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Targeted anti-tumor strategies based on the tumor-promoting mechanisms of
B7H3: opportunities and challenges

HUANG Mingyan, LIU Qiuyan (National Key Laboratory of Immunity & Inflammation, Institute of Immunology, Naval Medical
University, Shanghai 200433, China)

[Abstract] Immune checkpoint blockade (ICB) therapy, represented by PD-1/PD-L1 and CTLA-4, has achieved remarkable efficacy in
the treatment of solid tumors; However, only less than 30% of the patients benefit from it, suggesting that there still exists other
immune checkpoints molecule-mediated immunosuppression. B7H3 is a member of the B7 immunoglobulin superfamily. Unlike
CTLA-4 or PD-1 which is mainly expressed in T cells to mediate their immunosuppression or depletion, B7H3 is not only inducibly
expressed in immune cells, but also constitutively highly expressed in various tumor cells and tumor-associated vascular systems. B7H3
not only directly promotes the malignant biological phenotypes of tumor cells by activating multiple signaling pathways, but also
indirectly promotes tumor progression, metastasis and drug resistance by remodeling tumor immunosuppressive microenvironment.
Therefore, several targeted anti-tumor strategies targeting B7H3, including specific antibodies, antibody-drug conjugation (ADC) and
CAR-T, have entered clinical trials and shown promising application prospects. However, in general, the research of B7H3 is still in the
exploratory stage. There are still many bottlenecks and challenges to be overcome in the identification of reciprocal receptors, reduction
of toxicity, breaking drug resistance, and optimization of combination drug therapy, etc.
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BTH3(CD276) &2 — M F e & &, B T /23 &
R R BT X ik & R . BTH3 mRNA R A M p ) iz
FiKEHEEERERN A, EEH MR ER
Ba AR ARE R R, BRI ERX LR
TR s T T B AL R R UK R 3R
B7H3 £ mRNA F1 & & ACF _E By &1k £ 7 5 miRNA fo B
AT EREEX"Y, RTHEERL, &
i vE Fo oh kAR F R AR W ) B & M BTH3 (soluble
B7H3, sBTH) My 7 £, IR Z, 24 KL & H
HAr R F R, X 4 ¥ BTHS BT 5 % R £ T %
EUHEZFERF @M. & T EN,BTH R
FEALE ZAE, TEANTA T E: — R ABER*
B a SRR AR L ; - RS E £ %
T B 5 40 4R A0 B S 0 AL, b TR R R o R
# T BTH3 B9 1% it 8 2 KL , %2 1] BTH3 #Y 370 fe B 3K s L
B A, ERBEHR UERERAK ARG ER
#7(antibody—drug conjugation,ADC) % CAR-T 4 &
STk B AR R A E R P ST R e R
P, 7 S5 BTH3 A2 e R L R R £ 7 ) 1
A RRIE.

1 B7H3 E#&{eMEE R RIS

BTH3 EMBAR R BHEXE AR mRLE
MEERENIERFEMTEEZRF AAEX. BIH3®E
BB L 5T RE AL BRI E SR E R
FREA AT RFEMIFE TR FAELE A KRS
AXER NGRS BB,

1.1 B7H3 % 50t 7% m o Bt & A

BTH3 & G/ £ FRP g A o 4 stk B R,
AHEBRLTHEGZ RMERIEMPD-1.PD-L1 &
CTLA-4 KA THESER T HEEFWIEK S
HHBAREKE D E#E S REE L FMN
R, RONBIH3 FIME AP BTG S RIFEAT.
8 98 P ,BTH3 % % ROS # /p F 2 Src ¥ & A 7R
# B F SHP-1(Src homology 2 domain containing
phosphatase 1)K 7E, NS4 EE F15 5 4% F 4|
# F 3 (suppressor of cytokine signaling 3,
SOCS3) B | Wl 4 I i 5 R # STAT3 V& AL, 7% T i %2
5, AT (R B 4B I A KL s R AT T
21, BTH3 & & ik Wy B 8 40 i 8 18 (R Bt T 4% g 2
(hexokinase—2,HK2) & A , 3¢ 1 i€ ROS /& HIF-o 1%
REBRHABERH REHEREREER IR A
FREE AT RBERE B RN, WA, EIEE A AR,
DR 28 MBI BTH3 N-RAE Amo—F IR A & E
SHMNERBEEMGN, XEBHEsEERLS %
J% 48 fft DC-STIGN #u CD207 By 1F Al , $2 7% B A% 45 1 &

BTH3IN SN EBERET REELZEA",
1.2 B7H3R S BHEHEA /KR T EE

B7H3 7 1 3¢ ¥ & P13K/Akt/mTOR NF-kB % JAK2/
STAT3/Slug % % 415 5 & 12 5 ff JB 4% A% A8 K 40 e
¥ &4 B & G 8 IL-8.MIP-2/-9 & TIMP1/2 ¢y
IR, R B R W AE 22 An R AR [T JAK2/STAT3
155 5 % A shRNA TR BTH3 R ik b 46 B ZF 4| 4 &
MEREeEZENEEEAY. WELE £ KEMN
BHBHN—NEERAABHIEOREENE RN E
20 bR £ % B CD31 R A AT E B # IEA8 X ;BTH3 &
3 W E NF-«B 1 % b 1 VEGF % i, 3t W7 {8 2t B8
BB R R R B 1R F B AR
1.3 B7H3 28t AT E At 25 K &

At T 28 f Ccancer stem cell, CSC) = F¥ 5 1,
T2 % A EEFH £ . BTH3 eE % (R 4 & f s &t
BV F4A/5-FUR % Z b B o yT it 24, 38 58 i g 4
MO AL 4% 5T Rk A7 U5 B shRNA I Bk fi¥ 98 48 B BTHS 89 %
15 BB D B TR A0 X AT MU Y. BTHS
i 1F ¥ 5 MAPK %08 1= 5 4 fn CSC %k & , 5k F B HK2 #2
Fr 45 B W 7 FNE B R A0 A T T (R YR e 2 R A
T AL s BTHS o Fof 04K 7] A 2% 7 FR CSC, 4
A KB 40 R AN R B A K Rtk B4
AP, 4, BTH3 1 if # 7E NF-«B/ERK1/2 i % fu
WHEREAAKTHBREEMENTIESES,
B7TH3 4 5 #01K 3E8 RE4% T F 48 7+ 45 & M Je %1 48 4t
B R

2  B7H3[EZ{ERhEHLH

BT BB RAMNE RN EERE ,BTH3 L ¥
DA 3T 30 4 4 0% 40 B 4m T 40 B Fo NK 48 Bl 370 Bk 98 2%
B, 3 5R p  A0 H0 E B T B o BB AR < B 4 B
(tumor—associated macrophage, TAM) X Treg 48 jf
HIRJE BE 7, BB T R R A K A R R R
BN AR B B RIS 1A .
2.1 B7H3 49| T @ fa A>3 69 3 98 20

Sk B TCGA i 8 5 48 & 11 060 ] F [F 2 & pp
B W HAE 24T 4 & 8o, BTH3 5 mTORCL B & & 34
5B EMGAXRBAREENELAREREEM
R;MEBHI e B A BAMENET AR
(cytotoxic T cell,CTL) & ¥ . IFN—y 2 i K - 8 At
J&8 40 ffg 7% 8 MHC- 11 3% 4~ F 2% 3% JA 10 Bl 59 mTORC1 7% 1t
I~ 5 B9 1R BE B /E B BTH3 & & oy ¥ 98 4 1 &
CD4°CD38°CD39°CTL % & T & #¢ /w™, i il BTH3 #k [&
/N B BTH3 o A b UK I8 97 , 7 98 /N IR CTL 47t e g
B L ERR,MEAEKHAZDINH", BTHIE E M4
FERGHATOR IR T EM ZHAMILRE 2%
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MH = ZRE . R R E BT 3 R4 T 20
R0 8 P 32V | 3 7 R O b 2 T A0 ) CTL %$ A8 48 JE
AT RN E S FUTS M 3t L N-B i E i
0 8 B A H AL DL BTHS B Rk 3k, &4 FUTS BE 4%
P B CTL 7 i 78 A% RE A T 40 ) b g o R 7
2.2 B7H3 3§32 %z 304 4m e 25 3 fig

Fi J 48 7 BTHS & Rk ik 5 M2 AL B o 40 i Fu % B
CDA T 7 M T 40 B 4 & DA K 5 FOXP3' Treg 47 A HY 7%
HERFEMX", AFF M T HERERA
AHAEFEMREEEL S TR ERL, KAEE
KL Ve S, % R FK A B R b g 4 4 BTH3 . PD-1.
PD-L1 A1 IDO & 35 B 2 4% & 5 7 40% & 2 09 fiF Jg 42 2%
o2 B BTH3 & & 35 ; 72 91% B 2 FFJg 40 4L 09 i o8 0%
V8 kB 4 B (tumor infiltrating lymphocyte,
TIL) #= TAM % # JI| | BTH3 # & i£®', B7H3 # it
CCL2-CCR2-M2 E. v 47 f % /- 5 WY % % 37 ) 1% 3 AiF &
R W m AR B R MR R E B AR U Treg 4
METE N E ST 5B £ Rk R,
2.3 BTH3 94| Bl A %IZAF 69 S I8 20

36 /)N 4 B A R B BTHS & 5k 1k B B 4L 4
CDS" T4 A NKZH i Fn R PR DC L B 39 B & 3
A ] A BE 2 B o (AML) 48 A8 BTH3 B9 & 34
B ERBNK 4N RAERS. o, BTHS & & A
T £ IL-10, 47 %] IL-12. IFN-y & TNF-a 4 3 JE 40
FL I F B 7= A 2 T AR 2 B A e i B 3

3 #E[E B7H3 BB SRS

Jit J & 1K B BTHS 7R Bk 4% B 32 17 2 fib 8 40 ff B
B ZE MR THETHRE  TRIEH
MEeREMA R EREMBENRERESE, F
I, 2T BTH3 B 470 FF 98 5F o6 1~ (X /E B B2 38 1) it 8 AR
B, 1 B AR PR I AP AR R I, 34 B — T 0B Y
BR,

3.1 A FTBTHI ARG 7 £

3.1.1 #EBTHIM TR M T % A ElERar At
53 B, BTH3 & 0 I 1K g6 45 25 48 fw b 8 43R 5%
HCDS" T 48 f A NK 48 A 32 i, 40 1 P g A2 &, FE K OF
Hr™ Be g g e EE N AR,
U H — I s R IR % (NCT02923180) #
SHENDEROV % ™44 Fc 8 52 & BTH3 # 0 4K 15 A F| % %
#T Cenoblituzumab/MGA271) Al F & 2 M 51 7| f5 & &
HFARUMHFHEN T, ERER, NAW32F BH +
H 2171 (66%) A 5 124 A KA M B 7 7| B /5 5 41
JEPSA, T % M B AF ;1697 5 B P AR F CTL 9 3t
ERERFA, TN ZIARE LML BH N T RE
0 AT B E B ALK B R R A, A )

Yoy R o

3.1.2 E T BIH3 AR A 5 %% 7%  FUBTH3 #
0P U R BRAR S AT A R BB AR R
20 B AR, SEIU KT R R R R R AT, BB A
ITHI A B R RLAn 3F & JE . BTH3 ¥ 3% B 114 376. 96 18
BRUPh R EM A REE R A E DR E A&
K, ZEKTENRNEFHEY., KAEZE IFD
B N IR AL BTHS % 52 1 370 4k 8H9 ('I-8H9) , £ £ A~ &
AR E R G E R e KR e (NCT00089245 .
NCT01502917 #2 NCT01099644) + 34 LR £ H 1 £ &
R EEK, KEBTHS B AIEITH H LAY,
3.1.3 B BTH3 B ADC ADC By difh i i & 4 F 4
A 40 L F 2 A L AR, R B0 2 B9 AR R M A0 B R
EUAYNBRAGER, R YR MIEET B L R
MEWH— K., MGCOIS & —FBH £ F&F £
(duocarmycin) 89 A VR BTH3 B4 254y, 4 £ £ &
FEEMEIMEHALN, EILRE . VEE . B
B B % 8 19 e R BT B AR A o, MGCO18 3 B oR
BANTEE N, AR EREAL R L RITH
Ry FEFn g AN, e K e R 8 B B9 BTHS 41
b e B R EBTHS e P I E R S5, %
P SEfk B e R RT AL R o BB RS AR R
MU AN, FE A AL B T AT %) R (8 B 6V BTHS # %
B 4k DS-7300a B £ ¥ A T #1/11 # I IR i %
(NCT04145622)",

3.1.4 $EBTHIMI N/ ZHRrMHiE NiERKER
{& (bispecific antibodies,BsAb) & i ¥ fb 1~ 7 &
TR BATL A RETA, B A %NS R
ST 2R A B R] B9 2D B $E ARORL B AR % . #8191 BTH3 X
RF 5 M AR B 30 CD3 B &k K &5 BTHS % 8% 1Rk & 32
A, V][R B ¥R G T 49 MR T B CD3 4 F BB 48 R
FIEHBTHS, BEABETHRIENHBER L ER
Fee B e g1, — Ak £ T BsAb mRNA 893697 77 %, B K
4% 70 BTH3 X CD3-BsAb #7 mRNA £ % 2| g 7 44 % Bk
B, 8] L E K BsAb By R, 4 iR R g% e
MEBeRERNHFANTERE". AW, —
T CD3xBTH3 A JE ¢, BsAb (obrindamab) 7£ 74 57 B7TH3'
B HA BB B T 3R I R 3R 38 (NCT02628535) %, d T A\
HERERAERTRRR, RBEHR AL,

R FE R AR E S B (tri-specific
killer engager,TriKE) & 3B A [ 4702
FEHUIR SR 2 N R AR (CD16 4 53 1 A E AR R 45 5
P Fo —Fb g B T F (R ¥ LB & TL-15) 4 &, 7] 42
NK 48 F, o B 88 40 L 22 18] 0 Rk 30 R e 7 0 R 0 R Ak
AT fil & NK 28 B A5 B9 Y 8 20 fE 24 AR, VALLERA
ST BTHS Wy 22 85 7 4 fn CD16 3 8% J0 44 3 1F %2 Bk
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NIL-154 2 7 % — R fu % — £ BTH3/IL-15/CD16
TriKE, % TriKE & 3 {8 3 NK 26 ffg f 3 78 Fn 75 b 3 58

MBI R EE, REREETRE. &1
CET Bl EH B ET B3R M IE R TE .

Fz1 ETB7TH3 AR bhER LI

2454 /40 R B WL ¥ VAT ATUEAE MR LTI 2
Omburtamab/131-1-8H9  H1E LTl Y-Mabs(FEA 2k T REAN AR, 5% R e , P TS B7H3 TR BT
o] K HAERCR)D
Enoblituzumab/TJ271 IGPRITHE Macrogenics CREGA: SR« Sk 30U , /Nt i eg B7H3 AT
AT RABERFD R R
MGC-018 IR 1L Macrogenics 2 ] J e, SRR, Y S b e, %% BTH3 ADC
PO A0 R PR, B A g TR
iR
DS-7300 MR 55— =3 AH DEINT B7H3 ADC
Mirzotamab clezutoclax; IR [ #1  LAH4EA 7] IR , S sRg B7H3 ADC
ABBV-155
BAT8009 IR THE HEZEAH SEARTE B7H3 ADC
XmAb-808 IGFRRT  Xencor 2 7] ' 4 i g B7H3xCD28 BsAb
LVGN-5596 IGPRAT  ALEEAEA A A SEARIE B7H3xCD40 BsAb
ATG-027 IGPRHT  FEIHEE 25 A A SARSEE , I3 R B7H3xPD-L1 BsAb
GTB-5550 IGPRAT BB Tk K SEARTE B7H3xCD16x —H¢ Pk
GT Biopharma A 7] IL15
MIL-108 IGPRAT  RITSRAEMAFE SRR B7H3 i<k
HEEEIAF
SHR-1812 IGPRRT  {EEGEEZ AR CD3xB7H3 M

VE: % AE F B https: //clinicaltrials. gov/

3.2 #er BTH3 #9 CAR-T 20 it 0 ik 93 5wk

B7H3 2 & 12 fif J& 26 23 BB J8 A8 K ik B 4L AR e 5k
ZMEEFHRRKBR T RLNER, FHL RN
CAR-T A fR T E AP R ¥ AR, k2L & T H
I 72 #F #9 B 15 BTH3 B CAR-T 48 f e JR X e T H . %2
5] B7TH3 #y CAR-T 40 il & % A SR 08 A0 i 8 o B R
HEE AT E G, EREMNEI AL F8, L —
A BTH3—-CAR-T 41 it (TAA-06) B, 2 3% 15 FDA J6 /7 # 2
B L ZE A A 2™, ETANG ™ RE T —
) BTH3-CAR-T 40 ft 76 J7 B & Ve B £ 28 e Je % 1
& /KR , 2% CAR-T 40 A X BB /2 V6 T F#1 (<50 ) &
BB e ey, BIER s f &
TR R AT 25 . 3 — 25 4R & CAR-T 40 f 89 4L it
Je 2% F, YANG &3 33 44 22 BTH3 A7 CD70 £ BX # CAR-T
MR LAR B AU E LRI SRz A Z At
Pk Bl 417 % 7 SAHA 3% 5% BTH3 4 5 V£ CAR-T 48}l 75 52 1k
Ji B LR E M LT %Y 48 BTH3-CAR-T 40 i # 3t
FIAT 4 # AL H F CCL2 & R (CCL2b) LR ¥ CAR-T
WA NN ERE, R ERE T /48R N
¥ B H BT M F

3.3 3@ BTH3 0B &8 F7

WHERES R LA AIABHALTH
B TRATF B %0 W6 T % A1, o Bk A [E T BTH3 fo
PD-L1 #] B 3 3 /o it B 470 JR 468 57 M CD8™ T 48 A 7. fie
BN, T#HERXEER IR, KiEHAFZ
B4 B A CTLA-4 0 (R °Y 3 PD-1 #L AR ™ 38 7 % %
MEM —MHRAEAGHMAEAR, HHEBHELET
DERATILHEAEZE M EEE, HE L
FERBERERMTELRRR M. RIEAFZE
0Bk A e 1 A Bk 2 AR AT K M/ % FE M A D 48 B A
BRE L/ HEELASRAE B FHER
K2 % 4 B 3K 36% A0 33%°, BE 1 BTH3XCD3 HY
BsAb Bt & RfrF R AN £ E A F BRI W F
WA EER, BL2RAINEREFRITHI G
£, B LR B A IEIT 7 F 4, BTH3 47 #) A B
AARBETE HAAEBRY NN BIT BT
T4 b, 3 # % B % VE . ZHANG %V fE BT 7 IR e
AR R A B AE 52, BTH3-CAR-T 28 JfL Bk & &
Ik %% BB (fractionated radiation, FIR) V& J7 b 3
EIT B
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F<2 #0[5 BTH3 B CAR-T 4HBEAT AT &£ 1 B
254 /00 WA B Bl # VEIT UG AR B Bty E~utl
TAA-06 FDA fIULZIN A5 A i BOEE A B R BRI B7H3 CAR-T 4l
SRR T 39 LGSR
KT-032 I PR i B RIEAH 1) i 20 23 g, O B, = FHPEFLIRAIR,  Mesothelin:  CAR-T 42
JHh Hes B7H3
fhB7H3.CAR-Ts Il P 11 4 AR AR R B I B e TRV ON B7H3 CAR-T 4l
EGFR/B7H3 CAR-T  If5ipRHi JUIMBERIR MR bt R MR R Ml EGFR; CAR-T 4 fft
B7H3
CAR.B7-H3 &R T 3 UNC Lincberger £ A AE 0 BN & , 0 BF4HAE , M2 BEAH YR, B7H3 CAR-T 4fJif
G LR, RS e , AT R R
SCRI-CARB7H3(s)  IIwfR 1 # VG P L3 s it R R e W B SR, JCER PR, 4 BTH3 CAR-T #ii i1
B PRAD I AGS , - REE SR, B 3008,
P BEA AR , 4o 2 REAH IR L B PR, B
JULAIIR , B 2L 2 9
B7H3-CAR-Tcell & 114 R ) LB T B BIAE  BESUULAR M2 BEAR SR, JC B7H3 CAR-T 41ty
PRI, JFFREZT R , 2 (0 300, Sk I g e
I8, A S AR
4SCAR-276 Il P 11 3 YT RPEIEDNRITRE e PR BEAT IR , SR B7H3 CAR-T 41ty

VE: 448 % B https: //clinicaltrials. gov/

4 HBERRSHERE

ETBMEEEMBETREINERE, B R
BIH3M L IF B R L KRB FE L. REHM
B7H3 B I R BT B AR 26 B2 2 7 M 3 0 9 Wl R AL A
HE,BERAME, B98N HARREZLTHEER
B EBEEMIEREATHEIEE TS KEBEFR
B, U REF R BEEE LRI FAE,

4.1 BT7H3 AR AT BTH3 69 ¥e i 67 < IR

F A 1E BTH3 B9 52 AR A7 < B 74 , 6 7% #2 1] BTH3
B £, % V6 9T T~ B 4. PD-1/PD-L1 #1 #I H| AR BE W& 7 T
BEEiEfmzik, REENMNRFLIATILT-27 5
BTH3 £ &, B2 AKX F KRR KM LA™,
HUSAINEF R BT A AN s R E s R BWA-%
REEF A ML A, % % H IL-20RA ¥ £ & BTH3
T EMARFE R AN FHI,BTH Z RS =

ERFEAF et I RTHWEN,BHI X F
B 1B B RE 5 AR K (R T BTH3 AH R AP A T & o
42 2w BTH3 %9z 4797 48 Tl X3 &

R K45 T BTH3 B9 % 0% 16 J7 BBk 696 77 1R
BERBRARA,BEAZATIERALHFHN B,
TRBLRLERLE TP EFERAMEL L, F
F A4, a8 K7 %08 IR ¥ g8 5 BTH3 B9 R £ 4 &
FWREBHEMR, —F @, HEHNF TSR
1| A& 358 B0 A & 35 BTHS BY AiF 6 20 i a5 2k 8 %% R 41

BR A5 R 5 — 77 @, BTH3 X 78 g 48 i &
kL, EMBRIENDCME S M T kA, X
BTHS X AR BT F 2 WL Z R R, B & H
U RF 98 A% REAK B 55, 26 T FE 1K T #8 M BTH3 0% W6 97
R, Hib, FRALEEFHEBHIEARLN K
B FEE N A T BTHS B9 e R V6T R BT B AR ok
VES
4.3  ¥er) BTH3 24069 1 BR S %ok 2 ls K 2 )
BHBHIAMGTIAMARR NS Yal K% %%
EE AN, wBsAb BT EBEARETH IR~ £
L F g &3 B RE R R, CAR-T 48 fi 7] 1% &
a0 0B B TS AAE, T A B X L CAR-T 40 i
B TRBEXMARRME., AR RAEEH
R g e B /B SUILEREIE &, TR = N 308 A E 4T
B7H3. BB. z—CAR-T 48 Jif, ] 75 4 47 | e 8 # J&e , 5 &% fik
AR, EAFER BREF, B2 HREH
MEHEFATRERMK. A MRTYEHET —f
AR I =M 4E & FH HSVI-tk B CAR-T 20 fig X [H
TRARSG, TR HHEE%EFHFFBH3 CAR-T 4
& AT R, A IR ] CAR-T 48 fl g B 2 S b
4.4 $er) BTH3 0B A 0697 s A it — F Ak
B BHI AWM AR R AL W25 " &
PR T W KRz R, n (T 22 4R A BB 4R 7 M A A R
R RE B [B] B 98 D A~ B RORE A 24 B %8 15 BTH3 76 77 K 6
MEAMEEME SR, GHEAEFR0EETFEK.
RECAR-THAMMWRHEL ERFAEMEELE

are
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B AN AR IT % R EAT LR, NK 40 A
TCMHC B9 PR 0 B R IR 2, A& 4 CAR-T 48 A 47 5 37
B9 £ K & . BTH3 CAR-NK 28 6 J7 7 4 /1N 28 B Fit 8
FHEERER R ENF e ALK, EKFTEAD
R FIER . Woh, GHARA L, g F 40 & 7 B
RAMK o F/N EFEHEE O RA S FETZ 3 s
KER. B &I ,BIH3 gV 4 4 3, i FG 3 7t
BTH3 NS R m G e+ 20 EE, REFCH 57E
EY T 40 R 45 A 45 MR TH B /N 2 T30 1 7], RE 45 FH i
BTH3 5 % K4 &, I [ AL v g e k k i .

5 B OE

Fi Y B B VB T BB B MR BT RV
FILIET R R R E ATy ), EF R R AF .
BN TR EAHFETEANL EMIZA,
o i e 4 LR A P 0% R PR S AR AE B & 4L 4+ ]
BE RBRAERE T SN EART E,

T BTH3 & & 4 f e Fn iR 8 JcE R o R 4 AR
e 7 F 3K B AR AE , 38 15 BTHD B & 006 97 77 5 KBk A6
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