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New strategy of tumor immunotherapy based on chimeric antigen receptor
engineered T cells
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University, Zhengzhou 450003, Henan, China )

[ Abstract ] Chimeric antigen receptor ( CAR )-engineered T cell is a newly developed strategy of adoptive immunothera-
py. Its unique theoretical superiority and attractive application prospects open up a promising arena for anticancer therapy.
CAR combines single chain variable fragment ( scFv ) antibody recognizing tumor-associated antigen with T cell activation
motif, which endows T cells with tumor-orientated targeting ability, stronger killing activity, and prolonged survival by ge-
netic modification. Since first proposed by Dr. Eshhar in 1989, CAR has been developed from the first generation to the
second and the third generations containing costimulatory molecular. The clinical trials in leukemia, lymphoma, and mela-
noma have obtained exciting results. However, the off-target effect, cytokine strom, and graft-versus-host disease are po-
tential challenges for clinical use. Future research will focus on designing safer CAR of the fourth generation, selecting
good therapeutic T cell subsets, optimizing clinical scheme of administration, and improving pre-clinical models. It is be-

lieved that the obstacles from bench to clinic will be cleared and that CAR will become one of the main cancer therapies
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with breakthroughs in immunology, gene therapy and cell engineering.
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it 4 % 9% 7% J7( adoptive immunotherapy , AIT ) 2
PMEAEMETNEE T 2 — S ERZHMEH
Mg S TN BT RERFNETHR, AT, d
THAZBEMWEFHRIALR AT, AIT HE K
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B BRI AT E B B E 6 9T B R e, I K
BERFTTEN#Y, g5, UKETHE K
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W R R R BT R T e R B
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H Kk, 4 ¥ #& M 14 97 ( non-myeloablative chemothera-
py,NMC ) T8 £ FAL 7 &, 4 3 4k o o 0 28 o &
FRRARETETNNE, KEERA T 42K
WA ED BT A R A
M5 A0 6 B B CD8 * 3% S IE A2 T 48 Hi( effector mem-
ory T cell, Ty, )& & 2| B #r 4K 1817 T 48 fi( central
memory T cell, T, ) F 40 g #1212 T 40 f8.( stem
cell like memory T cell, Ty, ), Bl % 3 2 LA 3212 3
A By T 40 ML AR 45 K 38 R IR OE 40 i, B K Y
B BB R ELNT 20 £38 K BT
B R JE, R R R A E T R E B R K R
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1.2 CAR #94#

CARWEM P W RAMELE 6K REX. B
JiE X Fo flg, 9 A5 5 X, 40 Pk 8 280 R AR B T A 3 R
ZAEXEEEME RERXE R EE BAES X LR
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KGN, IMBEEZTRTHNH L,
1 CARMIEXERE

1.1 CAR # R

1989 4, Eshhar #F %5 /N 4110 0k 48 ) # 4t 3d ip
BIR BT EGER M T R R f T 2 Z AT cell
receptor, TCR )89 T 2 by — K, & & 1 T 20 Ji( re-
directing T cell VB % & K5 . F ik CAR 8 T 28 g DA
LR KA AE MHC R 8y 7 R &6 & B IR, B o
FHELT BRI, R HE & —R
CAR By R 5] i 8 2 W 90 7 09 5 4% 1 7K( single chain
variable fragment,scFv )fn % & % K B & 8 /& L 3£ 7
( immunoreceptor motif,

tyrosine-based  activation

ITAM, 3 % % CD3( #7 FeeRly )4 K . 7 th 52 3
LT CAR By AT, AT % — A CAR R k5l &
ST M A R B 0, R AR
ke T 2y B E 5 A S R N
BB, KEBTHRENOREEHEE, F M=K
CAR 3| X 7 2 #| # 4 F ( costimulatory molecule,
CM), EERBE T AR mE SN HEM S FE
B U] (RS A B T R B 1) R E B EE R M
i 788 3 AR A - 4 L R T R - 4 L MR RRL R B
HAER, B T # Her2 \CEA \PMSA % # 4 (K
5 CD28.CD134 ( 0X40 ).CD137( 4-1BB )% 3£ | 3%
A F M BBy CAR #£ % T 40 J )5 B 475 fib g 18 27

/SRR A

REEGL RRENLE

Prat 41X

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

emi L i
om2 I

ITAMU
R

WoaF R T 4078 T e R AR AL

RSN R 4 4 X . % i 4T 2 BE B A K R
( tumor associated antigen, TAA ) By 3 57 [& 31 1K i 42
HEREHET L X E W scky R, 5 4 TCR £
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] By 2 ,scFv ¥ HE R A GUR , 1~ F & UL MHC/ 40 J%
RE AW B ARG TR, L& e EfE s X R R
W AR A . CAR 540 T 47 5 B9 b 5 B0 1 M Bk
F scFv By /0 A, ik TAE B AR 7T VLR scFy 89 3
ARG ENEREE S, BE R ARWL
A AFUE scFv, T BAKEUJE scFv By %7 B 1%

B4R 5B R CAR X EER KB T&#EKX
By KN (R E AR E B R B, %R R X, CAR 51
THMBRELS FEEEBAROIERLE A
Guest 'gf[g]éﬁ@?%%%,ﬁ%@%éﬁﬁ@ﬁ%%%ﬁﬁ%
fi,CAR B4 T 40 j0 78 T4 4% X B9 15 0T 71 LAR A
Aok A 3R, IR TR E ; T TR A R &
fii, — /N R g4k X xt CAR 846 T 20 43R 7 471 &
ROLEW , FH, AR E R TAA FEFAEREX
KB, DLE B H & 15 CAR B2 1 4 & B8 40 8 i #
Mo BEXAECAR —RUAETHBENTREE
FEAE R, %k B CD3.CD8.CD28 #y i it X # Ji T 4 2
CAR. CAR Wy =R A K 5 WIR M TCR o9 48 & 1k
A BT T 40 M th % % . Bridgeman %'°) & 3, A
# CD3 ¥ X 8y CAR L F th 21 B 2 F 9 75 I X
HE R T 40 MBS 1 .

MR T X w20 5 T f ITAM 4 K. #
R Sk FAE B E T 20 ML & IR AR L Br 25 K A fn 77 3
HESFHEXEE, CD28 AR 3 T 4100 7~ 4
IL2% @ T H M4 F,CDI37 il F 2B ET 4
AR B —ANEEER G F MTEFA S
7 % 4 F( inducible costimulator, ICOS )€ % # — 1%
FR B TFEEIAE BT ETME, A TH—F
Ry THENTMHEENE, % =K CARFINT R
W% 4 Fo Hombach %' eyt £ W, 5% — 1
CD28-CD3{ T 4 jig 4f th., % = X CD28-CD134-CD3{
T 40 f8, 4 3 th 28 s B F( Thl/Th2 ) & 4% 7= £ F 58 |
B AW UEEER . CAR i X B9 ITAM 3# 1T 5%
BRUBETHRET RS2 T, ETHARE LT LE
EEAEH . CD3L 3 FeeRly ML X 44 ITAM, 7 J
T # CAR, H CD3¢ LTt FeeRly B F 58 89 4
Wt TRy AR CD3L N K AR 3 A
ITAM, T FeeRly LA X A& 1 /> ITAM, B b X %
# CAR X /il CD3(.

CAR 9 A4 A W4k = # , CAR 847 T
SRR U RO G AR R KA R KK
FOMERBMIIE EERAERAEENMER, B
M, BE AT AT B 6 P T R Bl Y CAR £ M. Tt
Yo ,CAR W% 22T 5 WEy:(1)CAR R T YA
T oy b 8 45 5 M TCR 8 1 A8 B9 MHC R %] 4, ##

BT B 4 M TR MHC % 3k & 3% 2 2k 3k b 18]
FL5(2 ) B R0 AnbE g 28 40 A0 T 4 A AR,
PRT ME o TR R EE;(3)CAR & & A H o
FRHFET T 40 by B 7 A0 A7 R B R, AR 95 4R Y
BRWMEENEAMTE (4R T THR, ARG
28 JE( natural killer cell, NK 48}, )0 28 j Bl FiF &
B 45 28 fia.( cytokine induced killer cell, CIK 4 j )
H A CAR 4%, KB 167 1E A

2 BMARERIIEE.FI&SEM

2.1 O miee it

I Ak 55 RS B N 40 R R TR T B9 £1K, CAR
B4 B AT 46 T 40 ML 66 4% B3 % LR B9 G B &
T BLAS . AN BT, B E N R A RN T 4T
BIATRE A A N Fo o B TR B I 4k R BT I
Ko CD8* L T 28 jE( effector T cell, Ty )8 A
MR EE  ERAENS A ER AT EES
o, (B AR R Y By 4 A S % 15 BYOE 48 o e
R AT, Ty BNy 20 30 3 75 1 o 3 78 4
N BARKT Ty, AT AR A H A EFH X040 H
ML AR — R R,
Tew 20 ML1E & CAR %% T 47 %6 40 M 7] A 203 % 15
PR M. HRAXN, ST A0 FHEENRK
WA R A 4 BT OB R AR R R B R,
Gattinoni £ 4 K I 7 —/NFEE L T 40 703012 T
AR BN T 40 M AR, AR O T 40 AR T T 40 M
(Tgoy ), 7E i 58 0 R 18] k2 B9 s R AT A A o R 3L
BT Ty 1 Ty, B9 470 o0 9 30

I Ak % 40 L BT G HAE R N B 3G e 7
B EAE R, TR T @ REY b S H
ALK T, ARFEEREF R4
B Toon BRI T i B RER P MNENEE .
Wnt 15 5 & B W 5%, Kok 0y B 4 k65T
BT THEE K EEREER",

2.2 K mmiee b &

W R BB S M T 40 B B A & 2 I b T 4k
FEBITSENE A, G ETEE FREGIE, T
21 i, B E AL ik AR B CD3 2 4i( OKT-3 ) 4h
B A R g ML/ - G BR BT B RO B S
( PBMC/LCL) & B 2| Aty A T4 R 2 40 0 ar-
tificial antigen-presenting cell, aAPC ). Riddel %'
F| F PBMC/LCL #5189 T 40 Ji Bk 4 38 2 42( rapid
expansion protocol, REP ) # & % £ o £ X i, B 1K
PBMC Bt 4l R & LCL B A Tk B8 o & Ik A
fomEdRmESn I/ DL H4emET . — 27
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) aAPC IE 72 % JT & fn pL A, te 4 NIH3T3 41 e .
K32 %0 jf, .CD3/CD28 %, J% %k % % . Bernstein %'
S 40 CD3/CD28 % #h sk 523 T T 48 48 89 10 000
T4 3G, o3 8 T8 Mk B 28 i M & i J5( chronic
lymphocytic leukemia,CLL )& 57 o & & T 21 g 89 4
B, RT,aAPC fE 484 3 CD4* T 4 8, A R 13
SR FRMEE S, SRR % CTL £ % 3
—EREMB K, RAWE T —MHH aAPC,HE T
£ 4 & ¥ CD3/CD28/CD11a #2470 1% B T fig ik, 7
A G S CD8 T 41 i th fh 3 4301

W E TR AR SR EEEE
WER . JLREFR KW, IL2 7 #5812
MET 48 f Fn 3 o Y8 M T 28 B8( regulatory T cell,
Treg ) K 7= 4 7 & 16 f, 1 IL-7 . 1L-15 & IL21 7
¥ CDS " T IZ M T 40 f By 77 7% ), K 1 E Y
BT @MpENFT gL, 15 @ g EN T
Jakl #1 Jac3 5 & # ¥, (R 3 T 49 j 3 7, IL-15a %
R R A T 8 0E B 28 J B 1 ( activation induced
cell death, AICD ) 1 Fas ¥ F ¥ 40 i H == ( Fas-
induced apoptosis YR BANEEEZEWNECDAT
20 L, By 3E 77 3RS 4 CTL.CD8 * T 48 JL 8 17 th B
P HFEAREE, Eib b, CAR B4 89 Treg 7 &
#H CAR # 5 N\ CD4 " Treg 5k CAR # St T 41
ML E B K, B BT 3% R I R GE 36 & B 4 vE CAR
B4m By CD4* Treg FE 1K 1 7 % 5 HIZ i % o
2.3 ZEfmAe ek BAEAR

B K AWNEE LM CAR 545 T 4 g
BRMRE, BT HRE ARy ERER, XHES
AR KA PR M, B R AR EN T CAR # 30
BENELETERHATTEREE L, SHFIREL
% — /N AT IR R B B BRI CAR BF R
PRAR S, ERABFEBE N1 x10° ~1 x 10"
VP/L,T %4 1 5 e 3 R 3Kk 20% ~60% "', A, 3
HEIREFHRLENA AR, AHANEEHRSL
W R, R, G RN A 2B R E . B
HFUREEARBLERN S LA mH, UK
100% R E M % 5 R JEERARITRE. HE, 18
REWNRELELNS HARE FELALE
—FATH T ANt % A& . June %™ K A Lenti-
gen A B WY B K R A9 3K B I K B K e
FRHE M, CAR B46 T 4 80 36 97 Mk & 4 B
BHRE TRIFWAER ., mEXEERHMLHZR
% .CAR B4F T 43R E I R R B & Pt & W9 Bt
4 43 B ), 8 R B B B & %o E KA Al
FARBLERBERGRABNERE,

AR A J7 %, DL £ A( sleeping beauty,
SB )2 Fu Piggybac % JE ¥ % % ( transposon-based
system ) 2 R R M B AR A MR T T H LK
R, BEFRAREGHAT NN, — M@ L, 7
— AR EWERE, FmE R W E4E)FF(IR/DR ).
e FILE, HEREE N EEES R AN
FEEAWHAL AT L 5. SB R 4 % 1 CDI9 &
CAR 4 T 28 f5T 70 o 4% S 3R ¥ 3£ 20% , 72 %2 1+
P53 2 MART-1 45 J& # CAR 54 T 48 Hs ol #F % o
K E| 30% WK IKFE, R H RIFHN R A AT F . Pig-
gybac RAG R B R HEFLANER, RERAFE
20% ~40% , 7 LI L HF GG, T 2008 7 k% %
B EA . £45E A% B B zinc finger nuclease,
ZEN PRI E R T REE S WH AN R, Ao H i
BB R MR B A BR B B R Y AR de i g 8
GHE L, LI REEE R EAEEEHXEA, EH
BEGRILE 20% , B EAR R X TH AL T 4
M E AT T E SN WA, KA R CAR
B9 RNA . % 3L T 28 o 402 7T AT 89 O 3%, % e
£ 90% ShRFEF T SR 6 ~T7 d, R A iE
EEERCEE & Sl

3 ImARiAEE

3.1 ¥R LS
BRURMEFZLAMBERRER TP E EF
WA, A E —ER AN TIRESIRERA
UL R AR E A TG K O e e e R AR
B E SR ARE B R B E 4 3 R ( tumor specific
antigen, TSA ), {2 B 77 ¥ I 8y TSA 3+ F %, & K A K
HF 2 AEMA R ZCECGFRYIL ) AT 7| R4 5 M 4
J( prostate specific membrane antigen, PSMA )# 4% 1t,
AKEFZAENCTGFR )M T E R E K% E D H
JUA % B X E B TSA. EGFRv I 72 it fie Ji 78 % %
rETARENRER, EN BT ELAN S TR
B, B4 EGFRVII B9 76 97 M4 . % Ik & % & CAR
BAR T 40 o 6 97 R AR B T AR A #E . AIRA
21 B 4] 9 EGFRv I # 47 7R( minibody )" *' %2 CAR &
M T 20 J A BT M BT Y B e e
HREBEARARABAMA T HHREARAKA
B TAA 28 Z 2 WBEHRFE. in R X5 H1FR
P 30 £ ( melanoma antigen recognized by T cell-1,
MART-1)" A4 5] o b R 7T 9 501 h B %
T Fu w7 e B9 6 T B R, B O Rk B F Bk RCRT
IR G o R e mty TG 2T B2,
FE o SRR L B TR B Al ey B R R LT
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W&, Ll CD19,CD20 A CD22 ¥4 )% 1 CAR
BAT T 4867 B 20 M M TR OB BUAE T R Y
20200 sk F SRR E, B TAA A ¥ AT
—SFEAL, TR GE R FARAGP M,
5 MART-1 %00, & B An 09 508 & Rk Bl ) K, T
[A] B AR T ] 4 A 3R A KT A X R, B
le] & 2 P A O JR MR A T BB R BT A R
Moo HAbAm g 3R E & K B F % K-2( human epi-
dermal growth factor receptor, HER-2 ). JE R AR
( carcinoembryonic antigen, CEA ), — " i B ## 2
+ fg( disialoganglioside , GD2 V& BT B A = T‘Z
P CAR AR T 40 L B e R R e
TR TR A R A R G B AR ( off-site on -
target effect ) XU & & F 0y T1E
3.2 /77‘\7& 4/\7%
%%Qmﬁ%i%%%%%ﬁﬁi%%%%,
AR KRB X m#ATT 1/10 il K5
ANATH CAR I R #F % & 2006 45 Lamers :‘ﬁé[}”)ﬂ
ﬁﬁm@%@ﬁ B B [X ( carbonic anhydrase IX, CAIX )y
—& CAR #44F T %l Bk & (R A B 1L2,7877 7 3
T? % MY 40 48 9% ( renal cell carcinoma, RCC ) &
#,CAR B T etk N5 7B L T B, 1B
A EB| 5 KL, 4, Kershaw %' 48 7 3
BEREN TN o B Z A& folic acid receptor-
o, FRa )% — & CAR 46 T 4118 697 14 6197 5%
B ME2d B, CARBM T AMERNTKAER
B, 1A F 5 R T 2 DA e KR, B AR R
VLB B 3R SRR B A B I R R e

RAE %4 & B RT3, 18 2 2 4 A o 4T 47 5
T4 o3
1 |
Day0 s 3 i | R

THE. CAR BB HNE —NA AXHEHNIER

% 2 Z i Brenner Hl 13}\ 36] A5 M, ¥ 5 GD2-CAR
515 EB /5 Z 45 2 M T 48 1 EBV sensitive T cell )&
AL BILE A E a0 e, 2 6 BlERIT 6 BlE
2R R 48 AR A

CAR &4 T 20 j 75 iR 2 45 % M b 8 8 I R
RIS R B A A 9B H. June £ E &
CD19-CAR 4% T 41 j 3697 3 1] CLL B #,2 1]k

B EAEME, BlmERE,CAR B45 T AR N
FH1000 FUE EFEREL6ANAZA,H2
CAR 45 T % i & Z LRI BB R o Rosen-
berg %' F % — % CAR( CD19scFv-CD3( ) #1 % —
X CAR( CD19scFv-CD28-CD3¢ ) 154 B 15 T 4}l ¥4
TG/ BB @M EE, AT ERAR E
F_RCARBMH T WHE T T EENENEHE
M A7 7E Ak A o B R S RS 5 (B R I R L B
B30 BN A B A ME R, BR T BB
MATE® B A ym. Til £ > HeFiEs
50 CD20 t CAR 54 T @697 7 Bl EE 4
%Eﬁ“%%‘,ﬁ#zfi TR S W R P S N

W E R E, IR AE BN CAR 1546 T 40 i £ 40 it 18] 3k
9B, BRT REFHIETBER.

CAR 4% T 248 fi If K X 30 B = B #F 8 I IR
SR A, B AT Ey 2R T H % — R CAR 4%
Tow 2 Toey 20 M0 3 5 LUTE £ 80 %92 FLo% Ik 7 2(
2). KT ERALR H L CAR 454y Fo 3L A 1545 77
FUREEMAELE T HAFEELSNR RS R

FMT R, PR T E WG F B U LI R
b 5 A
GRSV I ol
. .

12 14
1 J

Wik : CD3mAb, PBMC/LCL, aAPC

Bt WRFpIRE, 18T, T

PR Ty Top T IL2, IL-15

T ETALFE: NMC, TBI
4 N 32 FF: IL-7, 1L-15

2 CAREH T WAEETHFE

3.3 mETMAEGTR

g £ Bk B TR T 4L 38 7 % ( lymphodepletion
regimen ) EI H BT B T W E A EZ —. FFR%
HORE AR S RENR R EEM
KB E EALH 0 W A A e B R
4] M 20 A ( myeloid derived suppressor cell, MD-

SC ). Treg, #2 it 3T 4k 4 %% 40 f & 3& 9K W3R 3% s s 3
A P IR M A B 2 Bt 2 B TR Y R 4, B e TL-T
IL-15 S4B FRAR R, RAH T @y 8, @t
FERERG ZENEZE T ARFEEAAER
G0 B EFAE N 4 R IE BT, B M
FHIRE S50% , it £ Wi 4k #IZ 6T AT &



+ 388 -

r [ R A AT 27,2013 A2 8 H L2004 )

T E R MIE A L 4 5 e B A G A7
YR .

20 L I F %R v T4 R BT BT I T ROR e
HEEEA IL2 R A T4 f 27 W 4
HF, B 5 T 40 E A7 A B8R &7
o [EAFEM L2 LAHFKE, B IL2 7 8 &M
20 M0 F e B, 5t Treg HOBEE R, AR T IL-2 By
W R BL A o IE4F By B 0 R W, A 4 8 B F( ho-
meostatic cytokine ) 41 1L-7 \IL-15, ft 4% ZE K T %0 g
By 1R 9 77 I B ] B TR AT B P A R R 4
R IBT BB E T EART IL-2, H bR
AT B CAR B4 T 4080 89 367 R, Bl 4w 3t
7 AR R R S 0 AR By Treg ', B LR
JE & 2 48 i ( antigen presenting cell, APC )% & 3 4k
A E A ), @ 3T invariant NKT 40
L e T

4 PSR

4.1 FeBB

CAR {54 T % L 40 K 40 2 09 5 K WK 5o 4 %
HE/RRENZLFA, B4, KL H CAR £ 1
BIRETEME R AN, &7 B4 R ek
&, BB EE R ML . Morgan %' 4R T 1 44 o
EHMNE =R EbB2-CAR 545 T 45 d & A
RERPR BT AT, MG AR IESE T CAR B4
TN AR, B, % =K CAR #l A
ZEMRNETRE, ERHLTFESHRRT 48 %
E P A PR R B Ok B K E 47 iR B T 4 IFN-y,
TNF-o % BB ML {5 2R, ] 5 2 2 MR F i 45 4
fE( acute respiratory distress syndrome , ARDS )71 % 2
B 3 # 3 %5 ( multiple organ dysfunction syndrome,
MODS ), B pr i “ 48 fL Bl F X & 7 ( cytokine storm ),
1 ) # % % — X CD19-CAR 1546 T %1}t CLL &
BN N TR R B i I
R CAR 4 T 48 A8 % 40 0 B 7 & s ™,
oAb, B o B T LK LR AR T 2 T 4 e A A
( hematopoietic stem cell transplantation, HSCT ) & 4
B A% M 4 L £ & ( graft-versus-host disease,
GVHD )"’ CAR 54 T 41 il 72 & 45 % 4 41 47 i
1E F( graft-versus-tumor, GVT ) Hy [ B RE R A T IR H
4R M, ¥ MART-1 B9 CAR 546 T 4 3497
EXRENER XY, -~ LEXHALL HEHHE
R THWMB, EEL BB,
4.2 TR

2010 4 % E F 41 DNA % # % 5 4 ( Recombi-

nant DNA Advisory Committee, RDAC YVE £ 8 &
POT, R A CAR IR I i ey 2 o M AL 4R
HT#HeERN. B4, I NERERGATHEE
Fr o, 75 sb bt 38 3T 4 1 74 8k ( conditional ablation )
FREFEBGHNTHAM. TR XEHR S
A% R -8 B B/ E & & F ( HSV-TK/
GCV ). CD20/rituximab # i | caspase-9 % & 7 % &
CAR B4 T 20 g lle )R X B B £ AR T — %
R R, AV SR T R WA SR
WELGHARE, T HREEFE— Bt a4 ft
WE, HE AR E AN EEEER Ak
Ao %= ,RDAC R H T CAR -4f T 41 g # 8] 3 7
ELAFTR HEANEIE — Z K CAR FHEX
B BT — K CAR. T % =& CAR 54f T 4
J, B2 AT 3G An &, T B R 2 d SO Bk iE, OF
W N RORL, AT BB FELOE T R R M E
TREM . §RHAE—RI 4 THH 1 x10° M/kg
R CE, BB ARYE CAR 2 A fn B o B 1F I 0
B W% ZRCAR BT @HALGLAELS —
A CAR B4 T 40 o 1R, 7k B VR PR TAL 32 3 B L
KETAEEL R CARFER. F=,KAEE
B HE R BT ALY CAR 84 Ty Teey 40 15 10
P CAR A0, LUK An Jib I8 25 17 09 4 2 o A0 R 2D %
1 BE AL R B 454 5 L P PP scbv A9 2 R EEHLJR CAR,
LA 7 i e e

5 # &

CAR 4% T 40 j0 72 3697 & M m ik B8 L AR
78 P BT B RCR AR K I e TR R A A 4k
HEWEQ, FWARERELTWH AA AR K
SR ,CAR 545 T M3t N £ 0 I R BT 71, £ F
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