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Regnase-153 FR¥fif MR R CAR-THH R E 45

Lhae

X EEY BRE RKED ORES F4
CECER R 24 K 2, FERRIE 2215, AR 610075; 204 38k DX s BE R, BlR AL ES 610083;
TR B AR T R, R, BT 610200,

YRR EE 2B, BHIFSZIE RO, T 610500; P e AT K2, B 2ERL, IKHR 610031)

WE AR ZART(chimeric antigen receptor-T, CAR-T) %8 itL74 57 & A £ AR AV G 06 97 F
J7 R, A28 & e CAR-T4m iaAk M 4 42 69 93, /&4 5 97 2B 948 % . Regnase-18L4 4 4%
AZBRBEAVE R, @B B IR MR, AR AE I £ T (cord blood T)Zmfit_E &k 2 8k R Regnase-1, 4] % Re-
gnase- 14k [4 49 ¥216) CD1949 - CAR-T 48 i Regnase-1- CAR-T, & ISR Regnase-1 7% 7f I . T4m
Je &K CARS T, AL %7 CAR-T2nJRARIN 3G FA Fn oA, fE CAR-TARSM A KF-HA°T 8 3% 494 CD39
BT, ST AR EHIRCAR-THF A HIHE XM 4 A Fed 3G 48 7, A B T L EMFCAR-T 40 IR 4%
M, A CAR-T# 025 ) A B 2 k.

X¥Ei8  Regnase-1; it Ifil; CAR-TZH LAY

The Effect of Regnase-1 Knockout on the Function of Cord Blood-Derived
CAR-T Cells

LIU Jiahui'?, RAN Fengping’, MENG Lu‘, ZHAO R#’, LI Hua**

(‘School of Basic Medicine, Chengdu University of Traditional Chinese Medicine, Chengdu 610075, China; *Department of Oncology,
Western Theater General Hospital, Chengdu 610083, China; *Department of Gynaecology and Obstetrics, Chengdu BOE hosptial,
Chengdu 610200, China; *Scientific Research and Experimental Center, Chengdu Medical College, Chengdu 610500, China,
*Medical College of Southwest Jiaotong University, Chengdu 610031, China)

Abstract  Although CAR-T (chimeric antigen receptor-T) cell therapy is effective in the treatment of hemato-
logic tumors, it still faces the problem of short persistence of CAR-T cells in vivo, which is closely related to the clini-
cal efficacy. Regnase-1 has a ribonuclease effect and negatively regulates the immune response. In this study, regnase-
1-deficient CAR-T cells delivered from cord blood T cells were prepared. The Regnase-1 deletion did not affect either
the expression of CAR molecules of cord blood T cells or the proliferation or the differentiation of CAR-T cells in
vitro. CD39, an exhausted T cell marker, could be significantly inhibited at the early stage of CAR-T growth in vitro.
Regnase-1 kncokout enhanced the specific killing ability and increased amplication of CAR-T, which helps to improve
cord blood-derived CAR-T cell persistence and lays a foundation for the optimization of CAR-T cell drugs.
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% & PR 52K T(chimeric antigen receptor-T,
CAR-T)ZH A 6 77 U2 LT B o JEOR, @it RS 1
BORAE THINE R IL CAR ¥, i 2 TE 75 MHCIR il
SRR SR, T 56 205 A RIBUE 5 ik B
FEwE Ak, DR T4 AR A 255 4 S 240 L 8 ) 42 1T e 2K
AR IE A RCAR-TAH B V6 7 £E 1 I Js BT Ik 2 98
S5 B A 1 L MR = Sa T S T A ANIEE
I7 2078, ABST RS RE R ALY, R R R T SR 1R
JrUN CAR-THH AR N 438/ 7755, DUl fe oA
Ao HITCAR-THH i 77 1997 205 CAR-THH it £
WY G BE ) SRR BB ) AR O, BRI, o e] )
F R G i S BB 250&E CAR-TAH i 11 R 14, 38 5
AR P BT IIR I, A AR A R P i >

B 2 i Ak B 5 3 2 EI-1(monocyte che-
motactic protein-induced protein-1, MCPIP1, t#31HRe-
gnase-1)HZC3HI2ARE R Gatish, DIAZHE A% % B A< i A0
A Ty X2 B A 22 P B (RO P IR A3k
I F)FImRNA, PR 2 G BT, E T
i, Regnase-1-5RoquintH B AR, HrE T i — R
FER RIS, WARTH MY 5 B 7 RIL-2U9, 35 A0 AH 58
(4L ) 5y 1 52 ARICOS. TNFR2. OX40, T i%
AR EWCD44" 7, —EEa 1L R -F-CXCLI. CXCL2F0
CXCL3"™, [A1fiiRegnase-1 7] #)Ifil| T4H MG 46", WEI
SO FCRISPR/Cas9 7R A8 45 A i 1% T4H i it /i 78
R A 5C 2 F I, & B Regnase- 172 470 I I8 250 )
T HE AR T Regnase- 1wk 5 (T2 o 52 B H 3¢
A HEACAZ A M AE S B FE R R Y . B JS, ZHENG
SERIPE — 25 75 UIF S Regnase- 1 6l 2 412 3 [7] i H A0
12, 2R R0 FE v B4 bk 75 ) 2% 3k R TCF-1" 1l 44 € S T4
Jfd(precursor exhausted T cells, Teex) /% F, [ 1012 2F
CAR-TZH M2 BY A TV Jit, 38 5Bt 3 1L i Jed 48
i ER) 5 B e

SR, Ji I (umbilical cord blood, UCB) T4HAE 5
A0 JA ML THE M AE R P A TRRAN R, AR T+
FEPER H 20 HE BT M & b =ik 90%, HA T 5R
U IRE v 4P . Regnase-17E TN AL HH 1R X A&
Ak, 2 2 5T K B IR KIE" . Regnase-1
e (5 %oF T I T 280 L Y 2 e R DL AR . AT I AR TR
FLEH S P T I T 40 i R Dl il £ 17 5% if. CAR-T(cord
blood-derived CAR-T)4H L, PAfF:7E Regnase-1 X} T
Y JfL A 4 2 3 1 R e PRI 9 R BT SR BT 35 R
B S N TEH ™02, 568 3 012 (%) B 1 T2 i, 45l

2 MCAR-TZH A A2 75 1 5 5 o FC M BE A R A 1,
WA LR IE . AHIE SR CRISPR/Cas9ti A, mi bk it
M.CAR-THH K] Regnase-1, £ 7T Regnase- 1R 5 it I
CAR-TAHifI[)CARS; ¥ K15, CAR-TAHMINEE . 71k
FEuE DL K 22 U SI 20 B SR ) 458 A R AT RE T RS2, N
A J I MCAR-TZH a7 H2 AL B K .

1 MRER*®

1.1 #8

L1l e, AAtFmmiath s o R e 2
Bt 58 — Bt e = B i e = I 4R I, AT 135 %8 T A
[F=H, BEHEUES N 2018CYFYHEC-047-02. Jur-
kat4H f AT 293F T4H i (AR 'H 48 i ) ) B 5% |5 ATCC;
B¢ 6 R B Namalwa( A Burkitt” sy L8 41 ffg ) Al
Nalm-6( A B-ALLZ 4 9k B4 41 g (1 11 995 41 i) H
Hh [ R 27 e 20 i R, 28 AR S 6 = lcid W HL AR 1 4
WLAE AT FE A #E4H i ; iR pLP1. pLP2. pLP-
VSVG M pHAGE-SFFV-GFPI [ 3% [F Addgene 2 7
pHAGE-SFFV-CAR 19 41 Jifi 4y 75 8 ik [X e = B
SIS ARAT S Regnase-1[fJgRNAF 51 K: 5'-AAC
ACG GGA CAG CCA CCG AG-3',

1.12 £2X#  RPMI-16400 F 3 E Hyclone A
Al G 4 i3 5 K F) I Bovogen Biologicals A
A5 IR 2 S VR E B Bl Axis-shield A 7] Lipo-
fectamine® 3000 Transfection Reagent/¥4 F 32 [F Ther-
moFisher Scientific/A 7] ; CD4-Microbeads5 CDS8-
Microbeadsl H 18 [H MACS /A &) ; 40 i X1 1L-7 .
IL-156 [ 15 [ Cellgenix A & ; /NRPLA CD3HAL
/NPT CDARAL, /NPT CDSEEAL. MRFTA
CD39Pi. /NPT A CD69 T S5 it 202 e Hi A )
H % [EBiolegend A 7]

1.2 753%

1.2.1 5 &Tafe  {§iHLymphoprepith 27 B
JBF I Hh B e BN AR AN, 4% MACSUE T 5 H] CD4
J CD8HEER ALY it L T2 o

122 wfedsc  FriT40ME7E &S ng/mLIL-7. Sng/mL
IL-15f] RPMI-164052 445 72 (10% FBS)H#:7%.
SUZWHLA ™ Nalm-6FTHLA™ Namalwa4f ffl ZERPMI-
164058 255 7R Th 5 7%

1.2.3  Regnase-14) 3% Jiit I T4 g £ Dynabeads
Human T-Activator CD3/CD287%1t.24 h, ¥4 Cas9# [11%
HE1:1BE R L 5 Regnase-1 gRNAVE A, Z i E 15 min,
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E WAZEAZ B 2 &%) (ribonucleoprotein complex,
RNP). #1 umol/L Regnase-1-RNP51x10%} fiff [T
YR A, 1EFEES60 VL K20 ms2k i N34T HL %,
I RIKs FELE IS TR A R A T AR 35 7

124 CAR-T@fe4léd  WrifiT4HMiERegnase-1" T
S P53 9 4% R S U ON NS BB, 559796 h,
T A PG 2 T CAR 2 T I TAH R EL 451

125 Rl Rk RCAR-T@M/RINF G detmibh %
RCHE EE 12316 EE 1)K ¥E 41 R HL A~ Nalm-6. HLA-
Namalwa7} 7l 5 CAR-T4H i 1 Regnase-1- CAR-T
Y1 3L 0% F 24 h, I A X T B AR I R 4 g A
LR D1 S i B N N7 v o= B N e SR Y T
(%o)=[ (77 1 ZEL BEL24H 10 25— i B 2 SEL 24 P 250 )/ 1 2L
YA L] 100%

1.2.6 HBABAEGITF oM HTIRAEAE
% 1F N EE 3, FGraphPad Prism 7.03F 47 4t it 4>
A 3R, B LA IS B b e 2 (es) oK, SR BN K
75 #2243 Bt One-Way ANOVAFI o465 56 33547 45 18] EL 4% ;
P<0.05 9% 7 R Gt 2 L E S .

M7, 828 (https://tide.nki.nl/#about)# 47 TIDE />
T (tracking of indels by decomposition, TIDE), Reg-
nase-1 BHPEAH IR &5 ELB iR 80R 25 a1y
71N i IR R s S 4T MR 5 97 6 K R R B 2 7 5.5 % (]
1A), 57822 K J5 )i B 30 2% 76.5%(EB), — %
Z I8 2 3 G2 X (P>0.05), 1t B TZH il () Reg-
nase-10C I #% F bk, I H.Regnase- 1T 5% 40 g 1 bb
BTEAA A1 15 770 2 HH 48 3k 22 VRS 2 AL AT DR R AR 6T
FaE o Ja 2R S0 35 DL i I G Bk 25 R0 AR o ok 1E
W) N R BT AT
2.2 Regnase-15if& 1 ZMCD19.CAR IR IE
CD19.CARE i 2 /&K 4% Regnase- 17 b 11 i
I T 230 it AN A F0L B 2 FLGE I T 40 R, oK I % i of T
M. AR 2H CAR-THN M & i b 41 Regnase-1-
CAR-TAHMIAARAIREFR TR, It =AM A 53 T s ) % 2
57 I TEH 0 22 171 CD19.CAR %> T HIBHE R IR, =
53U SEG , S5 AN 2B TR - 0T AR R R 4
FR) 1E 5 7 I T4 A, CD19.C AR R # IR YL % R
(64.37+4.09)%, Regnase-17[%:2H CARFHYE T4H I Lt
111 5(64.53+1.86)%, 5 AR mFR4LAH L, CD19.CARFH

2 & P2 3 TR D L A1) G (35 22 5 (P=0.95), 45 53R
2.1 FRINRELPRRegnase-1 1 BIFRIZENE Regnase- 155 % 3 AN CD19. CARTE IR 45 I 4L DL e
2B Regnase- 1R R AU FE A BEAT — 40 CD19.CARZ THIH: 3 5Kk
(A) 60, .
Day 6 total efficiency=75.5% 50.8 -
501 R=0.96
5 P<0.001

§ 40 | mP=0.001
8
230
% 20
X

10+

0 - -
-10 -5 0 5 10
(B) «—Deletion Insertion—

%01 Day 22 total efficiency=76.5% 515 R=0.96

50 m P<0.001
m EP=0.001
S 40
2
g 30
<20

101

0 . :

-10

«—Deletion

Insertion—

A 56T AN (1 A R 4L B0 (O TIDE S5 4T B 47522 7% 40 M Ft 4> 5 R 200 15 B R TIDE 3+ #7

A: TIDE with the sample at day 6; B: TIDE with the sample at day 22.

Ell CRISPREFBHHIEHIARRLIRReganse- 11 Z M E
Fig.1 The efficacy of Regnase-1 mutant by CRISPR genome editing
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2.3  Regnase-Ify BR AN 5200 B I >R R CAR-T 48 i
BURSNETE BE

Regnase- 17 [ Ja A 85 727K, B K It S48 0]
THECE I Regnase- 1T 41 -5 A i [ ) HE 2L 1 400 i
TG B A S O, R IR ZE R B (R A 2 7 R A
RIK BN G275 SR 35 72 5% (1 143.63£172.24) vs
(1 345.93+111.94)(P=0.21, K3), $&/~Regnase-1ii5k

SE i ISR PR C AR-THH i () 44 40 4 B i

2.4 Regnase-I7yBR AN 520 B I >k R CAR-T 28 i
HYIE R o4 T FE EL A5

CD692 TZH 7% 1, J d5 7 2 325 1A 48 M 3 1 40
AIYE TRk B4 B AL PR 2 TTCD25 2 Ttk
4 Hf R R A B T 21, TR TIb R A K R
IECD69MICD25, fiff Il TAH I £:CD3/C D28 i Bk | i ii%
1424 /i i =2 B ASCR: U i I T48 i -H C D69 CD25*
Y b, AR5 A2 4 CD69 CD25 4 il b A5 oy
(0.15+0.11)%, £ HIl 30 A0 1) e o 2H 5 e o 2H 1
CD25F1 CD69FH 14 715 2 LA 43 71 W (81.43+8.65)%

(A)

Regnase-1- CAR-T

H1(82.81+8.57)%, W ZH TG i % 2271 (P=0.85), #&7~
Regnase- 1[5 3¢ A 5 A Jif 1 C AR-THH 2 1) 3% 1k
(KI4AFIE 4B). RAMEFROR , AR HHILE T
41l (naive T cell, Ty), B (CD45RO /CD62LN)4M i L
B, I AZ TN A (central memory T cell, Tey), B
(CD45RO" CD62L"Y4H il b 51 R RN T 40 B S (ef-
fector memory T cell, Tew), BF(CD45RO"/CD62L)4H fifd
o 485 S 07 o Tl B 0 B LU A5 7 A S s Ak 401
HON (61.29+14.65)%, 7ERIBE L B AR m R 2H 5 Re-
gnase- 1R 4 CAR-THHME 1 7 5114 (39.99+1.27)%
H1(39.87+4.31)%, P Jo i E 12 7 (P>0.05); Tem
2 Jf 7 A LA A R REOE A 2 R (11.46£6.53)%,
TE B A B A T Bk 2HL R Regnase- 1 5k 207 43 51
N (59.07£1.47)%A1 (59.02+4.31)%, W& T iwE %
5 (P>0.05); Tew B 73 LA 7E A BSR4 oA
(6.02+5.19)%, £ JINFE I K H bR 2 A Regnase-1
R 4 43 01 2R(0.32£0.15)%H11(0.2240.04)%, 7 %
o FEMZ R (P>0.05), 7] I Regnase-15RH %} T i

@

[eo]
(]
1

ns

0.1%

CAR19

[*N)
(=]
1

o
it

)
i

FSC

A: B CARIOBHMEA M LL5); B: M AFIE S 1145 R . n=3, ns: P>0.05,

(=]

Expression of CD19.CAR /%

"i' CAIR-T Regnase-1- CAR-T

A: the proportion of CAR19 positive cells in groups; B: FCM data statistics results. n=3, ns: P>0.05.
&2 Regnase-154 %t CAR-TAARECAR S FIRIEBIF M0
Fig.2 Effect of Regnase-1 knockout on the expression of CAR molecular in CAR-T cells

1500 A
—#= Regnase-1" CAR-T
= -®- CAR-T ns
o
= 1000 A
8
i
8
S 500
=¥
0
1 2 3 4 5 6 7
Time /d

ns: P>0.05.

[El3 Regnase-15RFEXT AT I CAR-TZRBRR SN TE HI 200
Fig.3 Effect of Regnase-1 deficiency on the proliferation of cord blood-derived CAR-T cells in vitro
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(A) (B)
Unactivated CAR-T Regnase-1- CAR-T % 100 s
1.81% 0.00% 7.83% 73.03%) 7.12% 71.78%) @
o g 7 g %0
8 % . ? Z 60
O £ * 2
2 S 40
& i o T 2,
97.97% 0.22% 10.99% 8.15% 14.64% 6.46% g 20
Q
e 0 T T
g Unactivated ~ CAR-T Regnase-1- CAR-T
CD25
© | (D).
Unactivated CAR-T Regnase-1- CAR-T S 2
77.61% 4.36% %’ B33 Unactivated
sk © = CAR-T
. T o 60
a ; = Bl Regnase-1 CAR-T
a g€ w0
S :
o & 20
15.00% 3.03% 0.47% 0.16% 0.55% 0.25% g
g o
=¥
N TCM TEM
CD45RO

Az i E A B —— S AE LA CD257CD69" TN L1, B: AR —— % 4L LA RCD25°CD69" TN EL I, C: it A B —— % 4 o ik

NEHFAN M A5 D: FERRE—— & AL ORI EE Bl . =3, ns: P>0.05.

A: flow cytometry scatter plot: the ratio of CD25'CD69" T cells to total T cells; B: bar chart of FCM data statistics results: the ratio of CD25°CD69" T
cells to total T cells; C: flow cytometry scatter plot: the percentage of TN, TCM, TEM subsets cells; D: bar chart of FCM data statistics results: percent-

age of TN, TCM, TEM subsets cells. n=3, ns: P>0.05.

[®l4 Regnase-158F&3T B I CAR-TZRBEE L K 514 T BEEL 5 AU 2
Fig.4 Effect of Regnase-1 knockout on the activation and differentiation of cord blood-derived CAR-T cells

IR 5 I CAR-TAH 3% A6 )5 59 R I Ty Tems Tew
5 B A L 35 R 7 AR I 3 PR S i (B4R 1
4D), #&7~Regnase- 15[ XT T M CAR-TZH &AL
R HAMWRE I TR . 7] UL, Regnase-1vs 5 T 3k
73 ") Regnase-1HBHE R CAR-TA MU 7E G 5 1 1k
H 557 ISR R 1) 1E # CAR-THH D I8 57 (Bl4), 17544
FF T MLCAR-T/Mb J5 7 A B Ton EL A R R 1
2.5 Regnase-1RgFR3NE] B MCAR-T4ABEFE IS 43
FHIFRIE

F4Regnase-1- CAR-THH f F1ICAR-THH fu 53 ) 44
AR IR, T ERTR AR 14K I FH 90 2 40 A ORI 4%
‘H CAR-TYH U35 7> 1 (45 CD39. TIM-3. PD-1,
CTLA-4. TIGIT. LAG3)KIALLH]. 45 EIRAE
A5 9% 557 R I, Regnase-1- CAR-T4H g FICAR-T
41 Jfa f¥I CD39BH 14 41 Jfa bL 451 53 J31) 29(18.06+1.09)% A1
(24.45+0.22)%, i 5 41 2 2 K T 6 RE 4H.(P=0.001 7,
KI5B), HAFEE 41 7E W5 20 1 3 0A L) O . 3% 2%
F(P>0.05); TEARANEE 75 55 14 K B, TIGITRH 14 %R 1A
41 Ha Lb 9] /£ Regnase-1- CAR-TZH ¥ # {X T-CAR-T41
[(0.62£0.08)% vs (1.55+0.24)%, P=0.010 6, & 5B)],
HABFEIE /> T, BLFECD39, BidLA L 2 7 L 8i it 2

= X (P>0.05), $&7~Regnase-17 [ % T i ILCAR-T
FL S EAM I FE I 4> T CD39fI R IL, 5 #A 32 )
FEE 7 T TIGITHI A (E5).
2.6 Regnase-I5iFR1&5a MM CAR-THHARAVFF A
HETE RE

N %% Regnase- 1 bR % BT I CAR-T4H il 7
B0 M 22 VRO IR 3G B s e, DUOAS R AR B 31
1:1. 1:3K 40408 HLA™ Nalm-6. HLA™ Namalwa’)
7l 5 Regnase-1- CAR-T4HHd fl CAR-T4H M iR & K5
Fr, 6K Ja B3R A 2H R4 fE E A0CHE LL VR o 0 41
o ) AR 2 B e AR B, B SO A e B I IR F AR A
e REHELE3:, S 12K S840 WHLA Nalm-6411
HLA ™ Namalwa'' [ Regnase-1~ CAR-T4 i 3% 58 1%
By BN 62.3+2.45125.0£2.6, 23w T CAR-TZH
TSR (23.7£4.38116.9£1.0), YW B B &2 R
(P<0.000 1, BI6A). MRHELL 110, A[RER4H
1] Regnase- 11 5 2L 41 A3 5 A5 400t 2 3 3 TR m b
4 [Nalm-6: (204.3£39.8) vs (90.3%9.6), P=0.008 5H1Na-
malwa: (287.3+44.1) vs (162.7£8.3), P=0.008 6, K6B].
TN ER LT i B A1) 28 2R A 12305, A [ #E 41 it 41 1
Regnase- v [ 20 240 B 386 T8 A5 400t 0 38 v T AR rist b 4
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) : _
§ Regnase-1" CAR-T ~ CAR-T Z  Regnase-1 CAR-T  CAR-T £ Regnase-1' CAR-T  CAR-T
© [7.51% [ 31804 [2432%] 22.88% 0.16% | 0.09% 041% | 0.12%| [07a% | 184  Tossw | 0.38%
D7 | | i@ D7 |l e
= ~§L§= . ' e il
[517% [ 4552%  {9.76% |43.04%) [2204% | 77.71%| [33:37%] 66.10%) 21.54% | 75.88% | 33.44%| 65.80%)
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D14 : g 4 L gly | D4 |
S S - TR | = P4 5 |
e, 4 Vi Wi #e e
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: c 3
= = <
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D7 s D7 D7 ;
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10.02% | 0.07%) 10.00% | 0.17% 10.52% 251% Toows | oame|  Jo25% ] 0.10%
DI4| | | pi4| | j pi4| | =
{25.79% | 74.129% 142.39% | 57.44% 24.33%| 72.64%, [24.63%] 75.08% 40823 58.83%|
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(B) Day 7 Day 14
304 6=
sk
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" | = CAR-T
] 1 _
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® o 4
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:
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0 T 0- T
CD39 TIM3 PD-1 CTLA-4 TIGIT LAG3 CD39 TIM3 PD-1 CTLA-4 TIGIT LAG3

A, B: CAR-THIRegnase-1- CAR-THF 777K FI 14K I 6 2R 40 i Lb 1) 2 (A i N8OS B B: AR ED) . n=3, **P<0.01,
A,B: exhausted phenotypes of CAR-T cell and Regnase-1~ CAR-T cells were analyzed by FACS after 7 days or 14 days of culture (A: flow cytometry

scatter dots; B: bar chart of flow cytometry data). n=3, **P<0.01.

[ElS Regnase-IR§F%t B MCAR-T4AAFE IR 7 FFRIAHF D

Fig.5 Effect of Regnase-1 knockout on the molecular signatures of cord blood-derived CAR-T cells exhaustion

[Nalm-6: (825.7+119.9) vs (368.3+60.6), P=0.004 17
Namalwa: (42.340.7) vs (9.742.9), P<0.000 1, [&l6C].
SE IR REA A G EL 2, 20 R HLA™ Nalm-64H
FTHLA™ NamalwaZi, Regnase-1- CAR-T4H ifd [¥) 7% 4%
R B E E T CAR-THI(E6).

3 Wig

AHE FEAE M ML CAR-TH i 25 X 411 Bl B it B
Regnase- 135K, R I 4CAR-THH fiRegnase-145 [ 38
BRI, N GIEZ 5 )2 K2 M R HmRNAFE f##
I, CAR-T4H M i) A=) A PE R G BEL L 3 AR AT 4L
RS ARZ B3 520, (HX T CAR-TH M R AL R
RYRFETT A — € AR B4R 2 P IRCD39 &

iK, W 2 R TIGITI A« FRATFrh s 1%
SRS I A0 B DL 5 1R SO LU PR R S M R £ 2
TR, DLSE S SASAUAA P e 4 B R 2 A7 AE S DL T,
% %%Regnase-1- CAR-THI M FFEM:. g5 R RIT
TR B R I I, 2 PR 1 I e R 4 At
IR EL 9% 41 B, Regnase-1~ CAR-T4H i 1 % B H 2 %
W oR N RFSLE A R A% /7. Regnase-1- CAR-T4H il
TEAWT R A ELE AR AT B FRAR R B 0, Hogl
J S T R R S 1 I, 4G 5 H A v mT A 800 £ (1A
6C), PRI, HH 98 K )47 S 19 5 R ) AT /R FH
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