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AR OER K
5 EE
3UTR 3-prime untranslated (transcribed) region 3’FEFWAR (FRE) FEIK
5UTR 5-prime untranslated (transcribed) region 5’FEFHFR (H55) FEIK
anti-ID anti-idiotypic antibody HiA 7 4 A% A T Huiik
CAR chimeric antigen receptor ¥ A 7 PS5 K
CAT Committee for Advanced Therapies JCEIEREEE S
CBER Center for Biologics Evaluation and Research £ %L i BFIAFFE o & —
CD cluster of differentiation 53 {LHUHE
CDS coding DNA sequence = — F{k DNA Fi 4]
CHMP Committee for Human Medicinal Products BRI EEE AT B
CRS cytokine release syndrome A k7 A U HHAEBERE
EdU 5-ethynyl-2'-deoxyuridine (proliferation state) 5-TF =/L2-FT A4 ¥ 07 J 2 (HEFEIKAE)
EMA European Medicines Agency KRN EZEM )T
FDA Food and Drug Administration K[E & EIEM 5
FMC63 CD19-scFv binder CD19-scFv /3o > %' —  CDI9 f5&HEMIOM KL THHHiE F CDI9E
J 7 a—F U
GC guanine-cytosine 77 =1 —3 hI v
GLP good laboratory practice [EF DL ENEIC BT 2 IEREARFER D F ki D FL4E
HIV human immunodeficiency virus & hRERED A LA
ICH International Council for Harmonization of Technical Requirements for Pharmaceuticals for
Human Use A >K EU [EZE M #LHI 0 E BR S
IL Interleukin A X —1a A F
LTR long terminal repeat  RHA AR I K AE RS
mAb monoclonal antibody &/ 7 @ —J LHIR
NHL non-Hodgkin lymphoma FEAR T ¥V Nl
PBMC peripheral blood mononuclear cell A Il BLEZ iz
PCR polymerase chain reaction 78 Y X 7 —E#IEHK L
RCL replication competent lentivirus IEFEMEL T 7 A LR
scFv Single chain variable fragment  — AR ALK 7 7 7 A b
SIN self-inactivating  H & A~{E b
SPM second primary malignancy YR VEEEIEIEE
TES transcription end site  #5 5 #&AE BT
TSS transcription start site  #55-BHARTAL
VCN vector copy number X7 # — = ' —4¥{
VSV vesicular stomatitis virus KSR TN T A LA

Confidential and Proprietary 3



JCARO17
2.6.6 FEMERBROBETL T U — RSt

1. £¢&9

JCARO17 1%, ®AIHIZE ENL0MbbuUERE (CD) 8 FHME T iR GHAR{GEM: T HfE) & O CD4 B
PETHIR (AL S—T fIR) OIS DA — e 2RI S B 5 72 D HLE S 7= AR A EE 2 DL TR
END, B FCDI9#EN ETHEMLETFUERZR TMBEAITH D,

JCAROL7 D F * FHUFZ A (CAR) X, FMC63 E / 7 u—F Lk (mAb) HIKED— AR AIZEHH
W7 Z 7 A b (scFv) | IgG4 b PHEng, CD28 FEE i K A1 >, 4-1BB (CD137) HLHilig KA o
V. RONCD3B—% (L) {EMHIL RAA TR S LD, FMC63 Xt N CDI9IZHFRAITH Y . FE
BRI T 28R (v A, JEe NEEMEZRY) HEO CDI9ITITEA L,

JCAROI7TIZL VF AN AL VB FEALZBHFE THIZHEET S chH s & & blia,
BTN ABEOIRE Y B & LI PrEMEEETH H 2 0B JCAROLT DIEREKEIRE 7' v 75 &
WA FOHEI A Z o A (BCEKAONICH) #%[E L CEMEL7- (Table 1) ,

Table 1: FEERIRBERICESET AHBIUR/ERICHIZ XD ERTA XV AXE

PO St & LY BITHE
7 A VA %A LT-#E s+ | Gene Therapy Clinical Trials—Observing Subjects for Delayed | FDA CBER 2006
A Adverse Events

7 A VA ZfE L7ziE{s+F | Supplemental Guidance on Testing for Replication Competent | FDA CBER 2006

A Retrovirus in Retroviral Vector Based Gene Therapy Products

During Follow-up of Patients in Clinical Trials Using Retroviral

Vectors
7 A NVA R LT- 8 nF | Testing of Retroviral Vector-Based Human Gene Therapy FDA 2018
A Products for Replication Competent Retrovirus During Product | CBER

Manufacture and Patient Follow-up (draft)
7 A VA ZfE ] L7z f{s+ | Design and Analysis of Shedding Studies for Virus or Bacteria- | FDA CBER 2015
A Based Gene Therapy and Oncolytic Products
7 A VA ZE LIz iEf{s+ | Preclinical Assessment of Investigational Cellular and Gene FDA CBER 2013
A ARV Therapy Products
7 A VA %A L= s+ | Considerations for the Design of Early-Phase Clinical Trials of |FDA CBER 2015

A SR Cellular and Gene Therapy Products

— % e A an o—HLE, Guideline on the strategies to identify and mitigate risks for EMA 2018
first-in-human and early clinical trials with investigational CHMP
medicinal products

FaEE Guideline on quality, non-clinical, and clinical aspects of EMA 2012
medicinal products containing genetically modified cells CAT

7 A )VA %A L7-#E{sF | Guideline on the risk-based approach according to annex I, part | EMA 2013

AR IV of Directive 2001/83/EC applied to Advanced therapy CAT
medicinal products

B ieE AR O NS Guideline on the quality, non-clinical and clinical aspects of EMA 2018
gene therapy medicinal products CAT

- Aanv—la | GUBEIESEE OIEEA I A A BT A (89)  |ICH 2009

CAT=SiE B Z B, CBER=AEMRMFIMATJE Y > 7 — CHMP=RUNIESE M ZE B2, EMA=HONEHE T, FDA=
KERGERGR, ICH=H K EU &3 505 il o A0 [E PR 25

1.1, FEERPR BA FEHRRE

JCARO17 1%, & FHKROBZE CARTHIITH YD . ZDORMEIZ LV | Bz H 7 FERRIRERI TR
FINCRRERZR b D L 725, F7=. JCAR017 @ CDI19 fi& 8 Tdh 5 scFv (FMC63 Hi3k) 1%, b b
CDI9 IZEWVEAMETRAT 22 &0 (m2 @ 2.6.223.1 TH, & E RPT-00124) . JCARO17 /it k
CDI19 BB L TS EEA 2R 3208 (m2 :2.62231H) | ~ 7 AKOH L NEREOBHAE
A CD19 BB IR AT T, T oMz EE Loz (m2:2.623.1 H, #HE5E RPT-
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0279) , EVIFER] CASZESGHENTRD BRI LTz, B THREAOME X v | LR/
BHERER, TRDLLHEEIROREER G EERER., BEEE (Ames R, PAMKEFERR) | A
PERER,  AESAR AR TR MERRIR M OVR TR R BRI X 3866 L Cu7e\y, Lzd-> T, Ehis vz
JCARO17 DIERGIR in vivo skBR 1%, CDI19 Bttt NEZIZRT 2% Matd 2 72 DI Ehit L 7= fay%
R~ AET N ERANZBEBHRBROALATHD (m2:2.6224H, #HE5EFE RPT-0433) ., ZOR
BrCld, B85 L7zt F CAR TS T 2 4E/ESS 2 RET 2720, RS~ A EHEH LT,
CD19 (259 2 B RR R AZ 22 S S 72 72 3h . CD19 248 & 4% CAR T ffa Bl cBE LTk k
TRDOOLNTWDHA b A VHHEEGERE (CRS) oMM & DR NIER SUTIEEA F D
ET IBIZIZRA D H D (Lee, 2019)

CD19 fE AR ENME, JCARO17 O EWYFER AZ 75 S M OSFHAR A2 22 BOSPEE ONS 7 ) AR AERNL~ >
v/ CARTHAD A o Z—r A% (IL) -2 {K1EE 72 BEhE K OB B EHA D "l REME 2 3E 45 =
& Z HEIZ LU O e OSFERG R AR & 3201 L 7=,

o B CDIODY—7 L AT TA LA MZEIDEATLYE h—7OWER : & F CD19 2
%95 FMC63 DHifkiEe (w7 2K OEE NEREED CD19 1264 HIERAME) DR R
PEZBGNITT 5720, FMCO3 # G fHAAFHOEE = v h—7" & U THRIE S 7o i
SR AL EETe, B b, U AKOIEE NERHED CD19 2E K O MRS <©7
S RECA AL L7 (m2 : 2.6.2.3.1 TH, $#i5E RPT-0332) .

o RFEIFEAME « MG ETEM:  ICAROLT MG 31T 2 fili &M M OS5 E % M O Fli bk B
MWEFHET 5720, B b, ~UAKOIEL NEEEOBAR CD19 FEMARIZ R 2 K
SRS A VE R OV G Em M 2 3 258k 2 580 L 72 (m2 : 2.6.2.3.2 TH, #453E RPT-
0279) .

e HLCDI19scFv (FMC63 Hi3k) FEEHrEM: : JCAR017 @ CD19 ~D KBRS A K Ol ool
Jagh & o R B A~DIEFEE MR T D720, MO 7T 4 v 7 7 LA Z W THl
i & 7 fEA R R 2R L7 (m2 @ 2.6.2.3.3 1, #HEE RPT-0365) .

o BN ONMHSRD CD19 3H~ » ' 7« IE&F 25 K Ok IC 31T 5 & b CD19 D43 A
R LNNIT A0, FIHAMRERBL T RELT — 2 X—XZ W Tk MiE & ORI
BIFDRBLFHNT 5L & HIT, ARGMIXOMBAIZ L LEMITEITo72 (m2
2.6.2.3.4, #HiE RPT-0333)

e HLCDI9scFv (FMC63 Hi3k) b MEMASZAFUGHERHMN « B3 1231F % JCARO17 DFAfK
FEAMER O A2 TR 57290, ER e MRk kv E2 T, FMC63 OFFRAS 72
PaRBR  (EHR SO M4 2 IR R ABR O £l 0 FLHE [GLP] #4&) & EhL7-
(8.1 IH, #EE RPT-0479) .

o UANARTEZ—DF ) MMEAT I ELT LU FUANACL DB FEEALIZE
N T MR OB FHATNL N — o e OV R E R O vl RetE 25T~ 5 72, &
FIERRT X —ar’ ¥ (VCN) L~ULiZH72 0 JCAROLT DX H —f NERNL/ S A
— DR ) MENTE EE LT (41H, #5E RPT-00452)

e CART D IL-2 {RIFHIHEFE : JICAROLT MR BV A N A VIFRIFIIIE 7 10— 3k
ALEEAICE., B FEADORE S L TAMBMIRAAE U S et mgEShd,
CAR T @ IL-2 IZHRAF U 72O S O S O "l REME 2 -3~ 5 7 D, FllaEf7=R, 1
B OV R BIREATIZEA 3% invitro iBR (GLP &) A% L7z (5.3, #WbE
8398350) .
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JCAROI7 IV VT UA NAXRY X —% HW B FEA L TH@N TS TH D, THg~DE
BT BNV T UANARY Z—2FH LTG5 0BE BT RNtz nEco L
CAREIN TV (Milone, 2018) . SIH (BAJEME) TIX, Lo FUALNLAKOR L F A
WA Z =DM EOREVEDIREITOWVWTER L, U A7 OB O S R7 X2 —F A
WZOWTCREH L7,

JCARO17 D5 TR K O I B3~ 2 R OFEMEIX, m3 @ 3.2.83 2 THZFe#H L 7=,

PL CD19 scFv (FMC63 F3k) Dt MHMRA Z=ONERER (R E RPT-0479) & OV IL-2 MK A7 A HE5E
B (GRS 8398350) D 2 > FEMRERIT. FERRIREERIZB T 2 KERMEHRKMN A (FDA) O
GLP #i# (21CFR Part58) (ZHERL L CT3HEliE L 7=,
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2. H[E#&RGEMERR

JCARO17 12t MR CTH Y, v LS OEMFEClIL, CDI9 Tk DA Z=KED RO i/
WZ e D, B S EERBRIT I Lo T,
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3. XE#RGHEERAR
JCARO17 12t MR CTH Y, v LS OEMFEClIL, CDI9 Tk DA Z=KED RO i/
WZ ED, EER S FEMERBRIT I Lo T,
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4. BlsEHAR
JCARO17 iZ & Mlfafft Th 5720, B OBEFERR (Ames iR, JefRRFR B L) 1%
SEhE L Cuh7eyy,  [Preclinical Assessment of Investigational Cellular and Gene Therapy Products |

GmAwB)@ﬁ4&/z_%of BETEALT-BEO THIIZEIT D JICAROLT D7 7 L
INERAL D8 fE O FEAT % 5566 L 7=,

4.1. BHERTE JCAROT IZBIT A VUV F IANRBATNMDS ) A< S
(s 23K 5 RPT-00452, iINfHEEN4.23.3.1.1, Z2EEEH

L FUAINAIC iéLE%%A BT D3O U A7 ZH SN T 5720, REGEAHMIE
DL ) MBI DA VA DNA fEADOEMZ RIS — 7 oo I X T Le G
FERPT-00452) , AVETIX, HIX (bp) LIV OSMREETIHAETE SR A2~ v B 79 57-DIZ, Tns
k7 U ARY—E & BRHREXERS] (LTR) FRRAFR Y A 7 —BE##H KL (PCR) ZlAH bt
T FiEE W,

Ry —rrov o 7RI BE 3451 B L TERL L 72 JICAR017 C, [SHEEE O BN
207,889 {1 (V> 7Vl v V) 3,849 1) HERB S ALTc, FEMERTERE LTk, MEEEAN 161045728
GFIEEAORM MBI (PBMC) 2 M Lz, v —4F oo 75475 V%, Bk m
ETRE (v2.0 X TOVv3.0) K OMLEIRERFEZ LS TR (v4.0) ZHWTELE L2 H/ER L
776 191> FDv2.0 XIEv3.0 5D H H 18 B K O PBMC [& M %t )» EZOO)/~/7///77
A7V (FVPFLOBER) ZERILZ, 70 0 v3.0 BEL KON 15 8L O va.0 IO WT T o
@y—7yyy7§4fﬁv%¢%b\%M@my~&yyy7?4759%¢%bto

TANANRY Z—Da b —HiE, CARBBEME 1 EH7-0 1774 2 ¥ —0#FHTH -7, T78b
B, 4 EOBEY T ILERTO JICAR0LT DFF A (&3 % X TRANSCEND-NHL-001
[NCT02631044 ; 017001 #&Bx] v2.0 TN v3.0 [v2.0/73.0] %fv4.0) &, /7 =r—v v (GC)
af (Figure 1) | B a~F o ORE (Figure2) . BT OFF% (Figure3) K ONEFAM
HIV-1{ZOWTHENRHDHNY & Fr—LARS] (Figured) (2K o> THT L7, AT —0F, &
FOMIEE VT v2.0/73.0 KON v4.0 O TRETHRYE L7280 o v METENR 2o T, TSP
DEWED B DB T OW THRARE RN LIRS, IBEICE W BB Y 2 7 [CEET 585
THE~OBRIRP) 72 FFANITR I N2> 7= (Figure 5) o

INHOT—ZIZEY | JCAROT DEUEIZHEHINIZ LU T UA NVARY Z—F, ZHE CIClmE
SNTWDOIHARL o TFIANAELRRRO T ) LFFAT O T 740 (Tbb, fATEIROER
PE GRS v~ T o~ — 2 ZE T, ISR EK, KOV GC ER&A AT 26K &R
L. HERAREBAYY 2 7 W NS S AJFGE IS 1. A A/BIE @R A ERAL & O FE I8 2 B39~ 2 fE ik
~DOEBEOH I & R HERIZ A SN2 0o 7= (Brady, 2009 ; Cattoglio, 2010)
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Figure 1: 7 AD GC R LB L7z JCARTRZ ¥ —fEAT 0 7 7 A )L
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Integrations vs. GC content in 1Mb windows, All samples
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Figure2: DNase 7 7B E Y 7 ¢ (BB n~<F ) LB L7 JCAR0T T Z—HAS 0”7
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Integrations vs. DNAse Accessibility in 1Mb windows, All samples
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Figure 3: T _XTOBREREDY ) MEHIZ X HHEXE) JCAR0T X7 7 —FF A DM,/ I

A) Probability of insertion into genomic features vs. background (TRANSCEND v2/v3 & v4)
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AL, TSS=HAGBAAGTHAL; up = i,
(A) TRTOV T EeFERfE (RAVA ZXDT 07 BMAER SN ATAICBET 5 1000 HOT—% &> ) &
DOHBNSEONT-T — 2 ZHWTR LTS ) DRI & D AFERZ "o 4 v X, AR EZY— L IRET D
L. FERE ERID CRERAEML, EEE THE S LHEENEDT D, Ao ENIT IS%EEKME KT,

(B) &Y (C) 1%. TRANSCEND (NCT02631044; 017001 385%) THE v2.0/7v3.0 X O v4.0 V> 7L F N ZENFEIEED
SN Fo
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Figure4: 7'/ A EOUA NATBATN B CRFINIERE
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Figure 4: 7° ) A LD U A NVABABAMER CRFSINEE FEX)

D) Literature (Reproduced from Wang, GP, et. al., Genome Research, 17(8), 1186-1194. Figure 3A)
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EEHRT, Sx (A) eV IATORTFEEINZESEZ77, (B) KO (C) X, TRANSCEND
(NCT02631044; 017001 3ER) v2.0/7v3.0 LN v4A.0 o TV ENFENDORAE S-SR, (D) 1. Jurkat T
FIEE HIVS—ADRI Z— L f o Fa_X— M L72#%, BEUVANAEESTNODODNA T T 7 A b
AVR X% Msel lfREEE 7 7 T L (FNFRY T /3% L A KNB) OWFHTHIEIEIZ T A 47— g VA
(%) PCR Z AW Tl L7z Wang HIZ L V7R &727 —4 (Wang,2007) ZHBLI-HDOTH D,
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Figure 5: REOH b N BHFIHIEE T & BB T COBARDILE
A
) All Samples B) TRANSCEND v2/v3 C) TRANSCEND v4
I ]
w0 _| L] 0 _| w0 |
[]
E i . E
=3 < [ |
° T T ° T T ° T T
Tumor Suppressors Control Genes Tumor Suppressors Control Genes Tumor Suppressors Control Genes

(A) &% 7, (B) TRANSCEND (NCT02631044;017001 #5k) v2.0/v3.0 > 7, KT (C) TRANSCEND
(NCT02631044; 017001 FRER) v4.0 V-2 7L TO T HIE TRILT 2 5 il s 7 & il U2 EBinfE s icsir 5 %
0 ~N— 2570 O A& R,

High A5 3 RPT-00452
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5. DAJEMHFER

[P IS S O JEMG R B 2 04 K74 ) (ICHS9, 2009 ; Table 1) [ZHEHLL . FEYUEM
7R DS AUSEPERBR 1T I L Ty,

JCARO17 O AJFIEDRHIIL, VU o/ EREBAL B K 2 BFE~D Y A7 | BHilathis, CART
OIEFER, WL o F U A NV RBIRFEANC L D308 A IL-2 KA CAR T #5E & OB E IR
e RIREMEZ Z 8 L C I L7,

5.1. BRIRAHE®T 5 Z L ICERT AR AME

JCARO17 X, 1E%H BHilaZ & Te CD19 FELHIIZIC )T D /EHBEFIC L 0 18I B a2 k58 S &
HZEMND (M) . CD20 A=W & 45 ) 7 a—F LHRO KRR X 0 . B oM E
B OIRIE & 52T TV D BFITBIT 280 B Mt eI R T 5 ZRBENRAD Y 27 N TS D
(Rituxan®, 2018) . IRMEMIEE (SPM) BHD V) 27 23+ 5720, AR STV D ekt
FEEBR CRIBE IR SUTEIT L2 BAIIRMIER X U o3l (NHL) BEZxig e L, VY
XU~ TGO TEEAILSNIALFERIEL V) Y o~ 7 L OPFHULIEERREGRER) &2 AT
AT SR K DN A & T &2 FE i L 7= (Fleury, 2016) , AHFFETIX 9 DDIRER (4,621 il E#E)
%%ﬁﬂ%tbtoLM%E%W¢%@@B¢H@%ET U v~ 7 HFHRETIL SPM 23
169/2,312 BNZFBDH HT=DIZXF L, U ¥~ 7 IEFEHRETIL SPM 23 165/2,309 B8 H a7z
(A > =088, 95%(5#AIX[H 0.66~1.19) , LMEDOEIE ., M7 X A 7, —IRIGHE X 13HE
FRRIELE LTV YR ~T7 ORI @)17Lw@%&ié¢ U v~ 7 HERFRIERBRIC
B D EHE 5 X 5 BHEBEEIL SPM O U A7 BINCEH S Ligho 7= (P=0.86) , ZILHDT —X
NE, BB THW-HER OB E AP 2 — L TO U VX~ 752 L 7- 350 BBH
WA TO B MG BIX, (L RIERIBEME G L i LT, BNAO U X 78N L BEE L2
EDIRIEE N,

52. VUFUANZRERNWE THIRA~OEBGFEACLAEEEY X7

JCARO17 O8I TIE, THAEFRE L2 CD19 2%/ & L7 CAR #ZEM| %ﬁé@étwmvy%
TANART Z—(ZL e b THRICIEEEAT D, Ly TFUANARYT Z— |2 K HBIE AN
AR HEHE A& AT D BRI R KT T2, Hig b, EEBY A7 0355, BhEMEL
FANA (RCL) BHEET D EL exvivo TLUT T A NVARY X —|Z K DEEF O AR O A
AT o -BRCERES U A7 WNEE D aREME N S B,

4THIZ, JCARO17 X7 ¥ —DIF AR Z /R T 7T — X 2R LTRY ., ZHUIHAR L T A LR
DT U H LIRS — 2 & —8T D, WRRFERNRRA DY 27 23 7Hlix7e <. BASGE
5T\ CBE9 D R, A A B e ffi A BT S FE R (2 BEE 9~ 2 fE I S A S EE 9 B A b
RO LTV ey, BLERLEF O RCL LY 27 OFHl, 7 A VAT X —& 2B G FRE,
&Uth%l BWTHIV-1 2 X D8 G A LSS Y A7 (CBT 2SO L B 2 — % LI T
WZHET T 5,

2.1, BV FUANAHBDORREEEZMZIB LV FUANART Z—DT AV ERY R
EH

RCL HELY 271X, HEDOT VA VEER OBEOREMZRGET 2B GBI L > THEEHINT
W%, JCARO17 OBLE TR T THE~OEENHERT 2L 0 F I A VAR X — 35 3 RO
#airie OAEE L SIN) ~7 22— (P <®Y. RCLIELY 27 & o Riciz 5 7=

D, VT TANAT ) AOKRYEEREL, XIZX—TFTAI RKN3 OO r— 0 77T R
I RDPLIERINTND, ARERT A VAR A K ORI AERS 22 b = — /7 e %
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— X —FdFERE L, KEEONET A LA (VSV) BFEX 87 GO _"a—7Tya— ¥
A 7fbsnTns (m3:3.2.8.1.35, Dull, 1998) , RCL ®HBUSIZEL OB NLETHY | £
OFREMITIEF IR, 29 LIz 0N 2l & -8 LT, AL IRIIT T A VA
BN LB ERERIECSIA 72, T ETIZ, B3R L TF I AN RARS X — OB 4 2 B 1
B L CRCL BHEBLL7Z &9 HiF1E 72y (Cornetta, 2018)

P B, MRS~ RCLIBANE X 55D, RCLBIBALIZL Y F UL VAR B —% BE
THIBOEEACHWAREEDOLTH A, ZOE . FpaEsidc RCL 25 EEFE Lk T A Al REM:S
b2, TDeH, FDATA RTA AN L=~ T Z—28E L TEBY, v A F—k A0 #E
BT L OS2 Lo F 7 A L AR Y B —|Z RCL DIR AR T L 2 RFEL TV B,
JCARO17 L F DEGE I ENT- Lo FIA LAY Z—D1r v FMIOWT RCL DR ARG E S
TW5 (m3:32S8447H)

FDA Guidance for Industry, Gene Therapy Clinical Trials—Observing Subjects for Delayed Adverse Events,
(FDA 2006) (Table 1) (CH#EHLT 2 7=, F 72 JCARO1T 2% 5 L= BE OB R LSS0, EHLE
BRGH 2 5 L CHBAE &2 BIEAE LT\ D (NCT03435796) . ZhETlz, ®ihd (m3:3.2.P.5.6
H) SUTEFMIFET (NCT03435796) (& RCLIFIMH S TR 57, RCL AL D "l REMEIZFEF (ZIK
U,

5.3. JCARO017 @ in vitro IL-2 {& 77840 Fa B8 5l fE AT
(s 35 8398350, IRfT &R 4.2.3.43.1, FHMEE R

IL-2 1%, E% THFROHEE LK OV LICHEDYT A A4 TH Y THROEMEE ORI L
T D, IL-2IEFEE T CIIFIEE M T AL A0E ICHSET %, CAR THIfE T IL-2 JEKfEME 2R
THRETEANT a— U RAELND &, IEERET 5 alREME R OVE TR CHMBEMENET 5 Y R
TN DHZEDREEND, JCAROLT HIMLD IL-2 K AFAHEAE M O B D AT REM: 2 314+ 5 7=
B, IL-2 OIETEAE T XIIAFE FCTO in vitro BHIRE#HABR (GLP# &) 2306 L7z (HEE
8398350) .

FHHLZ b B IL-2 DIFAE T XITIEFAE T T, JCAROL7 (10 2 v ) M OVARLE T/ (74 L AIC Xk
AIEERHL Y L) 2858 Ls (BRARIEEE 1.6 X 10° cells/mL : 50 X 106 cells/well K TN 25 X 10° cells/well
ICARY) . T RTOREZB VT, §3% 1~61 HH £ T4 HFIS, BEER, EFRE O ERIA %
FEAM L7z, AR R OVEIFRIIEREASE (b7 eV LA RRT 7 ) VAL y) ZHNT
HIE LTz, MR, o2 BEmoRmPri [CD3 B (R TMka ; MfaoME) | CD4 Btk
(~LX—THifE) . CDS8 Bt GHIfREENME THIlE) KOWiA 7« 4% 14 7Hik (Bt ID $ifk ; CAR
BE) 1 1ot B RS EIC RS X [FE L-, BIRIT 5-=F = L-2-FF X7 U 2 (EdU)
WLV RHm L 7=,

IL-2 777E F @ JCARO17 MfEIZ BT, %L (cells/well) 1558 1 KOS H BIZIXIZ & A (LY
T, ETO%, BEEBHENL—HLUTEA L, Zhucxt LT, Ba@Eiia (IL-2 3EFE T XUT
IL-2 fFAET) KOV ICAROLT Al (IL-2 IEAFAE ) IR 23 2o IcBd Lic, £538 61 HHIT
L. T_T D JCAROL7 MM (IL-2 FEMFAE F UL IL2 fFAE ) oM. ko (1.4~
5.1X10° cells/well) Z7R L7 2 iR Z2FRE . RKRHIBRF AN & 72 - 7=,

TR COMPL DOFRETRIEE D EFFZRIT 88% A 2 TRV . faksa 2k L7= JCAROL7 M DEFRIT T
T 90%% EAl> 72, IL-2 fF1E F D JCAROL7 Ml ClX, 5578 5 H H OAELFEN 70%% 8 % CTHERF S
ni=th, EZEIHEPL—E LT T Lz, IL-2 FEFE F D JCAROLT M K OMAALE ML T, ZE
FRNEHRITIRT L, 553 5 H HOAEMFERIT 46%~58%ThH 0 . Bz 13~17 H BICHRAKEIZE L
776
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CD3 [HERREE R DB B IC L > TOREN DM TR ZH L TEL . 1 BEZBRS TXTOBKT
an%@mmwﬁAﬁ2%%ﬁz1wtomu%ﬁm%mﬂA@ﬁm@yﬁgaa_mwgm H
Fatg e TR~ =TI L 0 &P Uiz, BRI A3 L T CAR B4 (D
M) HEOEIEIT B L TW=, B2 1 HHO JCAROLT7 Ml Tk, 1 A ZRE ~ L 3—T Hilin &
USRS EME T /IR OK) 75%~85%28 ID Btk Tdh - 7=, Zh b OMIEOEIZEEE 9 H H ALV 61 H
H® IL-2 f71£ F @ JCARO17 HifE TIXEFRE TH Y | IL-2 FEAFAE F O/ TOEE TR0 -
776

PLEX D JCAROI7 M@ (IL-2 FEHFFET) KOMAMLEMIZIX, 60 B4 L CHIRAEFREO—E L

AR TR L, IL-2 IEEE FEHLOSEA TR, ZORTORENRKENoTz, ZOF—FE, Tl

ST L 912 JCAROLT R OFERSE HiA L T MR D SIS ONT in vitro BREE T CHERF 0D 12X IL-2 12

KETHZEEKMLIELDOTH o, EERZ L2, AREBRCIE IL-2 IEEAFIERE R A TR Y

hﬁﬂotommwn%@&@%@%ﬁ@@ﬁﬁﬁﬁmﬁﬁfi FRRIRE O B3 OIS e OVRE B )8

féh % 61 H H ORI 2 £+ 272D FETH 72 L RIE TR, FUE RO
IR 1 HBICROONTEERRECTH -T2,
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6. AEFEFATFMEAR

JCARO17 DZEMFHE O 72 DY) 72 BT T V3722 &, JCAROLT DZAREER OFEIR E T
DOHMIE AT 258k, I - JRIRIEAEICET 258k, AR O AR OF AW I RHR O
HEWCBE 23 BR, RO EMW O3 AR T 2B I3 30 L T 722V, 723, JCAROL7 IBHRIZEE D
HEFEFRE~DY X7 L LT, JCAROT HERIOBEDOHILAE THHL 7 AR AT 7 I REORT LA
TR ED Y L NERRSBALFIRIEC L DB O R FEME N OME ST O FTREM N E 2 B b
(Leucadia™, 2014 ; Mirkes, 1985) .
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7. RETRIEERARR
JRIPITRITE M RRER 1T T2 M L T2,
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8. FofDEMHRBR

8.1. H1 CD19scFv (FMC63 Hi3k) Dt MRz ZER I TERER
(5 E%5 RPT-0479, INFHERN4.2.3.7.7.1, EAME R

JCARO17 DFAFEAZZE S GME % 5l 5 726, FMC63 & & de#%iD CD19 2/ & 3% scFv-Fe @&
KN E (BERE) ARV GLP @A RERZ i L2 GREE RPT-0479) , 70, X
WE L LT, R L B DR R E AT 5 Fe it &% v /378 (Fextil) ZeiE LTc, £
DA OFERIRIX, BBRWE T Fe X BE 2 Brdh U CTERL L 72 GRERXTRR) o BRMER OG5t B
ARk & LT CD19 Ml CEMIRRIX K562 Mifd) MO CD19 Z38BLT 5 X 5 2 L7z K562 #llfd
Z I CTYe a2 5 L7z,

ARBTIE, BT OO & 0T, BRWEO 2IE (LTS pg/ml) TRty —
VA LTs (B Hkd T2 0 KF—3 4 ; Table2) .

Table 2: RERGHRBR CEME L7zt MERO—&

il & Cofik LREE
irdiin B CRERMS, FRANE) PG

M ER @ JT M T
A (WA ° Jhi e
g U > i GG L))
Ji6 — 71N U FEE

b — RMb - RN BB AR i it
FLAR ERME PR
fiihe CRJE) ARAHARE bk

R A R
gpAg A L L
THILE HIA FE PR

@ R M B HAREAIZ &0 FEh,

b R AT HE 22 T DR oW TR,

¢ fE. /MMERUOHE MIETOFEHEZET) &&T,
(& 3E RPT-0479)

KRB TIZ, FMC63 IZ X Ao yutany, U o Silfk (W, Rk OFEIB O & B Y o <
) POHEZERICED G, B, B, RE. KOVEE N TR UL E N O BEZERIZHR

bivle, F£7o, Mo, Mg () GREE  BE~mE, BE : ) . BE (R
R GRE  E~FE, HE . O<Eh~F) . Rt (RELER)  (GRE ;- [EfE~rp s,

BERE . < ENA~ERER) L FESER (RELRR)  (GREE : BEME~TEREE, BHE . O<En~F

) ICHRO LN, S5, MDY@ AIMER U EF AR (MR, MEER. Az oH
SAFI 72 ) ICERD BTN, HIRNEURIL JCAROL7 ICHER TE 22 W e FHISN 5720, BT
MERIIRNWEEZ LN,

PLEX Y, FMC63 scFv T K D Yetagid, o 2 FDHT CD19 scFv I L DYt S —E& L TBY
(WK MFAET 24T I 1T 2 Bl RO Gef) | b MHEFRICI T H2BEE 0 CD19 O %8l L —F L
Tz, L2l JCAROI7 #EBEZIZB W T IS OEMZEICBIT 2 BENRBO T, £/,
D 70T 42 v 7 7 LA REBRICE VT EMC63 scFV & DR RAFES NRD b o= b
25, FELOMAETRD B A YT JCAROL7 5B EICRBITA Y 27 L L TEHETE S &
ZEZ2HN5,
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8.2. HFESIA DL MR

JCAROI7 IZi&, WA E LT AF I ZLARF T R (dimethyl sulfoxide, DMSO) & OME g T /L
7' 2 (human serum albumin, HSA) 2ElEA I TV 5, JCARO17 DGR AR EIRN &S5 C
HHT D, L DOUIMAIDOFEIRNE 5 12361F D LMD T, AR E FLITHEN L 7=,

DMSO (RPT-001585)

Z U E TIZ DMSO OFHRNFE G2 L % Hilal « g e 5388k — 73 ERER, in vitro & TV in vivo 18
fEFEMERBREE 3 IEhE S LT Y Table 3 (2T RBRGE NS %mﬂ\éo DMSO O~ 7 AN

k& AW 7 B AIERIRN & G- (& - 2.5, 5.0 KOV 10 g/kg) Tlk, mHAERSICLvEER
PO BV, FECHNIIEE, fhshie, FPURIREE N, OV s 2L, #5524 BRI £ TIZIEL L7z, LDso
fllX, ~ 7 ATS575¢gkg. 7 hTS536gkg ThH-o7= (Willsonetal, 1965) . BT B 7% FHu
72 9 H IR B G- 3 EREBR CiX, DMSO % 2 KO3 g/kg/ H O &ET 9 HEFIRN& G- L, #
SR TH 4 5 HREBIE LT, ﬁitﬂﬁbu&@‘%@ﬁzvf HiLTens, BUEHIMKE T IR A T3 NR
D AIRAZAL K QYR BEEARAR A LIZRD Do Tz, EEHMERIT 3 gkg/ HBEE X BT (de
la Torre et al., 1981) .

In vitro A FHMERER CIE, BEICFM S 7z 23 BB 19 RS2k, 3B RiED, 1 R B
PLHEIN TS (Hakura etal., 1993, Wangenheim and Bolcsfoldi, 1988, Nakamura et al., 1990,
DeMarini et al., 1991) , In vivo L’fﬁiﬂ: BB VT, MEREBR (SmL/kg) TlIREMEORE RN WS
SNTW% (McFeeetal., 1989) , DNA HEH IR TIXE N CEAPTERIS 2880 b TZ 3

(=5860 mg/kg) . FHAFRIH ERGIZ K 2B @D R EHEZ S TR Y . MERIT R
W ETWD (Walles and Erixon, 1984) , LA EDZ &6 DMSO OEEFHMED Y 2 7 1HRW 2
EWNTRIBEIN G,

A= VT U NDAL = N EIRN TGS K D08 - JIRF BT 53 B T, 50~5500 mg/kg
O R THENR 8 FIZHEIFHIRNER G- L, &4k 11 H ”M‘ﬁuto Z OFER, 2500 mg/kg UL FOHET
VIIRESEME XTI TR D b ey o 72 (Ferm, 1966)

ICAROL7 DREAICHT 2 B RN E[JmL (m3:32P.1HAZZ) 255 L7z DMSO ©—H
mREARIIO e cHv. v MEEZ 60kg & LEEBHA ORI meke L2 5. ZoRE
I%. DMSO O#ET J1 7Y v % iz 9 B BREFRIRN & G- B ds 1 5 a3k 3 g/ke/ HE LY
“—/D?‘//\AX 2 —Z W E RN G2 K DR - TR AEalBRIZ 30 W TIRBBE M X A B
S B Do 72 2500 mg/kg (2 U TIR < E 72 DMSO ICEBFEDNTE O b TN &
%%F%‘Z) &L AFNTIHMENTUVWD DMSO IZoW T et EoBaiiisntbotE2 bnr,

F 72, DMSO [ ZERRIZIBW T, EMEHIEZE OB ORI HAERH#EA & LA STV 5,

DMSO % F W CTHAEERAT L 72 A OEERFIC A DN D AEFR L LT, IR, IEMH, LFERER
W, T T 74 7% U—BRNIG, REBAL, MEE T I EANHREINTEY, &KL ONEH:
I EREMERTRD BTV % (Bakken 2006, Zambelli et al., 1998) , L6 DA EFL & [alked
HHBIT, 1gkg/ HEBRARWEDORGENPHEEIN TS (Reganetal, 2010) . RO HRKEL &
WL ZOHEHEE TFEID Z b b, REOUHIAIE LoD DMSO Off izt Lo &IT vt o
LEZ N,

Table 3: DMSO D EMERBRRBE

ARBROMEE B B 5REHE FRBRERR 2E R
B [a| 5.2 <A iv. LDso: 5.75 g/kg Willson et al., 1965
7 v b iv. LDso: 5.36 g/kg Willson et al., 1965
A e G- m
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AR O B B EREE AR BER
9 HFH 7 I AL Lv. NOAEL: >3 g/kg/ H de la Torre et al., 1981
BInEME
In vitro NA NA 23 B Hakura et al., 1993;
- FREeh 3 HBr Wangenheim et al., 1988;
_ B 1 3KER Nakamura et al., 1990;
o Rl 19 R De Marini et al., 1991
sz R <A ip. [afh: McFee et al., 1989
DNA HigH Bl R ip. AW (5860 mg/kg. BM: Walles and Erixon, 1984
SOMTRE BEO — R b
T % mHetE)
RS AR RN
IR - Rl A T— LT iv. 2500 mg/kg LA T O & TIL Ferm, 1966
INDA KR — REIENE ST A TR TR
HHENRNoT,

iv.=#ARAN, ip. = BEFEN. NA =§%413, NOAEL = #Em5Mt&

HSA (RPT-001911)

HSA I%, FERRRFHEFBROMHKEWIIIREEA LR 5720, BEEZ EMICTHET 22 &N TER
W2 EnD, b MIBIT AR ERIC a2 L7z, HSA 1T MEKRKNE TH Y | BRI
HZIE 37~56 g/L BFEL TV D (Wallach 1992) . 1K 60 kg DOt FOPEERMEEIT 420 L& 2
54T % (Feldschuh and Enson, 1977) , JCARO17 D A 351 5 — Ak Al & [ mL

(m3:3.2.P.1THZZM) 2 BFH L7z HSA ©— H R A6 i*ﬁ’J- g Th Y, FEBRI T HSA &
O gL 7Y . ARG X B BT AN EBORIEANTH D Z EAMERSND, Lz
Mo T, REOTMAIE LTO HSA O HICZ e EOBREITRNb D EE X b,

PL B, RFIOEMAIE LT %5 DMSO &K T HSA D2 EMEIZ- DUV TRil L 72fE R, W nico
WTHARMBZGDZRME TIZR N TR EOREITZRW S O Ll L7z,
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9. FBERONEwm

JCARO17 DIERGIRZE MR IL, B s AP ELE . IRTA R M O EEME IR SR O FERG PR A 2
HEEET DHEI T A X AT TEHm L=,

9.1. ERDOFMRR K CEMEERBRIZ OV T

JCARO17 X BFEMIAZ AN ED 72 e N T HIRLH REAI T d 2 Rtk |, B REA A3 2882 Hn
t%%@ﬂrﬁﬁﬁoiwa/ﬁ%@%miﬁéfi@< BRAMEFZLWEEZ LD, LR
- T, invivo FERKRIR TH 5 —EMERBR, BEFMHRER, 25 A JFPERER & OVEFRERS A& R
VXREEHE L 72 o T,

9.2. BEFHML VFUANVADY R

JCARO17 1%, # 3 iR denggiitk SN Lo Foasrzsy s — (P 2Rv<cissns,
DRI B —ZX DV F AN ADKPREYG R CRERYEDO U A 71X, Lm%%ﬁ%%%mﬁﬁw
#F. \EE, BEENEEE, BliETothor MBW TR TIRWEB 2 b, X612, RCL DOE
B BANZLDHENAY ZA7I1E, RXT X —ORFHER) AT ERIZ L > THh/MEEhTBY, 2o
Z 1T ICAROLT DR AR — 2 o v 7 % O T4 NERALARATARBR I K D iR ST D (4.1
TH ; ¥R E RPT-00452)

9.3. RNAMEEBDY R

Ly FUANARY Z =2 LB E b THIASOBET AL, FAERL L F 7 A L2 TOR
HERRD T 7 MEANE R LTz, BRRIREFERA 72 ) 27 W NS ARG . DA B L 7= 4@
DB T HENENL, K OHEFHE A2 B~ 2 fEI~ D B O M 2 5 720 2 kﬂ%(ﬂ@
BEO THIRRIZ Y A VA E B TFHAT SO VON O CEETRHRAIC L DB NBAD Y X 71X
BNWZEAREREND, ZhbDTFT—#%, JCAROL7 HIluDE#IEE T, IL-2 A4 T IL-2 K
TR OERIEEIL 2V 2 & 27”7 in vitro iBRIC L W S HIZEAITF LN (531H) |

9.4, AFERATBHDY R

JCARO17 DZEMRHE O 72 DY) 72 BT T V37202 &0, JCARO1T DO ARHER O IR
OFMIIEAICB T 258k, I8 - BRYERAICB T 258k, AT &R O A% OF BTN t%@%
RElZ B3 2 3Bk K OB D58 AR I B3 23 BR I3 540 L CuhZevy, 7235, JCAROL7 TRIEICHE S 4
R AETFMED Y A7 & LT, CARTHERIOEEORILE THLH 7 ahRA 77 I RKEORTZLVE T
Bl ED Y oSEREEB L FERIE OB G X B IR IR B R ORI EER 2 BT D
(Leucadia™, 2014 ; Mirkes, 1985) (6 1H) .

9.5. #E3h

JCARO17 D IEFGIRZE 0% M 5 FERG R BB & U<, fEOR R, BRI A ZEMOGE & O
4K¥T$)\ L7=HERR THRRIZEB T D7 7 DFEAARY VG LTz, in vivo D IERG KRR TH
LR, BEEERER, A RMERER, KOV AR MERERIL. JCAROL7 (Z5LFEH AL A2
ﬁﬁﬁ#ﬁm EMBER Lo T,

Fehiti U7 R IR e 2VERBR OFE R, s iR L7 BE Bk TIEIC BT D AR R L OV 7 &
FRAART KL D | JCAROLT % FR58 AT EEEME O KA B M U o SIER A RE ORI W
HEORENE EOREITI RSN Do T, Fio, RAOWMNA L L THEHT % DMSO & T HSA
X, REESOFEM FIZBWTEEME EoBE&IT2n b o il Lz,
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1. EHRROBE

Toxicology Overview

Investigational Product: JCARO017 (lisocabtagene maraleucel)

Type of Study Species and Method of Duration | Doses GLP Testing Facility Report No.
Strain Administration | of Dosing Compliance (Legacy No.)

Single-Dose Toxicity

None

Repeat-Dose Toxicity

None

Genotoxicity

Vector genomic Human (Homo N/A N/A N/A No _ RPT-00452

insertion assessment sapiens) _

Carcinogenicity

60-Day In Vitro CAR | Human (Homo In vitro: N/A N/A Yes 8398350

T Cell Proliferation sapiens) incubation

Study I

Reproductive and Developmental Toxicity

None

Local Tolerance

None

Other Toxicity Studies

FMC63 tissue cross- Human (Homo In vitro: N/A 1 and 5 pg/mL Yes _ RPT-0479

reactivity sapiens) incubation _

FMC63 = CD19-scFv binder found in JCARO017
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2. FFRVaAaxxT 47 ARR

Due to the nature of the JCARO17 as a human cell therapy, traditional toxicokinetic studies are not applicable.
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3. PXTVaAXRTAIART—F

Due to the nature of the JCARO17 as a human cell therapy, traditional toxicokinetic studies are not applicable.
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4. HHRABRARE

Because JCARO17 is a cellular product, traditional toxicological drug substance assessments were not
performed.
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5. HE#&RGEMERR

Due to the absence of JCARO17 cross-reactivity towards CD19 from non-human species, no single dose
toxicity studies were conducted.
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6. REHREFMHRAR  EELRHEBRIUNORR

Due to the absence of JCARO17 cross-reactivity towards CD19 from non-human species, no repeat dose
toxicity studies were conducted.
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7. RERGEERR - EELWER

Due to the absence of JCARO17 cross-reactivity towards CD19 from non-human species, no repeat dose
toxicity studies were conducted.
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8. BEf=FMERER : In Vitro FRBR

Because JCARO17 is a cellular product, traditional genotoxicity studies (e.g., Ames assay, clastogenicity assessments) as indicated under “Guidance on
genotoxicity testing and data interpretation for pharmaceuticals intended for human use” (ICH S2(R1), November 2011) have not been conducted.
Consistent with guidance under “Preclinical Assessment of Investigational Cellular and Gene Therapy Products” (CBER, November 2013), an exhaustive
assessment for genomic insertion sites, across a range of vector copy number (VCN), for JCARO017 in transduced patient T cells has been conducted.

Genotoxicity Studies

Investigational Product: JCARO017 (lisocabtagene maraleucel)

Species/ Method of Duration Sex/No. Report No.
Strain Administration | of Dosing | Doses (mg/kg) per Group |Noteworthy Findings (Legacy No.)
Human (Homo N/A N/A N/A N/A The genome-wide analysis of lentiviral vector integration |RPT-00452
sapiens) across a range of vector copy number indicates a genomic

integration profile similar to wildtype lentiviruses and

shows no indications of specific risk conferred by the

lentiviral integration process.
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9. BLEEMRBR : In Vivo R (BBI/MVERR)

Due to the absence of JCARO17 cross-reactivity towards CD19 from non-human species, no in vivo bone
marrow micronucleus studies were conducted.
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10. 28 AJRPERRER

Due to the nature of the therapy as a human cellular product, traditional nonclinical models for informing carcinogenicity risk were not applicable.

Carcinogenicity Study

Investigational Product: JCARO017 (lisocabtagene maraleucel)

Species/
Strain

Method of
Administration

Duration
of Dosing

Doses (mg/kg)

Sex/No. per
Group

Noteworthy Findings

Report No.
(Legacy No.)

Human/17097

In vitro:
incubation

60 days

N/A

2 (JCARO17
and mock)

For JCARO17, a decline was noted in cell count and
viability over the course of the study in IL-2+ and IL-2-
cells. Cell counts fell below resuspension concentration®
on Days 53 (IL-2+) and 29 (IL-2-). On Day 61, cell counts
were below the LLOQV for IL-2- cells.

For JCARO17, a high degree of purity (CD3+ cells) was
noted on Days 1, 9, and 61. On Days 9 and 61, the relative
percentages of ID+ cells were comparable (IL-2+) or
marginally lower (IL-2-) than Day 1 values.

For mock samples, a decline was noted in cell count and
viability over the course of the study in IL-2+ and IL-2-
cells. Cell counts fell below resuspension concentration®
on Days 33 (IL-2+) and 21 (IL-2-). On Day 61, cell counts
were below the LLOQ® for IL-2+ and IL-2- cells.

For mock samples, a high degree of purity (CD3+ cells)
was noted on Days 1 and 9. Less than 0.5% of cells were
ID+ on Days 1 and 9.

No outgrowth was noted in JCAR017/17097 or mock
samples.

8398350

Human/17217

In vitro:
incubation

60 days

N/A

A decline was noted in cell count and viability over the
course of the study in IL-2+ and IL-2- cells. Cell counts
fell below resuspension concentration® on Days 45 (IL-2+)
and 17 (IL-2-). On Day 61, most cell counts were below
the LLOQ® for IL-2+ and IL-2- cells.

A high degree of purity (CD3+ cells) was noted on Days 1
and 9. On Day 9, the relative percentages of ID+ cells
were comparable (IL-2+) or marginally lower (IL-2-) than
Day 1 values.

No outgrowth was noted in JCAR017/17217 samples.

8398350
(continued)
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Carcinogenicity Study

Investigational Product: JCARO017 (lisocabtagene maraleucel)

fell below resuspension concentration® on Days 41 (IL-2+)
and 17 (IL-2-). On Day 61, cell counts were below the
LLOQ?® for IL-2- cells.

A high degree of purity (CD3+ cells) was noted on Days 1
and 9. On Day 9, the relative percentages of ID+ cells
were comparable (IL-2+) or marginally lower (IL-2-) than
Day 1 values.

No outgrowth was noted in JCAR017/17384 samples.

Species/ Method of Duration Sex/No. per Report No.
Strain Administration |of Dosing |Doses (mg/kg) | Group Noteworthy Findings (Legacy No.)
Human/17289 In vitro: 60 days N/A 1 A decline was noted in cell count and viability over the
incubation course of the study in IL-2+ and IL-2- cells. Cell counts
fell below resuspension concentration® on Days 41 (IL-2+)
and 21 (IL-2-). On Day 61, cell counts were below the
LLOQ?® for IL-2+ and IL-2- cells.
A high degree of purity (CD3+ cells) was noted on Days 1
and 9. On Day 9, the relative percentages of ID+ cells
were comparable (IL-2+) or marginally lower (IL-2-) than
Day 1 values.
No outgrowth was noted in JCAR017/17289 samples.
Human/17384 In vitro: 60 days N/A 1 A decline was noted in cell count and viability over the 8398350
incubation course of the study in IL-2+ and IL-2- cells. Cell counts (continued)

CD = cluster of differentiation; ID+ = identity; IL-2 = interleukin-2; LLOQ = lower limit of quantitation; N/A = not applicable
@ Resuspension concentration (approximately 4.8 x 10° cells/mL) "LLOQ =1.0 x 10° cells /mL
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11, AFERAFERR - EEQRARLUS ORER

Due to the absence of a relevant animal model for assessing the safety of JCARO17, no studies have been
conducted to assess potential effects of this product on fertility, embryonic development, prenatal and postnatal
development, or juvenile development.
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12, AFERAFMRR | RIEREKROEKRE TOMHRREECET 2R R

Due to the absence of a relevant animal model for assessing the safety of JCARO17, no studies have been
conducted to assess potential effects of this product on fertility and early embryonic development to
implantation.

Confidential and Proprietary 14



JCARO17
2.6.7 MR ERAE TSR v — RSt

13. AFERAFBMERR - B - RIERAEICET AR

Due to the absence of a relevant animal model for assessing the safety of JCARO17, no studies have been
conducted to assess potential effects of this product on embryofetal development.
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14, AFEFAFMERR - HARN R OCHAROFEW I RHMEOEREICEE ¥ 58k

Due to the absence of a relevant animal model for assessing the safety of JCARO17, no studies have been

conducted to assess potential effects of this product on pre- and postnatal-development, including maternal
function.

Confidential and Proprietary 16



JCARO17
2.6.7 MR ERAE TSR v — RSt

15. Ry R

Due to the absence of a relevant animal model for assessing the safety of JCARO17, no local tolerance studies
were conducted.
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16. = DD FHERR

Other Toxicity Studies Investigational Product: JCARO017 (lisocabtagene maraleucel)
Species/ Method of Duration |Doses Sex/No. Noteworthy Findings Report No.
Strain Administration | of Dosing per Group (Legacy No.)
Human (Homo In vitro: N/A 1 and 5 pg/mL N/A Plasma membrane staining was observed for FMC63 on  |RPT-0479
sapiens) incubation mononuclear leukocytes in lymphoid tissues including

spleen, tonsil and gut-associated lymphoid tissue (GALT;
colon); and mononuclear leukocytes as foci or
intravascularly in bladder, kidney, ureter, and uterus
(endometrium).

Staining was found for liver (hepatocytes; noted as weak
to strong intensity, rare frequency), esophagus (squamous
epithelium; noted as weak to strong intensity, very rare to
rare frequency), tonsil (squamous epithelium; negative to
moderate intensity, very rare to occasional frequency), and
uterus (cervical squamous epithelium; negative to
moderate intensity, very rare to rare frequency).

Additional intracellular staining observed in leukocytes or
normal tissues was observed (e.g., thymus, salivary glands,
extracellular secretory material in the prostate), but as
intracellular antigens would not be expected to be
accessible to JCARO017, these are not summarized further.

GALT = gut-associated lymphoid tissue; N/A = not applicable
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