOG H 72 - Tld ML i B o
WE RO ERREMR A LT 5%, Bl e T51ATH 2L, [11.1.7 B3]

8.10 FHHIRBEA L EAE NS O MRR IR D LN D 2 DD DD T, RS- HOBEICIE,

BBy LR R MR 2 ) O BB e F SR W E )R TAH 2L, [1.3, 8.5, 11.1.2 ]
8.11 CARZEHITHINE % &4 3 5% F A RS IC BT, BB 5 BICCARBEMED THINE Z i
&2 L SRIES OFEBIDHE STV 5 o il OREBIRIEIIE TIEZwAs, THENEZ & ik
5B L SRIERE O RBICITEETAI L,

8.12 BUSHIE 272 S 2 W EF OB X0 L ARGASRAE SN WITREMEA S 5 2 LIoWT, RN
SHLTHIT A E, [171.1-17.1.5 B8]

8.13 HHE DM A S RO G ICESL T TO WO TMHOFEMNIE B3 B8 H At
TAHYZ AT NVEERRT LI L,
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[#755]

8.1 AMDMICE LT, B R T DORBEEDA DA RE e 0% 47 DM IE 2 FH D723\ B2
FHIFOWCTHGBIFT HLENDH Y CETOFHPARCFESLEEEZ | FE L.

8.2 A EE THTIZ, b ME R 203 THINE . 7 P IRIR M. 7 S fLiskmE s, gk
Mg (AC) . & MILE7 V7 3> (BRILE K, SRIT5E IR <7 A4 7)) F—<#fild 5
EASNDE /7 0—F B E LTS o RGSEWHROEM B Z A L TRESA TR
7o LTz

8.3 HILER 7 7 2 L — Y A AR M BIET 2720 DFEM B ORITH 5 2 L, BT ORIESHHLF
FTHIEDLETHY) LETOHMEFRBEILEEE R HELT,

8.4 ARG GIRTHA M A ¥ HEEBBEO BHASTRO LNTHY | BRIEROBISASEETH S I Eh 0,
LTz,

8.5 A G-HBRITHFLRFRDOFEHAFRD LN TBY | FERIEIROBIEENELELTH LI LD, L7,

8.6 RFMDEWRNRE LD BEIBIHED VA ZHLTWEI LR DY, T2, R G- HICIEKGIED
RBOLNTBY ., BIENLETH LI LDLHEL,

8.7 AREMIBMINLIIEM T 5 2 &5 BRUF 4 UICHRIF &7 A VA% ) 7 OBE UK S |2
BOTHLEYA VAN FIGHAL SN AW RN D D 5 2 &, F72, HIVIEREIZBWT YA IV ASH
THURMDH B EDD, REL.

8.8 Mk 5-RICFHBEEDIMERIK 2780 HNTHBY AR OB L ETH DL LRk E L.

8.9 AP P EB N EAE RS TR S NUTHY L A R OBIG DL B TH B Z L HikE L7z, J5IC
M D%\ EE 7R RS A BE ROV A7 OFEWEBE TR, BRI LETH S,

8.10 AFOMEA LU EREILFERER T, iR FRAME SN T VD T s HBHLEIR R fEpz 5

MDA R TG ERPLETH 5720, HELT.

8.11 #FHVT. CARZEBITHING R &4 35 o> FRAE PR S5 B i D e 512 IC CAR By ko Tl % 2 i &
T8 2 RIES L P SN A HE D ME SN2 L0 S, ERBG A HIR L E L E 2
LTz,

8.12 A BHARANOMIaE W CTEETLZARMERTH Y (IR T 72 L — Y ARFEESNTD,
BRI S VSEORHIC L) RGP IRETEL VAN D 5 RSV ST ik
DD EIIOWT, FHICEFICHHTLI LN EETH LI EDNLRELT,

8.13 AFOMHICKELTIE, B RLOATEL, v=2 7V ([ HMNC RN E— H AR
[TVLY oD I G~ = 27V RO I K]) SO BT 208 05H 522 h0. e L7,
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6. HENHEREZFIIBEICHATIIR
(1) &BHE - REESOH58E
9. HENEREHTIBEIHTHER
9.1 SHHE - HEEZNHZEE
9.1.1 BPEZAHLTVEEE
BREIBISHC LY BN BT 2 BEND D Do (86, 11135

[AZ35]
AR DG L) FEe DO MERIK DD FRO HITE Y | EIIEDVIE ST 2 BLIWDH 57280 FRIELTz0

9.1.2 BRI IZCRF AT MIVA% + U TPOBER L BEBRE
RSB IR A4 A VAT — A —DE=5) 7 4475 5% BRI 44
W ADFHEPALR C I 4 D BEALDBUERFER D TINS5 2 & o WA AN AD BT AL
SIBTTREMED D), 7 AV ZDFHEPELIC £ 2 BALA S DA S 5. [87, 111.35H]
9.1.3 HIVOE#{H
TANADBIT BT HEMED DY . 7 AV ADHIIC & 2 EALD D S DN BTN S 2
[8.7.11.1.3&M]

[#25t]
REOEGIZ L BRF 47 A VA CERUF 47 A VAU HIVASFRE AL SIS 2 BENA %
SEDBRELT,

(2) BrtaepEERE
RESIN TV
(3) e ERE
RESIN TV
(A) EFEREERT2E
9.4 £TEREEHTHE
TEAR T RE AR, AR G- R OB 5% T i — e I YD 2 B 2479 JH $RETH 2 &,

[mRs%]
Kz HWEY CoEmESAEFEERBIIEBINTB ST, HESEICH AL EMEIZMET LT
WD EL,

(5) 4E4@
9.5 #Eiw
iy W% SE 4 é R/ 0 oy d Rl | PRl | RS (20 e ML o Tl

5
Kipx W78 COAEMBEEFTBERBRITEMINTBS T, RSN T &ML LT
WWehRERELT .

(6) 127LI%
9.6 R7LW
O LA RN RO REFLR B OA MR L L | RAOMGOUIPIEZHE $5 2 &,
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[#Z:5t]
A DIEFLH OBE TOMMRERRIIZ L ARG RORILICH T 2L EEP LTV RN E
PORELTZ 2B REOFLTHANDORBATIIIBE ShTw v,

(7) MR

9.7 /MR
/NIRRT G & L7ARRBRIZFE L Tz,

[AZ:5t]
NBEEERRE L 72RO RDPELNTB ST, AahO/NEEIS § 5% 4L L TV 2w
CEDPORELT,

(8) mEmE
9.8 EEnE
—HAEHREEEAML T LTV 20T, BB OIRBLBE L 2B HEITIRG 56T,

5
— BB R T A FEAREEDML T LCRY BB ORELZEHE L b EEICKGTLLEND 5
ZENDIEEBRIE OO L,

7. HE{EH
(1) HARZEZNEH
HEIN TV RN
(2) rREEE £ NDIER
10. HEER
10.2 AR (HRAIEET3 L)
B 3 SR D &

DT
WEREEBAEMRLAT 7 F .
WREssEm A LAT T,
HZIEBCG &

PJLEGFR £ /27 OU—F)UHik

[ RRE IR - FE5E 5 v
BAE 72 E 7 T2 DIERIC DL
FERASZE L 7235 412 1ddE ) 7
BT L,

Wz - ek

REHHI T TET 7T 2 BT S
CIRIEME RS 5D REED D % o

R G RICPIEGFRE /7 | Ranld, B2 R L 2WiEs

ATV L T GRIET-RIEZ ) 55

XL~ T GEfETHEEEZ).
=Y AT GRIE TR Z) .

O— PRz 4535 & R
AR E S, A O BUIE B R R
METTHBLND D 5o

e b F R IE R 1254 (EGFRY)
%Ml ZEE L TCD19fF R CAR
EERFEHLTVB720, Ktz %

\ZPLEGFRE /7 0 —F Uik % ¥ 5-
THILIZED . RSB EN S
BENWYDH 5,

[#235]

E£I9F

KT F 2 2 7o PRHRICE TR MR .LTWARWned, BELT, 2B, Amich%.
RIEREREAS IE T2 Tld, 77 Fr 2V PRSI S v,

HLEGFRE//7O—FILiilk

A AW SN2 ER L 2 WEGFRtZ MR ETHRILTWLIEDS, #E L. RiHi%k5#1C
PLEGFRE/ 70— F W hifk% #5352 21280 . RO YA L« TlES S E 2598553 %
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8. Bl{EM - *RE

11. BIffM - T RS
ROFWEH - ANEBEDVHODONLZENHHDT, BlF 2 +0IATV, BED RO ONE12
# Gk d s EEY S LERIT) T L,

(1) EXGEIERA EMIRER

11.1 EXERIER

11.1.1 Y41 bhH A BB AEREE (50.5%)
FEE AR SR TEIE | KR FESF O I DS RO LN A1k, BB EH TRl
FT2HA A VIHERIFE T VT Y XLV, YR RER 1T 28, F72, MERER
PR 27 SHIRRERIE (1.0%) 2585 8T W5, [1.2, 7.3.2, 84 %]

11.1.2 #HERESR (34.0%)
SEELIREE (9.1%)  BNIE (3.6%)  REEAE (6.6%) . ik (10.0%) . #E% (1.5%) . FEPED T »
(5.4%) 55 (10.9%)  FAEFEAE (0.4%) FOMKERFR (RIET T = 7 & —Hll i B E e #e 1k
JERERE (ICANS) 2 580) 3D HbN DI LN B 5o FHATFRO SNIHAITE, BEReER )
PRS2 MR I GATEL TV T X LEITHE N YR LE R 1T 2 & [1.3., 8.5, 8.10& 0/ ]

11.1.3 RERIE (6.4%)
M L B RO ANV R & B HALE S % & OB OEGE CRIIE . i 25 A3 b b
DB, FRCICELBIDE SN TN D F 2y FEEERFHERITAME (4.5%) 23 HbiL s
TEND Lo BHEATRDONIGE L, PUEWHOR G OMY 2 WER1TH T L o 70, #AT
P BV FVRUIOE (PML) 235 ST w A Z e A5, fMiHEIRD D & b8 &3 070
DY) 7ARAT (BB P MR 12 X HERZITSE) 2179 2L, [8.6. 8.7, 9.1.1-9.1.35:H]

11.1.4 m3kED (35.4%)
AP 5% 28 HH F TIZHIE L 22 WE E DI/ IMIIR A (27.0%)  iFhERkiE A (21.9%) . £l
(6.7%) Zh3d b HZ DD B, [8.8BM ]

11.1.5 Ky 707 miE (5.8%)
B DR LN YA R ME (g 07 ) YRR AT %) 21T &
EHIT BRYGIE DB 285 % HrIATH 2L,

11.1.6 Infusion reaction (0.8%)
vav ., TF 714 5% —%%&Einfusion reactionVsdh HbN LT DB S, [7.3.151H]

11.1.7 BEB A EAE & E¥ (0.5%)
FE DR SNTY AT U E (P SRR MG HRA S O8G:  ENE) &
192k, [8.9%H]

30)

11.1.1 RSOl O ERIEFERER T, AR X 291 M4 Y IHPEBERA DO SN T0 L 2 ep b, R
ZRMWERICRRE L7zo 88, AR BIIR , EJE | R FHESE L YA DA A ¥ R ERTE O
FERDSFRD LN A1, FHHT LT XL EE) 2 WEZITH T &,

gl;
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11.1.2 R Dt L OIS R 3R C Al L 2 MRS R (ST = &7 & — il B s Al e 5 P i 1
B (ICANS) 2 &) RO LNTWAZ LN S, EALENWERICHE L7 ICANSIE, American
Society for Transplantation and Cellular Therapy (ASTCT) (20 20194E2>5 consensus
publication TEFEN TV 5", FNOEHEAEHIZBWTH, CAR THIlEREZO A IHE
ThHHFEHEEE LT ICANSIIELBHENTWA I LS, IR REL L LTRIEL T2 75—
Sl e B R M E R (ICANS) ZRe#k L7,

FETLIRAE | BE . Z5E0E . IRIE . B, BEIMEO T W, B . ROBISAELSE | fRRF R OREIRAS
AOONGEIE. BFHTLVITY) XL VB 2 LE 2 1TH 2 &,

11.1.3 RO/ O EBR L FERER T, R E OB EMEDTRE TE L WEEHEN RO SNTEY, FELIC
FEolBILMESNTVDLI NS, BALRREWERNGEE Lz 72, FEBWEAFRERIRAMNEA RO I
TBY . A A VIHIERBEZ BER LTV DAY H 5 2 L5 FEBMEAFhERIRAE DS E80D
SNIEE BYYEDFHII 21T ) LB D 5o EHIT BREOUICRTFRIANAF ) 7OBEENLIT
FEA G O HIVIERZ 2 B TUE AV ADO FRGE AL BN X 2 EALAH b BT bk
WD DI LN, ETOERIEEMIEL 72, $72, K& OBEMEDGE CERWET L BERE
e (PML) 285 ST A Z &0 5 AEIRDE D720 DY) A O W TR L 72,

11.1.4 R oA O ERS L FRE C. FittomERiRd (R 5-% 28 HHE CIZhIE L 2 WEED
MERRA) HSFRDO NI NS, BARGRMWEHICEE L.

11.1.5 RS0yt R O ER L FERE T, Ky 70 7)) VIEA RO SN2 e 5, ERGEIVERICHKE
U720 Ky 70 7)) VIEASRRD SN2 A, 5% 70 7)) U RiFSE S O E L 2 D

11.1.6 A oAt R O ERSILR R ER T, infusion reactionASiZod SN2 e, EALEWERHICERE L2,

11.1.7 A S o i A% KO8 FE B 3 [A] 5008 T A & O B L AS T %8 C & 70 W B 55 AR S R B S 3200 B 7z
e, EARREIWERNCERE L7z FER RO WEESE . EEHBEEREDOY X7 OEWEE
Tld PHHBEOMRF P LETH 5,

(2) z0 D EI{ER
11.2 OO EIER
10% VL E 1~10% 1% A:iig
M R ON) 27 SRR E FmERGEA, ) o SERig A, | Bein
K747 7 VIE
O R E ARG | ) 7 A UE
{&F MY ALEE L B K K
1) > MLAE
TR OB FERIRRE AL SRR | ARIRSE . AL
R R fE R, PR . BERE B & | . PR . BERRE
LB | RRANBEE . EE) | BNRIE. IERERE . R
L EEDEE, Bk | —o—o— RnE5EE
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L T AR IR « S8R F L LIHE AR
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A E
BN LY 40N P [ e | AL P 3R AE AN
e P i 52
Bk E B IO MERE L BER ERL | BRI
IREE-S A0 MR . B T B R T L B R
FEA AR
B R OIR i EREREREE | JRICEE
i JETT . FEE I BE9E | 3895 . ALT | KE A, BAITEE | FE.
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(3) HARBIFARBEE RVEKRIZEERE -8

Epz it FE S M4A:£E% (JCAR017-BCM-003 B8/ TRANSFORMKER) (c & (T3 RIERRIRIKR
(F=%2Ahyb478:2021FE3A88. REKRREEREEZSD)

MR | (HARNER) 541 BI1ER (HARNER) 541 BIfEM (HARNER) 100%
AERBIF | (Lk) 891 % | (&) 7711 FEHE | (&) 86.5%
BERIASHE (SOC) /| HRMER™ | &k 22 K44 (SOC) /| BARNEM Ltk
HARFE (PT) ZEBIHI (%) | FEBLB (%) HARFE (PT) FEBIH) (%) | BB (%)
MEBLOY o/ sRmE | 4(80.0) | 56(62.9) B TH A 4 R 0 1(1.1)
T A ER IR A S 4(80.0) 47(52.8) FEEE = 2 -1/ — 0 1(1.1)
/N A i 4(80.0) | 36(40.4) B AR 2 0 13(14.6)
i 4(80.0) | 32(36.0) S R ER B A 0 4(4.5)
1) 2 oXERIRAE 0 9(10.1) I BR % ek 2 0 3(3.4)
F L ER Ik A 0 6(6.7) 7§fy?'s/b5yx 0 2(2.2)
55 BT R A 0 3(3.4) 7x7 — 2
74797 Ve | 1(200) | 2(2.2) TANGFE BT/ b 0 2(2.2)
B R4 0 2(2.2) 7¥A727 LR
P 0 R N AT IF—F LR 0 2(2.2)
oS 0 111) /R B A 0 2(2.2)
S 4(80.0) | 45(50.6) | |PERD 0 1(1.1)
A AL WU GERE | 4(80.0) | 44(49.4) ) 2 SRBD 0 1(1.1)
Iy /07 e 0 2(2.2) tinsf) >~ 2 0 1(1.1)
R A A ) S M L5t 0 LD
- 0 11D BAEBLOFAERE | 24000 | 12(13.5)
N N Jiti 9% 1(1.1)
st | 4600 | 200620 | oo 10D
58 4(80.0) | 16(18.0) JEARY VA T . LD
355 0 10(11.2) 74w VRE%R
5% 0 4(4.5) TA IV AJEG 0 1(1.1)
Wy 0 3(3.4) B LA 0 1.1
JECo i e 0 2(2.2) 2 R ML 1(20.0) 1(1.1)
G 0 1(1.1) fi‘/f]\fﬁ‘ﬂ'?/f)l/}(lix 0 1(1.1)
FATH 0 1(LD) LA _
B e T 0 11D ;f,é%;j ARTAVARE 111
JINKE B 0 1(1.1 — —
;EE;E:B%% 2(40.0) 21§23.>6) li,i”f?*”@@* 0 LD
T 2(40.0) 11(12.4) fﬂﬁ@% y LD
i ; s ﬁ#ﬂ@% 1(20.0) 1(1.1)
P 0 145 ;;Z‘):/li‘l‘ﬁiﬁimlﬁ 8 183
R .
FIDE . SGA_ | ity a2 0 (LD
o 0 2(2.2) ;45::@% . LY
— 0 4D ﬁwa% 1(20.0) 11(12.4)
T ; o E 1(20.0) 6(6.7)
s 0 1(1.1) Eﬁ 8 iéjg
. It .
‘;;gﬁ% 8 183 IR 0 11D
o 0 BN CUS BT 0 1(1.1)
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BEBASHE (SOC) /| BARAEH LN E KRS (SOC) /| HAANEH EE

AR (PT) ZEBIBI (%) | FEBLBI (%) FEAFE (PT) FEBUBI (%) | FEBLBI (%)
BB XUR FALRREEE | 1(20.0) 10(11.2) I i 55 0 6(6.7)
595 1(20.0) 2(2.2) {1 0 4(4.5)
=9 SESE 0 2(2.2) o2 7 A L 0 1(1.1)
RIS 2N A 0 2(2.2) WAL 0 1(1.1)
Z )R 5 0 1(1.1) PR AR E 0 1(1.1)
BB 0 1(1.1) S fie 0 6(6.7)
A By P B B2 ) %% 0 1(1.1) ERES Y 0 4(4.5)
BEIR M 1 0 1(1.1) =P IR 0 1(1.1)
ORI 0 1(1.1) EREXES 0 1(1.1)
Bz & Sp 0 1(1.1) R B LU REREE 1(20.0) 5(5.6)
AR 0 1(1.1) B ARE 1(20.0) 4(4.5)
Bz 8 15 0 1(1.1) fF Y v A 0 1(1.1)
EERBLORE AN 0 8(9.0) ) > Bk IE 0 1(1.1)
i ‘ P

& s 22 0 4(4.5)
A 0 3(3.4) SELIR 0 2(2.2)
A i 0 3(3.4) R EIN O G 0 1(1.1)
T 0 2(2.2) 3O 0 1(1.1)
b 0 1.1 B i 0 2(2.2)
VU 0 11D I I 0 1(L.1)
uiuﬁf\ Hig 50 B L OV HE 0 7(7.9) 2873 0 1(1.1)
alid BB LR B EE 1(20.0) 1(1.1)
ﬂfm 0 2(2.2) T 1(20.0) 1(11)
;E* 0 22.2) I B 1200 | 10D

i 0 1(1.1) BF b B R 1(20.0) 1(1.1)

I VEENA S5 0 1D MedDRA /] (ver23.0) TR R B
Jig 7K 0 1(1.1) *1 RGO GBS SN 724 COBE RS GT GsF)
B8 o1 0 1(1.1)
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BHETHEER (01700658 /TRANSCEND-PILOT-017006 i 88) (- & T3 BIfEA R IRIKR
(F=%2Ayh470:2021F9A24H. BRREEREE2D)

RN RO | el | EGEREAE | 48w | AeREBE | 87% |
B BIKSHE (SOC) /ZEAGE (PT) | 331 (%) #EBIRSGHE (SOC) /HEAFE (PT) | F3H (%)

R E 26 (42.6) o 8(13.1)
A MA 2 E R 23(37.7) $EELIRTE 8(13.1)
Ky 7 a7 vIiE 4(6.6) e 1(1.6)
M B L) R E 25(41.0) L 1(1.6)
U HpER IR A SE 19(31.1) KRB LSRR E 6(9.8)
£ 10(16.4) FRGHE 2(3.3)
FIILER R AHE 8(13.1) [ 1(1.6)
) 2 SERBAE 7(11.5) G A 1(1.6)
IR A E 7(11.5) A1) v A UAE 1(1.6)
T8 BT BRI A E 1(1.6) &~ 43 AMLE 1(1.6)
K747 247 Ve 1(1.6) K b 7 ALfLSE 1(1.6)
— - EHEEB LRGSO | 22(36.1) Bk 5(8.2)
V% 17(27.9) L 2(3.3)
FE B 4(6.6) JE 6 1(1.6)
IR 2(3.3) fEFD 1(1.6)
9 1(1.6) I T [ 1(1.6)
7T — 7V R BT B 1(1.6) [l 3(4.9
RV 1(1.6) C —BUsPE& FIH N 1(1.6)
RS R 22(36.1) ) o SER R A 1(1.6)
PR 10(16.4) IR ER B 1(1.6)
FEEOF v 4(6.6) NGRS 1(1.6)
IR 3(4.9) 1 i 3(4.9)
FEIE 2(3.3) £ 2(3.3)
b AE 2(3.3) FAH DI 1(1.6)
SE 2(3.3) R T L OV A Lk 2(3.3)
FUIE 1(1.6) BT 1(1.6)
SATHE 1(1.6) ki 1(1.6)
JEE) LR 1(1.6) IR 25 | 5B 48 K OV g s 2= 2(3.3)
RSk E 1(1.6) I ] B 1(1.6)
BHL VDT 1(1.6) [ 1(1.6)
FEREE 1(1.6) AN 1(1.6)
B E 1(1.6) SRR 1(1.6)
AL 1(1.6) JRYGIE B L OVE A HURE 1(1.6)
HERE 1(1.6) COVID-19 1(1.6)
AL E 1(1.6) | iR L OWLE S BFE 1(1.6)
R 1(1.6) i 1(1.6)
TR 1(1.6) F2 W 35 & U2 T AL ik 1(1.6)
BEIR B IR 1(1.6)

MedDRA /J (ver.23.0) KRR IR BTAfi R
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B514 5 1 #85K8% (017001558 /TRANSCEND NHL 001i88) (DLBCLa+— ) I & T A EIERRIRIKR
(F=%2Ayb478:2019%8A 128 .. RFRBREEREEZSD)

REWRFMN SIS | 20000 | AMUREBE | 200 | EIEmEBEE | 7% |
B BIKSHE (SOC) /ZEAGE (PT) | 331 (%) #EBIRSGHE (SOC) /HEAFE (PT) | Z3H (%)
R E 123(45.7) RR Je) kB 1(0.4)
A MA 2 E R 113(42.0) L g S P RE A EE R 1(0.4)
Ky 707 vIiE 22(8.2) PRI 1(0.4)
TR SRR 101(37.5) Mg B LY S REE 74 (27.5)
BEI 36(13.4) T PR ER IR AME 44(16.4)
IR 30(11.2) i 37(13.8)
FEIEOF W 26(9.7) I INHRGRR A E 31(11.5)
KREAE 22(8.2) SR RF R R A E 14(5.2)
Jiifis 17(6.3) HIMmERIRAME 9(3.3)
[ER 9(3.3) 1) VISERIRAME 9(3.3)
B 6(2.2) K747 27 U IfdE 2(0.7)
EIR: 6(2.2) BHIPREEA A2 1(0.4)
SR 5(1.9) V) B 1(0.4)
Ry R 5(1.9) g 2 51(19.0)
s 4(1.5) SEELIK B 31(11.5)
BHL NVOET 4(1.5) B 10(3.7)
EEIEE 4(1.5) ke 10(3.7)
ALl E 4(1.5) bt 5(1.9)
NI E (B 3(1.1) NV 3(1.1)
MR B 3(1.1) A% 2(0.7)
7 3(1.1) JEE D FARAL 2(0.7)
T PR 2(0.7) ANRSE 2(0.7)
B AR E 2(0.7) R 2(0.7)
T S 2(0.7) KR 12 1(0.4)
-l 1(0.4) e 1(0.4)
I N 1(0.4) BiE K - S R E 1(0.4)
VAXARYT 1(0.4) FAATLIT 1(0.4)
ARREE R 1(0.4) %SRS 1(0.4)
FHR 1 P E B 1(0.4) KR 1(0.4)
JE PR 1(0.4) I 1(0.4)
T WAL 1(0.4) 1S5 kAT 1(0.4)
JEE B YR BRARE 1(0.4) B 44(16.4)

YE 1(0.4) HEL 15(5.6)
s 1(0.4) T 10(3.7)
R 1(0.4) Mg - 10(3.7)
PRI 1(0.4) 3R 4(1.5)
WL S R 1(0.4) JE R i 2(0.7)
LT AT O IREE 1(0.4) I 2(0.7)
RS TRIEES 1(0.4) INRESS 2(0.7)
SRR 1(0.4) JiE 7k 2(0.7)
Skl 1(0.4) AR 2(0.7)
TAPATBERTIRGE 1(0.4) B H I 2(0.7)
e 1(0.4) I T 1(0.4)
—f% - EHEER X O GEALOIKAE 81(30.1) /s % 1(0.4)
% 48(17.8) N il 1(0.4)
ZEE 19(7.1D) LIRS 39(14.5)
EE 10(3.7) TR AR 20(7.4)
9 7(2.6) SR 6(2.2)
3] 5(1.9) BiE 5(1.9)
B R 3(1.1) UE 3(1.1)
AT E 2(0.7) T EMAEAR 3(1.1)
A 2(0.7) LSRR 3(1.1)
B R AN I 1(0.4) ANZEED) 2(0.7)
ALk 1(0.4) 3R 2(0.7)




FENARGHE (SOC) /HAGE (PT) | I (%) FEHIKGHE (SOC) /HAGE (PT) | FHH (%)
SEREETOv Y 1(0.4) ST 2(0.7)
LIANIE T 1(0.4) %) FEIE 2(0.7)
Al 1(0.4) ] 2(0.7)
AR 1(0.4) RN 1(0.4)
MEREE 39 (14.5) IR LA 1(0.4)
B I 28(10.4) &Y E B L OB R E 14(5.2)
7 AR 4(1.5) fili %% 5(1.9)
25 LT 3(1.1) i I e 3(1.1)
PEER R DR AR RE 2(0.7) K% 2(0.7)
WAL 2(0.7) BK ™ A VA& 1(0.4)
13TH 2(0.7) ERET R T ANV AE 1(0.4)
FERE 1(0.4) ZOUAN) DL T4 T4 VRS 1(0.4)
RERIRAE R 1(0.4) A P AK T A IV AMSE 1(0.4)
B LU EE 31(11.5) FHE R 1(0.4)
FRRRGE 16(5.9) HffA L~ R 1(0.4)
K 6(2.2) L R AV ARZT A VA 6 G 1(0.4)
18 > BRI AE 4(1.5) INTA Y TIVL A VARG 1(0.4)
RN 3(1.1) B 1(0.4)
BN 7)) kY FiffE 2(0.7) FA AV A Y 1(0.4)
D PNtiE 2(0.7) fif AR AT 12(4.5)
FAEEE 2(0.7) PR E g 4(1.5)
ARG 8 BT 1(0.4) M7 L 7= B 2(0.7)
EHIV Y AL 1(0.4) M) 7)1 RBs 2(0.7)
=ik 1(0.4) b= B 2(0.7)
e~ 7 3 AL 1(0.4) TIZUTI ) NI AT T — BRI 1(0.4)
FEBET > =2 A 1(0.4) TANGELBTI /I VTV AT T—F L0.4)
G 955 ) S 13 T 1(0.4) Hm ‘
IR L BEE B & OSHERRRE E 26(9.7) - S 1(0.4)
TP ] B 6(2.2) 1) > SERF A 1(0.4)
ik 5(1.9) Bt K OVR 9(3.3)
B S 4(1.5) RS 4(1.5)
eI B g 3(1.1) AHEEE 2(0.7)
M5 3(1.1) S 1(0.4)
SRS 2(0.7) RS 1(0.4)
S 2(0.7) R 5 S i o B 1(0.4)
g e 2(0.7) s 6(2.2)
Jifi 7K JE 2(0.7) B 3(1.1)
SAIT-I 2(0.7) Fr 4 1(0.4)
HENFIR 1(0.4) AR 1(0.4)
O F A Bl 2 1(0.4) R 1(0.4)
e 1(0.4) i 1(0.4)
Jig 7k 1(0.4) s | iR X OMLIE S BT 6(2.2)
RS 1(0.4) EAEED KIS 3(1.1)
TRk 1(0.4) [l 2(0.7)
Jit S 1 1(0.4) A5 1(0.4)
5 1(0.4) HB IOk s 2(0.7)
Rl SIE S - I 1(0.4) el 1(0.4)
FRGEREERE 1(0.4) P 1(0.4)
ERE R B LU ALk 20(7.4) Hig 1(0.4)
A 8(3.0) JFPHE 8 T 5 1(0.4)
KT 5(1.9) AR 4 1(0.4)
ki3 3(1.1) B, BB S ORI O H £ 100.4)
R i 2(0.7) FEMBIOR) -T2 ED) '
%R 2(0.7) RAYPE TR ) > S 104)
i 1(0.4) FLARFIAHH ‘
ki 1(0.4) MedDRA /] (ver.21.0) TR R ET AT
f A 1(0.4)

PR 1(0.4)
7B L O T ARk 15(5.6)
3895 5(1.9)
BT 3(1.1)
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35158 1 #8508% (0170015088 / TRANSCEND NHL 0015t8%) (MCLaKk—K) (IC&(T3

BWERRBKR (F—42Hv 470 :2024%5A168 .. RRIREEREEET)

ReWRFM SIS | ssp | AMUREBAM | Tim | AIemEIEE | s75%
BB 7910% DL O RITER]

WEIAAF (SO0 HATR PT) | %1 (%) | [ @ESIANE (SOC) EAT (PT) | 5516 (%)
e Rl 56(63.6) | |t A 28(3LY)
A 11 R 54(614) | [w 14(15.9)
LB £ O 7S 38(432) | [HAEEE 17(19.3)
KPR A 3135.2) | |dELHKEE 14(15.9)
gl 11(12.5) MedDRA (ver. 26.0) ARG AT Al
il MR A 10(11.4)

—ft- L HBED EORGMALORIE | 32(36.4)
W57 18(20.5)
ot 11(12.5)




EFR 3£ E % 1485088 (JCAR017-BCM-001

#B%/TRANSCEND WORLD

HER) (AF— MRV
k= b3) ICETZEERAEBRIRR (F—4Dy 478 :202056 8198 . KRR EERE28D)

LR | (AARANER) 106 RITER (HARNEN) 841 BIVER | (HARANER) 80.0%
xt S5 (&1f) 461 B | (&) 4211 EHE | (&) 91.3%
SEBIRSE (SOC) /| HARAER | &k ERIARSE (SOC) /| BARANEHE | &
HAGE (PT) FEHE (%) | FEHBI (%) ARG (PT) FEH (%) | FEHBI (%)
MEB L) o7 R 8(80.0) 30(65.2) (WISPA 0 1(2.2)
T R ER G ANE 6(60.0) 24(52.2) Mg - 1(10.0) 1(2.2)
1M 6 (60.0) 18(39.1) B IO TS | 2(20.0) 6(13.0)
I IR A 8(80.0) 18(39.1) J7 i 715 0 1(2.2)
I BR s 6(60.0) 11(23.9) g2 0 1(2.2)
FEBWEIF BRI A E 0 6(13.0) PR B R B2 95 0 1(2.2)
74 7) 27 Vi 3(30.0) 4(8.7) Z DR B 0 1(2.2)
1) 2 ISERIRAME 0 3(6.5) SRR R 4% 1(10.0) 1(2.2)
B R R R R A 0 2(4.3) 595 1(10.0) 1(2.2)
BREUETF O E LI 110.0) 1(2.9) JEYEB L OB A BUE 0 5(10.9)
R ZIE ’ ’ 71>V 5 PR LE 0 2(4.3)
I ERER B hIAE 1(10.0) 1(2.2) B g% 0 1(2.2)
—f - EHEEB LOERS AV VA PN TN TS 0 1(2.2)
SO 56000 | 24622 | eas 0 12.2)
ZEE 1(10.0) 18(39.1) it BT E 0 1(2.2)
& 57 4(40.0) 6(13.0) A7 %N 0 4(8.7)
HEITE 0 2(4.3) TISZUTIINT LA 0 12.2)
4TIV FREEE R 0 1(2.2) 75— :
FR J& 1 1 fi 0 1(2.2) TFTANSGE U EETI b 0 12.2)
R O S 0 1(2.2) G AT T — ¥ ’
S R E 5(50.0) 20 (43.5) M7 L7 F= 23 0 1(2.2)
T A M A VR E R 5(50.0) 19(41.3) y—ZWVIINVIT LA 0 (2.2
iy 7 a7 vifE 2(20.0) 4(8.7) 77— LN '
TR TR 0 11(23.9) REFOT) CEL 0 1(2.2)
SIE 0 4(8.7) NI UATIF—F LR 0 1(2.2)
YR, 0 4(8.7) % 25 R 26 B &L OV iE B 0 3(6.5)
FEIEDO T W 0 2(4.3) [ sE :
EI 0 2(4.3) S B P PR 0 1(2.2)
ALIEREE 0 2(4.3) (N ESTH 0 1(2.2)
TR 0 2(4.3) AN 4 0 1(2.2)
TEB) I 0 1(2.2) Sl i 2 0 2(4.3)
L VO 0 1(2.2) [IRES 0 1(2.2)
B R 0 1(2.2) SEIR 0 1(2.2)
R 0 1(2.2) B R B L OV A Lk 0 2(4.3)
JARADT 0 1(2.2) LA '
WL 3 2 0 1(2.2) 55 % g 0 2(4.3)
FEIE TSR 0 1(2.2) JT-HH 38 R i 5 0 1(2.2)
Bk 0 1(2.2) JFFH e SR 0 1(2.2)
T = 1(10.0) 8(17.4) B LU E 1(10.0) 2(4.3)
FHELIREE 1(10.0) 7(15.2) FRRHAE 1(10.0) 2(4.3)
W 0 2(4.3) B L ORI REE 0 1(2.2)
P T 0 2(4.3) B R 0 1(2.2)
B 0 1(2.2) A 5 0 1(2.2)
% |2 0 1(2.2) T I A R R f 0 1(2.2)
K 0 1(2.2) B, BB XA
B ARE 0 1(2.2) HogAw (ZlBX0| 1(10.0) 1(2.2)
T g i 1(10.0) 6(13.0) R =T%2E)
BV 0 3(6.5) 555 ) P 3 i 1(10.0) 1(2.2)
T 0 2(4.3) MedDRA /] (ver.21.0) AR EEET A R
SR AL 0 1(2.2)
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E P % 118588 (JCAR017-BCM-001i%8%/ TRANSCEND WORLD#5%)
(AF=F2) ICHIB3EHERRBRKRR (F—42H vy b4+ 70 : 20225328 REKREEREESD)

ZEMWREN | (HRANER) 24 BI1ER (HARNER) 261 EIEH (HARANER) 100%
X R AL (&1F) 2711 SEHEE | () 2411 P | (&) 88.9%
BEIASE(SOC) /| HAAEH | & SEBIRSF (SOC) /| BFAAER | &
HAGE (PT) SEBH (%) | SEE (%) ARG (PT) FEH (%) | FEHBI (%)
M B L) v SRREE 2(100) 16 (59.3) (= 0 1(3.7)
T R ER G ANE 2(100) 15(55.6) B AR 5 0 1(3.7)
LN A 2(100) 7(25.9) s 0 1(3.7)
21 2(100) 5(18.5) Wi - 0 1(3.7)
F BRI A e 0 4(14.8) YR B X OV A Ui 0 1(3.7)
1) 2 2RER A 0 2(7.4) L 0 1(3.7)
SEBENT TR BRI A E 0 1(3.7) BE, FEB IO ES 0 13.7)
&7 a7 i 1(50.0) 1(3.7) B4 :
S R E 1(50.00 | 14(51.9) TEANZHES RS 0 1(3.7)
BA WA R 1(50.00 | 13(48.1) R#BLONEREE 1(50.0) 1(3.7)
MEREENEY o SHLRE R 0 1(3.7) A1) w7 A ILSE 1(50.0) 1(3.7)
Ky 7a7) e 0 1(3.7) ﬁ’ﬁﬁ?l‘%%a‘o‘izfﬁé‘%ﬁﬁ’:& 0 13.7)
e SBWEBITET | 1 6500) | 10670 b
ERALOD K HE ‘ : Wi 0 1(3.7)
e 1(50.0) 8(29.6) B, BB X O FEMA
S5 0 2(74) HoBEY (ZRBLV 0 1(3.7)
b 0 4(14.8) RV =T%EL)
R 0 2(74) EE7LT7 0 1(3.7)
T 0 1(3.7) ypililiERes 0 1(3.7)
Hastigr 0 1337) FETLIR B 0 1(3.7)
HeaEE 0 1(3.7) ﬂii{if‘% o 26 5 X O° it b 0 13.7)
[ 0 137) L
TEIE 0 13.7) ik 0 1(3.7)
] 0 1(3.7) M REE 0 1(3.7)
I 0 137) e L 0 137
B R R 7 2(100) 2(7.4) MedDRA /] (ver.23.0) FRERIR ATAI i A
74747 »igd 2(100) 2(74)
MY YL 8 1(50.0) 1(3.7)
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EpE#FEEIHFKER (JCARO17-FOL-001 B/ TRANSCEND FL{ER)
(k=M TFE—=r2RV'TFR—Kr3) LTS

BERARIRIKR (F—42A Yy b 470 :2023F1 8270 BFRBREEREEZSD)

LAVERE | (HANER) 1061 | &I7EH (HARNEM) 1060 | BWER | (HAASLFE) 100%
X G518 (&1F) 1300 | ZBHBIE | (&) 1141 FEWE | (&) 87.7%
WEBIRGE(SOC) /| HENRH | &fF BEBASE (SO0 /| HAAEE | &k
ARG (PT) FEHH (%) | B (%) ARG (PT) FEHH (%) | 3B (%)
RE R E 5(50.0) 77(59.2) - BRI 3(30.0) 3(2.3)
A NI A CBUHERERE | 3(30.0) 75(57.7) C — e E e 0 2(1.5)
ey 7 a7y i 2(20.0) 2(1.5) I N A 2(20.0) 2(1.5)
RIERNSIE 0 1(0.8) M7 L7 9= 8 0 1(0.8)
MERE Y~/ SHEERE 0 1(0.8) A7 a7 > G 0 1(0.8)
s & ) v SRKEE | 7(700) 76 (58.5) I b5 0 1(0.8)
I h Bk A E 6(60.0) 67(51.5) 74 71) » D4~ 0 1(0.8)
211 4(40.0) 36(27.7) Ik 7o 0 1(0.8)
I NS 2(20.0) 23(17.7) A7 a7 v AR 0 1(0.8)
) 2 SERRAE 6(60.0) 18(13.8) MrfedE 7 a7y o Migd 0 1(0.8)
F M ER A 3(30.0) 10(7.7) ML LR A A S S B 0 1(0.8)
FE BT rhER R A E 1(10.0) 6(4.6) i 0 S 0 1(0.8)
7 a7 g 0 1(0.8) Joa e R S 0 1(0.8)
—f - EHEEL LV 0 s 70 ko P VTR 0 1(0.8)
P 5-E0 D IR AE ' F il R 0 1(0.8)
FEHL 0 19(14.6) A ke 2(20.0) 17(13.1)
P57 0 16(12.3) R 0 8(6.2)
) AE 0 11(8.5) Ji=bs 0 5(3.8)
I 0 2(1.5) HL 2(20.0) 4(3.1)
FAY P 7 0 2(1.5) R0 0 2(1.5)
3 0 2(15) ZHAT 0 1(0.8)
ANHI 0 1(0.8) TEARE 0 1(0.8)
T IR 0 1(0.8) Mg FH: 0 1(0.8)
R D JEHiE 0 1(0.8) s X O eEREE 1(10.0) 14(10.8)
iR R R S 3(30.0) 28(21.5) BAEGE 0 6(4.6)
S 2(20.0) 13(10.0) i DRNNt 1(10.0) 5(3.8)
PRk 1(10.0) 12(9.2) byl 0 1(0.8)
JREIE 0 9(6.9) m Y Z )R RifsE 0 1(0.8)
AR EE 0 3(2.3) 1 PRI I 0 1(0.8)
PR 0 3(2.3) K~ 7 %2 LIMSE 0 1(0.8)
HEE) AR 0 1(0.8) HESRBIT
T 0 108 | | e
KL AL AT 2 0 1(0.8) Fi5 IR 0 5(3.8)
R 0 1(0.8) ESEEiEE 1(10.0) 4(3.1)
TER B 0 1(0.8) =t 0 1(0.8)
T EEE 0 1(0.8) IR 0 1(0.8)
S 0 1(0.8) F YA 0 1(0.8)
LRk E 0 1(0.8) A= 0 1(0.8)
T A PR HE i 0 1(0.8) 5By 0 1(0.8)
TR 0 1(0.8) il 0 9(6.9)
EHL ANV OET 0 1(0.8) BEELIRAE 0 2(1.5)
FEIED v 0 1(0.8) e 0 2(1.5)
v hE 0 1(0.8) HRYE 0 2(1.5)
Tl S B A e R 2 0 1(0.8) bges 0 1(0.8)
Rkl E 0 1(0.8) S 0 1(0.8)
R AR A 6(60.0) 17(13.1) & 0 1(0.8)
TIZYTIINTUA Sl 0 1(0.8)
7 5 — EH SE00) A e O TR | 33000 | 8(62)
TANGFLERT I/ b 5 2(20.0) 3(2.3)
AN 3(30.0) 5(3.8) o g 08
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BHEIKSE (SOC) /| HARNER | 2 BRI (SOC) /| HAANER | 4k
HAFE (PT) FEB60 (%) | 5360 (%) HAFE (PT) ST (%) | 55 BL60 (%)

RUKRH i 0 1(0.8) B EE B K UFA
Z 9 FEIE 0 1(0.8) BHOHFEY) (Tl X T 0 2(1.5)
HIE 1(10.0) 1(0.8) R —TEEL)
BT 0 1(0.8) JE 7 L7 0 1(0.8)
il 0 5(3.8) By a— % 0 108)
i fE 0 4(3.1) wyJu 7‘2) ‘/[ﬁlfﬂ? :
iETH 0 1(0.8) W SR & O 0 2(15)

- N /! =1 ﬁa—‘a_z .
BT & OB LB 0 3(2.3) e
2L M hR A 0 1(0.8) I8 ] S 0 1(0.8)
KRR e 0 1008) a7k 0 1(0.8)
S R R A 0 1(0.8) ! 0 1(08)
iR 0 3(2.3) S E R PR 0 1(0.8)
5l 0 2(1.5) ittt 0 1(08)
TAMESER 0 100.8) MedDRA /] (ver. 25.1) KRR g AT il R

EFEitE) 5 I #858E% (JCARO17-FOL-001 82/ TRANSCEND FLiE#) (27— h4) ICH1T3
BERRRIRR (F—4Hy b+ 7H:2024%11 8290, BRRREEREEZSD)

REWAMNROE | eTw | EfOREBAE | 63p) AERERE | 040% |

FEHEE7510% DL EORIEH

BEBIASHE (SOC) AR (PT) | 5361 (%) BE IR (SOC) /HEAFE (PT) | 5Bl (%)
RS 51(76.1) ol o 24(35.8)
A M A O E 51(76.1) i 10 (14.9)
MM ST 7 SRS 41(61.2) Ei 7(10.4)
SR BRI A E 36 (53.7) — - HEEBIORGHMORE | 19(284)

I NG A 17(25.4) %] 10 (14.9)
FMER R AE 11(16.4) MedDRA (ver. 26.0) KRR VO
Fif 9(13.4)

) SR 7(10.4)
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9. REKIREHBRICKITTRE

12. RERREZRICRIZTRE

121 MEFMIREAORE
RMOBFEIMFHEIN DLV FIANVARY ¥ —|ZIZHIV-1OBZFRS] (RNA) AA—HEEh s
7z, HIVAZRRBIEIR A (NAT) TR LS BENDH 5,

[#755]
K OBEIMHEN DL FIALNARY ¥ —ZHIV-10BIE T 2 — e/, HIVE R
WAL TG TS R D BENDH B0 L 72,

10. BERE

HESNTW R,

1. BHEDFERE

14. BRENZEE

141 ARFOEE

14.1.1 RS OEREE S & M E O BZRIMERAEZ L B LT h 2RI L,

14.1.2 POHLGT LR ARERL . BEORMD TELRTTRM G TES L) RO
BRARIE I A R T52 L,

14.1.3 AR OMHERIC, SR ETONL TV OB EBRITERSEZL —BLTW A9 Z R
T5HIE, £72. CD8FEMEMNE LU CDAR MR D 2FED /S A 7V (e K& AAR) ZFIEIC
fRTH L,

14.1.4 FRTEEICRR L CrORRERGTHI L T2 BRERGERE T O34 TIVERD LT
AO2RFHILINIC A O S 258 T 885 2 & BRBROHHKIIITbRVI L,

14.1.5 CD8 KA K U CDA R EMINED 2D/ 34 7 Wi, Bl %123k 2 &

14.1.6 CD8FEMEMIED ) I M HTET LI L, KA TIVOBMGFEH#FICEHR SN TV 2mE
WL BNATVHDOBEY 2P A XD L) v Vol T B, 2V FTNIVENL T FN)L
DBRAFIMERD —FH LTV B0 EERL, TNENDOI) I3 v VTV R 5,
FATVONEWELET) 2V TR R 72w AT IRl ST w b E e
—HLTWAILEfRETHIL,

14.1.7 KEANORSHIEHIATD RV &,

b=

14.1.1~3 REIZHFAMEE OB S TH O FEE LTH 2 IEB) SRS AL R 2 SR I L 72 B3
ARANDAMIHLG LTI RS2V, B GAICARMOBEHRIERSEZ LB LB L%
MERRS B BN BT E L2,

14.1.4~6 REOPLG-% EENATH 72DIE L 720

14.1.7 B IRGHC KD AR GASIAG T2 BE D D B 703 e L7z o
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14.2 BEBRFOEE

14.21 AHEBRRNENED SN, RibEHEG LanZ e,

14.2.2 ARO#ETld, AMIKERE TV —2EHL W2 L,

14.2.3 KFOFERIL, ) v VOREBIERISEEZEL L T2 2R T5I L,

14.2.4 K fg, CD8F M HH G352 L,

14.2.5 Rf5hiE, #0.5mL/ 5 O3B CEIRNIE G52 L,

14.2.6 A, HEEOZWHOANGEALL ¥ F 7 A VAR & — % FCCElE T HREL 726 M
A E N5 o RSO FERBEE O PN > TRA M E E LTS AT &,

[#755]

14.2.1 AR ICHERRNED DO LN, BEROVAT BHETELRVWIENSERE L,

14.2.2 R OREAI A MERFR 74V & — 12 LV BRE SN BT MDD B 720k E L7z,

14.2.3 RiTH R ML O BGTH Y FEAE L LTH 2 FEB) KRS AL ER 2RI 72 B
ARNDIMHE G LT SR, G5 HICARMOBE RIS RABEEL —H LWL L2 FHE
BT HUEND L7200 E L.

14.2.4~5 ROERRB COHRE %S EIZHE L.

14.2.6 KFOBETIIL Y FIANARY Y — 2 HOBIZTREZLTBY, EBRERESEDOAND
WESLREANOREEREL . HEL,

12. ZDOMOEE
(1) BRER{ERICE D154
15.1 BRRERICE D5
1511 KRGS X BB % 2T 72 BE . BHIO 720 e . ALk L OS2 3Rt L e v &9
BETLIL,
15.1.2 RIS BV R G5 RICEREE ORI ME SN TV, A0S %1
REHHEREZBET2 L,

(#253]
15.1.1 R KB WG9 2 20T 72 B D O RSN M08 e« R S O o A B 32 % 4 1
DVHEL L TWRWZ ENLERELT.
15.1.2 ARFOEERRER T, ZIREDPADE SN TWL bR E L,
(2) JERRERERBRICED1EER
RE ST VR,
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X. JEERARBZICET 51RH

1. FEIREBR
(1) SESH I IDEER
(VI SIS 2 5 O BB

(2) R &R
B L

(3) 2 DD FEEHER (BE1ER)

e o B5R
RERDKT 5 SERR RN

ES

KimMiAE (FMC63 | CD19% e b, | CD19 3 B ZE WMl iz %
scFv) ®CD19% 8l | ~vAKUIEL b | AlexaFluor647 (1x10'~
MR R BREEREY | TR 1.02x10 *ng/mL) (254
E72FMC63 scFv iz
(in vitro)

FMC63 scFvizCD19%H e k
HIRE &I BERAE RS B 5 545,
CDI9FH~ AR VI MEE
FHHE LIS E L h o7,

KinfeoCD19% | CD19%H e b, | =77 —#ifg : Ay
AR T A0 | ~7ARUFEe s | BB(E:T)=25:1~0.097:1
5ERE S REME TAFEH LR

(in vitro)

A v ML O ML B O
CD19%EH e MBI A LTRED
bN7zA, CDI9FEB~ T AR
Jre PE R LTIZEED
LN PoTze

A (FMC63 | b MlifaE 4> | 5ug/mL

FMC63 scFviZCD19IZ 1y

scFv) DFEEHEMY | /7 Z8 BN (in vitro) WZHEAE L hofMIaEsEH ¥~
NI RIFEEEZ RS %
nolz,
2. SR
(1) BEIE 5 SR
MR L
(2) RiEREHHHAR
MR L
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(3) EIEHHEHBR
HMER AL
(%)
EAG A L7285 O TR B 2RO MEREOMERT M (in vitro) *
3B EARRACATLL Y FIANARY =2 W TEBEBENLZRGEOL Y F IV L D
AL TEACHRT 2D A2 2T 5720 AEETEAMBELO LT 228574
WADNASFADFEMEZ R S = o 2 U IS KD RNT L 720 RGOS Sz L o F oAV A
N7 =13, SNFTICHEENTOWLHAERIL O FIALNVA LD/ 2FATE 7 740V (FfA
FIRO BV Gy o~ F o~ — 2 2 G SR HEE RO E WS 7= -V b v AR
AT AR 2R BRI R 2 2 NS AR RS T ATA B IR A SR K OF B Gl
AN B3 2 A OB ORI Z R TR RIERO SN b o7z,

(4) DA RHESER
HMER AL
(%)
IL-24&A7 ORI BT IR (im vitro) *©
ML 2 & ML-204F7E T UIIEAEAE T C Al S O ALl THERS (7 A VA X 2T dnif 2 L)
Z60 HEEWIREE L7 (BIG#E 1.6 x10%cells/mL : 50 x 10°cells/well L U825 x 10°cells/welllZ
H2Y) o ARSI B O L i AR O AR AEFRIX TL-2 7R FICB W TR T L IL-29RFAE FicB it
FDHER LT Lz $bb A K OF IR - diz 6 T M o0 SO 36 O TL-2 A7 1 %
KBLTEBY, BMRARIIZIL- 208 AL ETH 5 T LhVR STz, IL-2I R HEIRECOIRE
FR 37 o — IR SN e h o Tz,

(5) ETEREF AR
HMER L

(6) BRI B B
HMER L

(7) ZOtDEHEHE
b ML 7 BUBHERRBR (ine vitro) ¥
FMC63 (CD19#% & RO HIRICTH APk FCD19E /7 a—FVHiR) 2 & L85 CD19 ZHE1)
&3 scFv-Fcl sy v 737 (1 RS ug/mL) VT, e MAKIZ B2 Gt/ 3y — > % 5l
L7zo TOMEHR . FMC63 scFviZ kbt M ALMRICAETE 3% HALER I % i G i SO 255880
BNTze = VYA SUSANF ML . fE . bk, TSR ORI IR (DT, 5954 filfg) 1
BOTHED LN, 5 ARG L 720 PiCD19E /7 0 —F PR Tl G ta S g 5540
MR T2 R MO BEED RO LN h o7z,
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X. BEEMFERICATSIAE

. R R
TR DA B

. BEHHARE]

AR S M RSB 5 2

ARKETORE

KR RS T (~130CUUT)

BV EDEER

[V, 4 SO R SLEHE 5 P S 2 T 7 | OIS

BEOMIRINA S A DOBGF S E TO—EDOFIOFEME, BB S D HE T 27 =27 b
GEBHMIDI L.

. BEmITEM

BEEEGTA R 2L

<TYOLBY 2L

B >SS LT T LY v VediE#E R 2N S ([ X 2. 2D OB EE R DTS HR)
TLY Y Ve — 8 ([XI. 2. ZOMOBEEER OIHSR)

. Bl—R 5 - BxhE

[l — R o356 1 3% L

FIRhEE - 220 7 M AT AN Y © s
. EFREEAR

20214£2H5H

BERFTAREABRVKRES . REEFEINBFAR. RTHKREAR
B ARGEAE A H $ 2021483 H 22H

A7 30300FZX 00002000

S A 25 HEPGRAE A H - 202145 H 19 H

WSERAa4EA H - 20214E5H19H

. hie. R NIEEEEM. FERORAEXRIMERSEZXBEMENEABNVETORNE

Fhie . SR I HEREEM 1 2022F12A20H

WNZ © [RhEE. ZDRSUIMERR] IO (RhaE DR SUTMEREICEI 3 2 EoTER) O—HBAH

RIGHRIE 231 D O3 U EE R E DO LBCLANO IS HEKIZPE W BT O BRI OFL i & Il BR L 720

[tk . HR 2] (—EBtkEE)

72720 CD199UE A BRI & U725 AT PR 2 25 AR 56 3L T M i i i O 0 57 L3 IR Al A AL oD e

A\ UTHESGE MBI SRS L BE T LT OwWg haaim/= 3358125,

- TR R B IRk 2 3 ) Lo S DAL o KA B BRI > Sl e OB R ) o B0 BB Tl FIF 0 B
TIE2W L E o b2ER g . B0 BE TR BIC1 R L E DL AR IR DY | (LRI LY ERw D
BON Do USEEBICHE L

< TR oW 2SI R g g U 22 R s A T BE IR AR VX D DN OB A i I R R o 1l DL R A,
W2 DL EOLERREIE DB, IWEEHAE O L AR I AR TR O h o7 UL FR LA IS L

- PR o il DA O AR BE BRI FR AR DR ) BT i L 2 iR A M BE IR AR DR L) LS
DA, TERIRZIC2H DL LR EESH Y, WERIRZOLFAREICINVEER GO o7
AR I L 72
(Ehik . DR ISR ICEETIERLEDER) (—EBikH)

- PR S SPEICOWTIE, T iR R A T AR PLEEICLD, Grade 3BEZWISNRIZ, 21 DL E bR
INEERRNAEON LD o7 UTER BRI LB E 52,
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RheE . R X IIHEREEN : 2024F8A 168
P CRDBE 0 LR PER A B B LT R ) o — R T
FIR LA PEOMIAPE) > 7S (Grade 1, 2. 3A) OEISBANC A, BT ORLREHIIRLZ:

- PR PSR IZO BT, TR e A T AW ELEEIC XY, Grade 3BERIMI SN/ BH IR G- H2L,

%hee . IR X (3 HEREEN 1 2026 FE4H3H
PZE: [2hEe . A U PERE S5 U EER O~ VY o SHE . FE58 L3 HEETED ) o 2 il 4 B
10. BEEAR. BMERAREABRVZOAR

a1

1. BEEYE

LT R A3 HE G P KA B BANL ) >/ i
s AR R BAINEY) > S L J5U5E PERE R AT R BAIIR Y >/ S TR R R B T R o

F ) DN ENEEE BRI Y S

S EER PO >/ i (Grade 3B)
104F 1 20214E3H 22 H~20314E 3 H 21 H (7435 5 P A= R 8 S 3 )
IR TEDIERLEY >3 (Grade 1. 2. 3A)
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3 DOSAGE FORMS AND STRENGTHS

BREYANZI is a cell suspension for infusion.

A single dose of BREYANZI contains CAR-positive viable T cells that consist of CD8 and
CD4 components, with each component supplied separately in single-dose vials [see
Dosage and Administration (2.1)].

More than one vial of each of the CD8 component and/or CD4 component may be needed
to achieve the dose of BREYANZI

Each vial contains between 6.9 x 10° and 322 x 10° CAR-positive viable T cells in 4.6 mL
cell suspension (between 1.5 x 10° and 70 x 10° CAR-positive viable T cells/mL).

The infusion volume is calculated based on the concentration of cryopreserved drug
product CAR-positive viable T cells. The volume may differ for each component infused.
See the RFI Certificate for details [see How Supplied/Storage and Handling (16)].

@t
>
[y
@1:
e

1 INDICATIONS AND USAGE

1.1 Large B-cell Lymphoma (LBCL)

BREYANZI is indicated for the treatment of adult patients with large B-cell lymphoma

(LBCL), including diffuse large B-cell lymphoma (DLBCL) not otherwise specified

(including DLBCL arising from indolent lymphoma), high-grade B-cell lymphoma,

primary mediastinal large B-cell lymphoma, and follicular lymphoma grade 3B who have:

- refractory disease to first-line chemoimmunotherapy or relapse within 12 months of
first-line chemoimmunotherapy; or

- refractory disease to first-line chemoimmunotherapy or relapse after first-line
chemoimmunotherapy and are not eligible for hematopoietic stem cell transplantation
(HSCT) due to comorhidities or age; or

- relapsed or refractory disease after 2 or more lines of systemic therapy.

Limitations of Use: BREYANZI is not indicated for the treatment of patients with

primary central nervous system (CNS) lymphoma [see Clinical Studies (14.1)].

1.2 Chronic Lymphocytic Leukemia (CLL) or Small Lymphocytic Lymphoma (SLL)

BREYANZI is indicated for the treatment of adult patients with relapsed or refractory

chronic lymphocytic leukemia (CLL) or small lymphocytic lymphoma (SLL) who have

received at least 2 prior lines of therapy including, a Bruton tyrosine kinase (BTK)

inhibitor and a B-cell lymphoma 2 (BCL-2) inhibitor.

This indication is approved under accelerated approval based on response rate and

duration of response [see Clinical Studies (14.2)]. Continued approval for this

indication may be contingent upon verification and description of clinical benefit in

confirmatory trial (s).

1.3 Follicular Lymphoma (FL)

BREYANTZI is indicated for the treatment of adult patients with relapsed or refractory

follicular lymphoma (FL) who have received 2 or more prior lines of systemic therapy.

1.4 Mantle Cell Lymphoma (MCL)

BREYANZI is indicated for the treatment of adult patients with relapsed or refractory

mantle cell lymphoma (MCL) who have received at least 2 prior lines of systemic

therapy, including a Bruton tyrosine kinase (BTK) inhibitor.

1.5 Marginal Zone Lymphoma (MZL)

BREYANTZI is indicated for the treatment of adult patients with relapsed or refractory

marginal zone lymphoma (MZL) who have received at least 2 prior lines of systemic

therapy.
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2 DOSAGE AND ADMINISTRATION

2.1 Dose

For autologous use only. For intravenous use only.

See the respective Certificate of Release for Infusion (RFI Certificate) for each
component, for the actual cell counts and volumes to be infused [see Dosage and
Administration (2.2) and Dosage Forms and Strengths (3)].

A single dose of BREYANZI contains CAR-positive viable T cells (consisting of 1:1
CAR-positive viable T cells of the CD8 and CD4 components), with each component
supplied separately in one to four single-dose vials. See Table 1 for dose range per
indication.

Table 1: Dose Range

Indication BREYANZI dose range

LBCL after two or more lines of therapy | 50 to 110 x 10° CAR-positive

(1.1 viable T cells

LBCL after one line of therapy (1.1) 90 to 110 x 10° CAR-positive
viable T cells

CLL or SLL (1.2) 90 to 110 x 10° CAR-positive
viable T cells

FL (1.3) 90 to 110 x 10° CAR-positive
viable T cells

MCL (1.4) 90 to 110 x 10° CAR-positive
viable T cells

MZL (1.5) 90 to 110 x 10° CAR-positive
viable T cells

Abbreviations: LBCL=large B-cell lymphoma; CLL=chronic lymphocytic leukemia; SLL=small lymphocytic

lymphoma; FL=follicular lymphoma; MCL=mantle cell lymphoma; MZL=marginal zone lymphoma.

2.2 Administration

BREYANZI is for autologous use only. The patient’s identity must match the patient

identifiers on the BREYANTZI cartons, vials, and syringe labels. Do not infuse

BREYANZI if the information on the patient-specific labels does not match the

intended patient.

Preparing the Patient for BREYANZI

Confirm the availability of BREYANZI before starting lymphodepleting

chemotherapy.

Pretreatment

Administer the lymphodepleting chemotherapy regimen before infusion of

BREYANZI: fludarabine 30 mg/m?/day intravenously (IV), and cyclophosphamide

300 mg/m?/day IV for 3 days. See the prescribing information for fludarabine and

cyclophosphamide for information on dose adjustment in renal impairment.

Infuse BREYANZI 2 to 7 days after completion of lymphodepleting chemotherapy.

Delay the infusion of BREYANZI if the patient has unresolved serious adverse

events from preceding chemotherapies, active uncontrolled infection, or active graft-

versus-host disease (GVHD).

Premedication

To minimize the risk of infusion reactions, premedicate the patient with

acetaminophen (650 mg orally) and diphenhydramine (25-50 mg, IV or orally), or

another Hl-antihistamine, 30 to 60 minutes prior to treatment with BREYANZI.

Avoid prophylactic use of systemic corticosteroids, as they may interfere with the

activity of BREYANZI.

Receipt of BREYANZI

- BREYANZI is shipped directly to the cell-associated lab or clinical pharmacy
associated with the infusion center in the vapor phase of a liquid nitrogen shipper.

- Confirm the patient’s identity with the patient identifiers on the shipper.

- If the patient is not expected to be ready for administration before the shipper
expires and the infusion site is qualified for onsite storage, transfer BREYANZI to
onsite vapor phase of liquid nitrogen storage prior to preparation.

- If the patient is not expected to be ready for administration before the shipper
expires and the infusion site is not qualified for onsite storage, contact Bristol-
Myers Squibb at 1-888-805-4555 to arrange for return shipment.
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Preparing BREYANZI

Before thawing the vials

- Confirm the patient’s identity with the patient identifiers on the RFI Certificate.

- Read the RFI Certificate (affixed inside the shipper) for information on the
number of syringes you will need to administer the CD8 and CD4 components
(syringe labels are provided with the RFI Certificate). There is a separate RFI
Certificate for each cell component.

-+ Confirm tocilizumab and emergency equipment are available prior to infusion and
during the recovery period.

- Confirm the infusion time in advance and adjust the start time of BREYANZI
thaw such that it will be available for infusion when the patient is ready.

Thawing the vials

1. Confirm the patient’s identity with the patient identifiers on the outer carton and
on the syringe labels.

Once the vials of CAR-positive viable T cells (CD8 component and CD4
component) are removed from frozen storage, the thaw must be carried to
completion and the cells administered within 2 hours.

2. Remove the CD8 component carton and CD4 component carton from the outer
carton.

3. Confirm the patient’s identity with the patient identifiers on the inner carton.

4. Open each inner carton and visually inspect the vial (s) for damage. If the vials
are damaged, contact Bristol-Myers Squibb at 1-888-805-4555.

5. Confirm the patient’s identity with the patient identifiers on the vials.

6. Carefully remove the vials from the cartons, place vials on a protective barrier
pad, and thaw at room temperature until there is no visible ice in the vials. Thaw
all of the vials at the same time. Keep the CD8 and CD4 components separate.

Dose preparation

- Prepare BREYANZI using sterile technique.

- Based on the concentration of CAR-positive viable T cells for each component,
more than one vial of each of the CD8 and CD4 components may be required to
complete a dose. A separate syringe should be prepared for each CD8 or CD4
component vial received.

Note: The volume to be drawn up and infused may differ for each component as
indicated on the RFI Certificate. Do NOT draw up excess volume into the
syringe.

- Each vial contains 5 mL with a total extractable volume of 4.6 mL of CD8 or CD4
component T cells. The RFI Certificate for each component indicates the volume
(mL) of cells to be drawn up into each syringe. Use the smallest Luer-lock tip
syringe necessary (1, 3, or 5 mL) to draw up the specified volume from each vial.
A 5 mL syringe should not be used for volumes less than 3 mL.

7. Prepare the syringe (s) of the CD8 component first. Affix the CD8 syringe labels
to the syringe (s) prior to pulling the required volume into the syringe (s).

Note: It is important to confirm that the volume drawn up for each component
matches the volume specified in the respective RFI Certificate. Do NOT
draw up excess volume into the syringe.

Withdrawal of the required volume of cells from each vial into a separate syringe

should be carried out using the following instructions:

8. Hold the thawed vial (s) upright and gently invert the vial (s) 5 times to mix the
cell product. If any clumping is apparent, continue to invert the vial (s) until
clumps have dispersed and cells appear to be evenly resuspended.

)

Vial-upright - Vial-inverted
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9. Visually inspect the thawed vial (s) for damage or leaks. Do not use if the vial is
damaged or if the clumps do not disperse; contact Bristol-Myers Squibb at 1-888-
805-4555. The liquid in the vials should be slightly opaque to opaque, colorless to
yellow or brownish-yellow.

10. Remove the polyaluminum cover (if present) from the bottom of the vial and
swab the septum with an alcohol wipe. Allow to air dry before proceeding.
NOTE: The absence of the polyaluminum cover does not impact the sterility of

the vial.

11. Keeping the vial (s) upright, cut the seal on the tubing line on the top of the vial
immediately above the filter to open the air vent on the vial.
NOTE: Be careful to select the correct tubing line with the filter. Cut ONLY the
tubing with a filter.

-~

/XA
2. CUT HERE
\

\ \_}“F ilter
N 4

~0 -

12. Hold a 20-gauge, 1-1 % inch needle, with the opening of the needle tip away
from the retrieval port septum.
a. Insert the needle into the septum at a 45°- 60° angle to puncture the retrieval
port septum.

b. Increase the angle of the needle gradually as the needle enters the vial.
a b

13. WITHOUT drawing air into the syringe, slowly withdraw the target volume (as
specified in the RFI Certificate). Carefully inspect the syringe for signs of debris
prior to proceeding. If there is debris, contact Bristol-Myers Squibb at 1-888-805-
4555.
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14. Verify that the volume of CD8/CD4 component matches the volume specified for
the relevant component in the RFI Certificate.
Once the volume is verified, remove the syringe/needle from the vial, carefully
detach the needle from the syringe and cap the syringe.

15. Continue to keep the vial horizontal and return it to the carton to avoid leaking
from the vial.

16. Dispose of any unused portion of BREYANZI (according to local biosafety
guidelines) .

17. Repeat the process steps 7-16 for the CD4 Component.

18. Transport the labeled CD8 and CD4 syringes to the bedside by placing with
protective barrier pad inside an insulated room temperature container.

BREYANZI Administration

- Do NOT use a leukodepleting filter.

- Confirm tocilizumab and emergency equipment are available prior to infusion and

during the recovery period.

- Confirm the patient’s identity matches the patient identifiers on the syringe label.

- Once BREYANZI has been drawn into syringes, proceed with administration as

soon as possible. The total time from removal from frozen storage to patient
administration should not exceed 2 hours as indicated by the time entered on the
syringe label.

19. Use intravenous normal saline to flush all the infusion tubing prior to and after
each CD8 or CD4 component administration.

20. Administer the entire volume of the CD8 component intravenously at an
infusion rate of approximately 0.5 mL/minute, using the closest port or Y-arm.
NOTE: The time for infusion will vary but will usually be less than 15 minutes

for each component.

21. If more than one syringe is required for a full cell dose of the CD8 component,
administer the volume in each syringe consecutively without any time between
administering the contents of the syringes (unless there is a clinical reason (e.g.,
infusion reaction) to hold the dose).

22. After the CD8 component has been administered, flush the tubing with normal
saline, using enough volume to clear the tubing and the length of the IV
catheter.

23. Administer the CD4 component second, immediately after administration of the
CD8 component is complete, using steps 1-4, as described for the CD8
component. Following administration of the CD4 component, flush the tubing
with normal saline, using enough volume to clear the tubing and the length of
the IV catheter.

BREYANZI contains human blood cells that are genetically modified with

replication-incompetent, self-inactivating lentiviral vector. Follow universal

precautions and local biosafety guidelines applicable for the handling and disposal,
to avoid potential transmission of infectious diseases.
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3. PHARMACEUTICAL FORM
Dispersion for infusion (infusion) .
Slightly opaque to opaque, colourless to yellow, or brownish-yellow dispersion.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Breyanzi is indicated for the treatment of adult patients with diffuse large
B-cell lymphoma (DLBCL), high grade B-cell lymphoma (HGBCL), primary
mediastinal large B-cell lymphoma (PMBCL) and follicular lymphoma grade
3B (FL3B), who relapsed within 12 months from completion of, or are
refractory to, first-line chemoimmunotherapy.

Breyanzi is indicated for the treatment of adult patients with relapsed or refractory
DLBCL, PMBCL and FL3B, after two or more lines of systemic therapy.

Breyanzi is indicated for the treatment of adult patients with relapsed or refractory
follicular lymphoma (FL) after two or more lines of systemic therapy.

Breyanzi is indicated for the treatment of adult patients with relapsed or refractory
mantle cell lymphoma (MCL) after at least two lines of systemic therapy including a
Bruton's tyrosine kinase (BTK) inhibitor.

- M

4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Posology

Breyanzi is intended for autologous use (see section 4.4) .

Treatment consists of a single dose for infusion containing a dispersion for infusion
of CAR-positive viable T-cells in one or more vials.

The target dose is 100 x 10° CAR-positive viable T-cells (consisting of a target 1:1
ratio of CD4+ and CD8+ cell components) within a range of 44-120 x 10° CAR-
positive viable T-cells. See the accompanying release for infusion certificate (RfIC)
for additional information pertaining to dose.

The availability of Breyanzi must be confirmed before starting lymphodepleting
chemotherapy regimen.

Patients should be clinically re-assessed prior to administration of lymphodepleting
chemotherapy and Breyanzi to ensure no reasons to delay therapy (see section 4.4) .
Pre-treatment (lymphodepleting chemotherapy)

Lymphodepleting chemotherapy consisting of cyclophosphamide 300 mg/m?/day
and fludarabine 30 mg/m?/day, administered intravenously for three days. See the
prescribing information for fludarabine and cyclophosphamide for information on
dose adjustment in renal impairment.

Breyanzi is to be administered 2 to 7 days after completion of lymphodepleting
chemotherapy.

If there is a delay of more than 2 weeks between completing lymphodepleting
chemotherapy and the infusion of Breyanzi, then the patient should be re-treated
with lymphodepleting chemotherapy prior to receiving the infusion (see section 4.4).
Pre-medication

Tt is recommended that premedication with paracetamol and diphenhydramine (25-
50 mg, intravenously or orally) or another Hl-antihistamine, be administered 30 to
60 minutes before the infusion of Breyanzi to reduce the possibility of an infusion
reaction.

Prophylactic use of systemic corticosteroids should be avoided, as the use may
interfere with the activity of Breyanzi (see section 4.4) .
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KEORAMNLE 8.1 Pregnancy
(2026 2HkET) |Risk Summary

There are no available data with BREYANZI use in pregnant women. No animal
reproductive and developmental toxicity studies have been conducted with
BREYANZI to assess whether it can cause fetal harm when administered to a
pregnant woman.

It is not known if BREYANZI has the potential to be transferred to the fetus.
Based on the mechanism of action, if the transduced cells cross the placenta, they
may cause fetal toxicity, including B-cell lymphocytopenia and hypogammaglobulinemia.
Therefore, BREYANZI is not recommended for women who are pregnant, and
pregnancy after BREYANZI infusion should be discussed with the treating
physician.

In the U. S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15%
to 20%, respectively.

8.2 Lactation

Risk Summary

There is no information regarding the presence of BREYANZI in human milk,
the effect on the breastfed infant, and the effects on milk production. The
developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for BREYANZI and any potential adverse effects
on the breastfed infant from BREYANZI or from the underlying maternal
condition.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Pregnancy status of females with reproductive potential should be verified.
Sexually active females of reproductive potential should have a pregnancy test
prior to starting treatment with BREYANZI.

Contraception

See the prescribing information for fludarabine and cyclophosphamide for
information on the need for effective contraception in patients who receive
lymphodepleting chemotherapy.

There are insufficient exposure data to provide a recommendation concerning
duration of contraception following treatment with BREYANZI.

Infertility

There are no data on the effects of BREYANZI on fertility.

FRIN DA S
(20254E12 HEkET)

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

Pregnancy status for women of child-bearing potential should be verified using a
pregnancy test prior to starting treatment with Breyanzi.

See the prescribing information for fludarabine and cyclophosphamide for
information on the need for effective contraception in patients who receive the
lymphodepleting chemotherapy.

There are insufficient exposure data to provide a recommendation concerning
duration of contraception following treatment with Breyanzi.

Pregnancy

There are no data from the use of lisocabtagene maraleucel in pregnant women.
No animal reproductive and developmental toxicity studies have been conducted
to assess whether it can cause foetal harm when administered to a pregnant
woman (see section 5.3).

It is not known if lisocabtagene maraleucel has the potential to be transferred to
the foetus. Based on the mechanism of action, if the transduced cells cross the
placenta, they may cause foetal toxicity, including B-cell lymphocytopenia.
Therefore, Breyanzi is not recommended for women who are pregnant, or for
women of childbearing potential not using contraception. Pregnant women should
be advised on the potential risks to the foetus. Pregnancy after Breyanzi therapy
should be discussed with the treating physician.

Assessment of immunoglobulin levels and B-cells in newborns of mothers treated
with should be considered.

Breast-feeding

It is unknown whether lisocabtagene maraleucel is excreted in human milk or
transferred to the breast-feeding child. Women who are breast-feeding should be
advised of the potential risk to the breast-fed child.

Fertility

There are no data on the effect of lisocabtagene maraleucel on fertility.
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KEORMNLE  |8.4 Pediatric Use

(2026 2HLET) | The safety and efficacy of BREYANZI have not been established in pediatric
patients.

FINDEATCE: | 4.2 Posology and method of administration

(20254E12HEZET) | Special populations

Paediatric population

The safety and efficacy of Breyanzi in children and adolescents below 18 years of
age have not yet been established.
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