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Post-Translational Modifications of Mrell and Their Research Progress in Cancer

SHE Yuanhua, YANG Hanteng*
(Lanzhou University Second Hospital, Lanzhou 730030, China)

Abstract Mrell is a key nuclease in the DDR (DNA damage response). And it plays a crucial role in main-
taining genomic stability by regulating processes such as homologous recombination, DSB (DNA double-strand
break) repair, and telomere stability. In recent years, the role of PTMs (post-translational modifications) of Mrell in
tumorigenesis and progression has garnered significant attention. This review provides a comprehensive overview of
the structure and function of Mrell, as well as its major PTMs, including phosphorylation, ubiquitination and ubiqui-
tin-like modifications, methylation, and lactylation. In various tumors, these PTMs regulate multifaceted functions of
Mrell in DNA damage response, cell cycle control, and genomic integrity, and are closely associated with chemore-
sistance. Furthermore, the potential of Mrel1 as a therapeutic target in cancer treatment is discussed. This review aims
to provide theoretical insights and novel research directions for both basic studies and clinical translation of Mrell-
related therapies.
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tion, HR)SE AL FE A HEILThRE . ILEEK, WL
HIL, Mre 11 J5 A2 UL 4% H Zh REANE 14 Hhke
HEARH, I HLR 3 R R (R A R AT 2451k
S Mrel 1B E 21 C 2 O8I, (E R H
AR R TP A1) S LA AN [ e eh I Th REATI A AR
R Bk, #E— 2 B Mrel LB R 5 1B 1 70 T4
] S HLAE IR R I DI RE , K D IR K AL 1 SR T
FRAMLH (1 R S

1 Mrell By AT AL

mrell 3[R T 1993478 BRI e BF (Saccharomyces
cerevisiae)F EH IR K I, & —A> 1 B IR ST B L
Sy L E A G H B, Mrel 18K 12—/ EH 708
FRMRALPIE AT . Mrell 55 A N-I L& —4N5
MR IR 45 6 23 Mg 7 Wi L 25 G4 1(Nijmegen breakage
syndrome 1, Nbs1)&x (145 A 0055, %245 G005 B H
FE DNA PN VI EGAITNUEE DNASMIBgE M, vl 4 57 U1
DNAR i, Ho 5 BR— A PR NAZ BRI A (1) 1 45
438 Mrel128 H C-31ii 1 % DNASS & 45 14 35 F1Rad50
HASGG AN, R MRNE EWIENFEEY)
5DNAZ G S BE A IR (E1A).

Mrell 3% A MRNE &9/ Z 5 DDRiI 2.
MRNJE A Mrel LIEFE . A ATPS: & &l E
(ATP-binding cassette transporter, ABC)-ATPHfF (R 1€
& Rad50)3E A AS Nbs 1 WF 34 i /5 Bk 9, 24
ABC-ATPase 4t FJ3k (A/BIK 7 3L 7 ) 5 ATPEE &,
MRNE GV o KA R, T8RP SR R,
FH 1E Mre 1 17E A7 55 5 DNAXUBE 145 6. 29 ATPAY
KRG, MRNE &A1 808 3, 25 HMrell
G AL S PARAE K D e (B 1B).

MYLER% UHIE B, MRNGE I — 4 Bk (i 12t
2= [ DNAK S, A Mrel 172 DNA K 55 iR 5
AR H 3 E AT E - Mrel17E 1R 5 DSBJ5E B /6%
DNA 7 5B Ar 34T 40 B S VI Bk, 2 55 A1 1) ek
DNA & 7 ity Ay [F) 95 2 20 (HR)IE & e 04 75 ) ™
2 HLEE DNA(single-stranded DNA, ssDNA)Z%: #% )i ,
S il 85 )il A(replication protein A, RPA){E Jy 515 44
G HE A4 5 3 DNA BRI T i, Bl S e
Jida 5 8 171 1/2(breast cancer type 1/2 susceptibility
protein, BRCA1/BRCA2)% DDREZ H NI T, [F
TEW)4E S BUBER (1 5 1(radiation sensitive protein 51,
Rad51) 1) 554 g U S 1 51 1 5T A5 ssDNAZE 5T

J% Rad51-ssDNAFILF4ER G5 K, AR AL 12 5 4
PR SRR . X R AT A R 5] S 40 ik £ HR
BEEERAE, FMHRZ 5 2 B AR R AR 5% # (non-
homologous end joining, NHEJ)i& 2. Mrell&h& i
15 DN A K ¥ (1] [F] B} 38035 ATM (ataxia-telangiectasia
mutated)# [ LA 5 NS 55 5, AHRH A S
A DNABGIBEE . =&, BT A5
BOEC . ATMAE T J5 XA] BL SO KB (L MRN
SEY), KA BEiR L1 Mrel 11 Rad502 5 J5 421
DDRAE 5T, M#EE LI Nbs1 & 1 5 4% S
PSR s T, A, MRN S A 40008 i 552 45 Ui for
Pty U T o WK R, I P Bh sk R 4 B 1 4 R O
FiAs e P, (H & MRNE A W07E v b 4 55 A (1) 2
W53 FAE FBLE A IR, 752 — D SRR R .

2 MrellfNEIFEEEGREEMESD
IhEe

T A U1 J5 1811 (post-translational modifica-
tions, PTMs)VR I 50 85 H i DI Re, 78 LT B G 4
MEp i il g SO E B ER , RHAERUE.
M AR T 2 RRE SR REEP R X
e LU, SRR AL, Mrel 1 ER H /K (R #2 1E
FH Az KT e s LK 4 E L U7 Mrel 1IR3
DSB, w2 Mg e B OB g, RIEHA
[ Zhfe. Mrel 1Bl 5 12 e it 8% H AL DNAE
5.Odip A, QiR e R E S S S T
ThRg, Bk DR 4 R e P I a8 /e . A RIBII%
JE B BB 25 1 A5 Mre 11 REDS K ff 1 4% AF [F) U5
AUt % (NHED) 5 [F)J8 E 41 (HR)& & 42 (1 T 17,
X PN A B T S T R S BRI A R B
I 0 bR A R R
2.1 Mrell F9#AEZ (L1210

EABRAEEEEAM P 2ER. HER
RV IR B 56 U A R A 1 O L RT3 48
i, & — PR N 2 P E S I RS &
i MrellFIREER{LH 7 DDRH R IERBEIER , U
HAE DNAFGEE H (K 2). Mrell7F DSBAb 54
HBOEH ATM, T BERR AL 1 ATM SURT B3t Sk i i 1,
Mrell. ARIEAFEH DNAFGEA, Mrell BLATM
AT IE ATMAR RS PE 7 B R AL ™. Mre 111
38R A AT s R I 14407 R AR 2 Dhie © 4 B
fff, o 8 v B AR 51 B BER 1L A7 AT (S264 T329.
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(A) (B) Rad50 Rad50
Nbs1 binding Capping Rad50 binding Nbs1 Nbsl
v N-CE T — (O (- o
T - — 7 1
Dimerization interface DNA binding % ] E
PR ‘ S| |3
| >
RadS0  N=" ‘ [:] D -C | <lg
B - | -
ATPase Mrell flnlc( Mrell ATPase <
binding 0o binding
Nbsl N3 0 [ |/ ;.:,-c
FHA BRCT1BRCT2 Mrell ATM Rads0 Rads0
binding binding
& ) Y N 2
L f M A )
Nbsl Nbsl
P W

A: Mrell e — 708N B BRI 8 1 0T, HAT 2 A KRB MM ES G075 . Mrel 148 A 3 LR 740 45: N, Mrell 4 (& 2:5i; Nbs1 bind-
ing, Nbs1%E [ 454 X 15; dimerization interface, Mrel1 7K 4 &£ — AL X 4K; capping, 1ET£5#44%; DNA binding, DNA%E & 45 #18; Rad50 bind-
ing, RadS0%k (4 45 & 45 #38; C, Mrel 1 85 A I 3E 4G . B: MRN(Mrel1-Rad50-Nbs 1) & &I 4544 5 M R 25 .

A: Mrell is a 708-amino acid protein with several key structural domains and binding sites. The main motifs of MRE11 protein include: N (amino-
terminal of Mrell protein); Nbs1 binding (Nbsl protein-binding region); dimerization interface (the dimerization domain of the Mrell protein); cap-
ping (cap domain); DNA binding (DNA binding domain); Rad50 binding (Rad50 protein binding domain); C (carboxyl terminus of Mrell protein). B:
structure and conformational changes of the MRN (Mrel1-Rad50-Nbs1) complex.

&1 Mrell XMRNE AN E B LR KLE

Fig.1 Protein structure and conformational changes of Mrell and MRN complex

S382. T481. S531. S590. S676. S678)j& ATMAN
ATR(ataxia-telangiectasia-mutated-and-Rad3-related)
WG ) OSBRI A A

Mrel 1 ER A0 7] LAY /N Mre115 DNA [ 3E Al
71, 233N MRNE 57075 DNAGA A i 524 19,
X AL AT OR Mre L LTEZN I AL T A & MBI
BB JE B DNAAK s V), AT 3G D HR RS 00 5, 38
T TELE I SE R AR e . Mrel L FEREER AL 25
i DNATRGIE S, 1% 2 — Pl 3% 16 A= ) 2
000, fieh e 24t A 3 R LE R Je L e o I — o B
F2iEF DDR, 5 35/ 8 20 Jfa R {8 75 DNASZ 450 1) 1
B AT DGR SR EAT 2. A A i 0 e R Mre 11
RABERRACHIA T Mrel15 DNARISER 77, LI T
ATM B4k DL K ATM T 7 $E A5 Nbs 1 AT H2 AX 1)
RIS FE , 30T DSBRIAR B IR Ik 7 e hk
Ji& 20, [RIFELE 45 B Wi o Mre 1 18 P70S 633l 1l 12
3] 7 DNATRIE E iR, S8 7 4 ElmE

BERE . IXPPEL R IR T Mrel VR 4k 11 25 18 5 55 K]
AR M= A R ) 4y LS. BRI, Mrell AT RE
FSCA R B R R 5 L VR T I TS TE R A . HROAN
NHEJ/ DDR ' DNA$ 518 5 i@ 1% v iy 2% 32 42
AR, Mrell FIBERR AL AE O5 (2 3 HRIFH0H] NHEJ &
HP, EBEREEBET, DNAKN S — 3V %%
FR T4 2 DS U R 3, X — I RN DNACK
s )RR . FLE DNASE H i 2 J5 3l HR IR RS 57 1 iR
Yy, BEER AL Mrel 1id i fR 1] ATM A T A% 8 1 D)
I(exonuclease I, Exol )AL HH| 17 HAXIR SN
W4, Bk T Bxol i3 B2 v A A0 DN AR by 4 ik
FEOVE, S0k T HRIGHERAPEP . (H2 M Mrel 1 AR B
BERRALET, DNA 12 5 /68 NHE & 4%, 1568
Mre 1 (1) BERR A0 B A R 5 HE A HINHET (1) D RE™
Mrel 1/E4H A 22 73 2 S649107 1152 3 PIk 1L
WA CK2 I O W IR AL - 7E G DNA R 546 &
Pk Ll it 75 S64907 s B ER XX Mre | LIEAT A0
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&1, Bl f5 CK27E S6887 s B IR LA #E T MRNAL
E Y DNARIfE S, BT 4] 7 ATM-CHK2 M1 ATR-
Chk 115 5@ B G S, e4h, PIk1 Xt Mrel1/£S688
PR IBEER S T T 95 8l 1A i sh AN et A 43 B 1230,
2% bRk, MRNS & 458 i -6 ATMAR 14 F1 Plk 1
WL RS S, Vh il DNASR 18 B 5 Ui ik
AR, H RN R 224y S AR R A 58
BHESHRE. B2, Mrel | FIBERRILAE e RE R R 4 A%
S M AN SE R b AN T D | R IR E IR T RE AU
TR 7B L
2.2 MrellfZ R U RAZ R KER

12 % (Ubiquitin, Ub)/2& —Ff i 762 2 R 2H Bk
/N FEAR, 2 TEZN8.5 kDa. ZRKiEL
12 2 PO I (ubiquitin-activating enzyme, BJE1). 72
% 45 5 I (ubiquitin-conjugating enzyme, BfJ E2)F17Z
ZIESEEE (ubiquitin ligase, B E3)Z 51— R 5IEH{E
KON AR 254 B R AR R RO R
U, B L R A RSB . Mrel 1A
1z BB T BERRAAS I LLAM 5 L 1)

PEE1EM . T4 488 M 126(ring finger protein 126,
RNF126). 408 740155 2(cellular inhibitor of
apoptosis 2, cIAP2)& Mrel 1 17z = ALMEM & 0L
E3VZ 24N . e/ FMrel 12 #1k, %
i Mrel 1[I ThRERAFE . BEAN, Mrel 13892 Z Ak
(ubiquitin-like modifiers, UBLs) = Z AL 5 SUMOfL &
fi(SUMOylation). UFMALZ1i(UFMylation). f8L3%
1B (neddylation)2+>, SUMOLEMi 512 £k
i B A AR BGOSR 4, (H1Z I FE B SUMOKE 5%
BEPRAT o FEBE BRI E212 K 45 4 UbcO M E372
T Siz238 3T Mre 1185 1 5503 TH 175 1 50 5 AR
SF I SUMOAE 45 /5 (SIM 1R SIM2) 4% Mre 112K [
(17 SUMOAL I 72 2, 1 Wil L3N W 4 Bl v 2 AdS
YL , Mrel 1 SUMOALIE i 7K P 7E AdS IS Ji5 -
Wik A, b5 TF AR PRER7, 5L |, SUMOtLE
WA A — Bl B R AR OK P RS, 572 R s
FHR, SUMOA B JG i B T N E . X5 AdS /K
JLnes sV 4N L 5 Mrel 18 (A (AL 342 — 501,
SUMOAL [ Mre 1 1 7EAS € K FE L DI REVETEJS , Mrell

=== Promote

] Inhibit

Mrel 1B AL AT LAGEEHR SR TE B H S DNA RIS &, (RN FINHET . BERR A (K Mre 1 138 AT LA 32 20 i J G 2
Phosphorylation of Mrell promotes HR, spindle formation and the binding between Mrell and DNA, while inhibits NHEJ. Phosphorylated Mrel1 also

regulates cell cycle checkpoints.

E2 MrellBBEER 1L R HLINRE
Fig.2 Phosphorylation of Mrell and its functions
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[FISUMOALIK T2 8 P, Mre 1 1A 123 B At LA 4 45
R ZHFEE . Mrel 1 UFMAKIE I E K28247 4 Kk
A, UFMAL [ Mrel1 7] DA 05 AL ATM, A 2 A/EDDR
sSSP, R RRE AR, (H2
N1 i 1k Mre11/E DDR A i B 1B DN A K Uiy 5 £ %
R4 A R SE , Mrel 17E DSBEE&E 5 R A2 Bibe
Ui, 2 F Ak 5 1) Mrel Uil o 2 B IS 12 B, B Ik
HAEDNASGAL s 3 BEFR 2R, [R] 0 HR I i 1]
NHEJMEE P, XLy AR FALE 17 DDR
e 3 Rt P B AR B B AR AR
[X¥7Z ¥ 25 [ 4(ubiquinone protein 4, UBQLN4)/&
— PR A B AR T, W DAR ATMBERR AL, )5 #F
A5z =M Mrel LA EAER, i 2 51#% DDR
FIAFE . UBQLN4[1) 6k 2k 2> T B HR I 44 N 70
PEREIN, AR, UBQLN4M T R IA <] HR, {2k
NHEJ®, b4k, UBQLN4Z: 1R Z8PE I it R 1A,
HRIE P 7E 8 20 L R R . AR e B
i R A0 i A, V2 A Mre115 UBQLN4
SEA Rt T Mrel 1 FIBEME, T80T &5 SRR 40 Xt

’ = ( Su‘

e

Degradation

REAR 2597 A 1 i 251 B [FIRE, A SR IE
RIAE = IVEFL e 3, B3z RIEHRE L 418
A 126(RNF126)71 3 K Mrel 17z A4k v] L@ 34
15 DNATR A7 S5 ST = B 1= L R 41 B %o 80T 1
Mif 241 B3, fE2, TERS b, B3V RIEHREE 1
158 W] S 302 AL Mre 118 A B & AE iR, 3
fii Mrel 1122 DSBHIfE /1 IR, 4 FEDSBHIR
BB R R B F b R Mrel 11
% %2> S8 DDRR, 5#C DSBIH R, Mifife
B R . (R MR, R Mrel 172 F 4k 7]
L5 BUDDRIE B ok 0, (2 DNAR 1518 5 (1
JE& , o i yRe 40 A 1 2 DR AR R e, AT 5 S0 o T
PRI A2 T Mre1 11 SUMOAKAE i &1 AT LA iod
Y RE MRNE 54 1 Fa e 1t LA 3 DDR ) B B g 7
(E3).
2.3 MrellFJERELIEIR

R 15 H R 4L (methylation) & — i 58 22 (1) 00
Wi e, B PR R R B R AR T
W SRR R AL, I T R R B AR, AR

. Ubiquitin

A

(su) sumo
Uf UFM
Uf‘
%, ;

DNA binding

l

~ ATM signal

——p Promote
— Inhibit

Mrel 132 2540 1] LU #EMre 11 B AR, 1iMre 11 FISUMOAKAZ 1 1] A HiMre 111 B F I A . Mrel 1 UFMAL A1 ] 3 55 Mre 11 5 DNAKI 45 4 fg

77, BT ATMAE 5 0 B E HR

Ubiquitination of Mrell promotes Mrell degradation, whereas SUMOylation of Mrell antagonizes Mrell degradation process. UFMylation of Mrell

enhances its DNA-binding ability and activates the HR pathway via the ATM signaling pathway.
E3 MrellBZ EUMIZ R UL AR
Fig.3 Ubiquitination and UBLs of Mrell and its functions
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ik -

AR AR R AT NS b, S8 8 R4
MR RE . H o B A A A — Fh e H ] g
AP . R, RZHEE R
FH A ph A i 2 e R A 2 IR R % F2 I (1y sine
methyltransferase, KMT) A& [ 5 R 2 IR H 2L 56 8
fiF (protein arginine methyltransferases, PRMT)Z
55059, Mrel1H) F A6 3 22 i PRMT L H: C-3ig £ 5
I H 2 BR s & 82 (glycine-arginine rich, GAR)%: ¥ |
fEALSERL Y. Mrell () GAR F 6463 DSBS & FilsE
A7 -Gy kL 20 1 1995 A% A (promyelocytic leukemia-
nuclear bodies, PML-NBs){R 5 % P71, FLZpk 41 iy
[ IS5 (PML) 2R 4 4 PML-NBs[{#% R & &, PML ]
DA a1 4% G 2 J5T 1 32 W0 388 % 20 R 1 = PR L
JideE (R F5 B JE IR ) 1KY, PRMT 1 Mre 1110 RE 2
TR F LA AR FH A2 Mre 11 7E 41 B &) B 4% 0 R 35 D g

i
v-H2AX foci

Mrell

TG PR I — P B R R S AR . I 2R Mre 1111
M AE SIUT A DNAF AT or 25 pCBRBes , T £ 1Bl R AR
B Mrel 1B G IX Pk P bk B Z M . [FIRS, 9T
RIPRMTI1 5 ) Mre 11 H 3L AL BEE 3 2 14 5 L
3'— S'H AN UI B E Y, AT A B H RO e S DN A
1518 5 I )5 3 DDR, K4 H 340 1) Mre 111l /£ DSB
B2 R B B RS B EG . YUZSE BOE 5T R B
TAE/N R RAE Mrel 185 H GAREE Y, TR A
A S 2R Y Mire 11128 11 )5 [ 9848 /1N B DNA S5
A5 B R ARURR TR AT ] 2 TR 3k 5 AR /)N B PR 4
JEL AR 5 ARG O 38T BRI A R . A,
Mre 11 FH A 38 i (2 3F L AE DSBAR A% A7 5 1) Ar
5 7 DDR[PEBUSE AR M. Mrel 1/f F 2E4L
7t DNA 18 5238 % 1k £ {2 3t 1 alt-NHEJ
MRS, X — AR 4 diE = AR RS i H] DSBIE &

o

&G

¢,
% 001}7[

G

><>i<><><

Chromosome stability

== Promote

—_ Inhibit

Mrel 176 RAEHIALSS: (1) (23EMre | 1 RZIREEE 1E; (2) 1R Ey-H2AXAIMrel 1115548, (3) MUFATRIE 5@ EK; (4) (Ebe R rEdE MU R 4B E;

(5) YR G AT ENE; (6) Pam AN M A SRS 75 A 7.

Methylation of Mrell: (1) enhances Mrell’s nuclease activity; (2) facilitates recruitment of y-H2AX and Mrell; (3) activates the ATR signaling path-
way; (4) promotes alt-NHEJ repair mechanisms; (5) maintains chromosomal stability; and (6) triggers cell cycle checkpoint activation.
El4 MrellBYREAL R HINGE
Fig.4 Methylation of Mrell and its function
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AR #EEZ M (E4).
2.4 Mrell FZLERILIE

K 22 5 24 PR R AT SRR T A A B, X PR
RYEFR AN Warburg XM IX AN IEFE 277 4 KB L
i Tt S A AR B FLIR o I A R U R AL IR
B TARE ThRESL , I REE T Bl AT BT R LI B S
Bifi. R A 7L R A A FLIR 7K RO B A TR HE A
SR B NERC R, 2 — R E m R
AWFRE" ., Mrel 1 FLER 102 B 5T A& I8 —Fh L
2175 S 3 J5 12116, JCHAE DDRH Mrel 11 7L 12
e N E (] 5). CHENZSWHIER] | $LE 3 2l it
LI 1§ (CREB-binding protein, CBP)f# 4t Mrell
AR R K6T347 mi R A FLE Ak . I DNASZ
i, ATMA™ S CBPAE S12447 i5 R AE SR AL, B PR 1k
(1] CBPf# A Mre 115 I 7E R 20 R K6 7347 i K AE FLIR
o 1 CBP S12447 s R ERZ 5, CBPS Mrell[1)
FHHEAEH kS5 . ALK Mrelll5 DNAZS & fig

38

Lactate

CBP

é@o@/

C
\04

Nog;

/

Endonuclease activity I

HR

|

J13E IR DNAK I I DIBR , 30E HRI&AE, 390
JHIRE Ak 24 PRV TR 24 o T A P A S P 4 L 5 32 i
FELIT Mre 11 K67347 s, # Mrel 1) ZLERAL, AT LA
IS5 HRAZ S0 PE , A2 983 40 B % I 61 R PAR P4 1
FIEEALTT 25 IntgURS . CHENZ: ML B, MRNE
AW FUER AT LS R TIP60ME 1k Nbs 145 [ /£ K388/4i%
MUORAEFLIRAAE R, A2 HR. Nbs1H K388
AL IG5 T & 5 Mrel 1 F1Rad50I45 & 68 ), BaE T
MRNE A&, # MRE11 5 A 2 & A f1& & DSB.
FERAL I Nbs LA {2 #E 7 HRS#15 H % 1 BRCAL
AIRad5 1 R4, Inif 7 HRIS Z b2, #2517 g
Y X DNATR G (i 52 1, 3w S 807 gt iby7
ZiWr= i 2. TIP60YE N Nbs 1 (1) FLER e Bl , M
HDAC3N{E A Nbs 1) L AR LA, JL[F 2 511X
Nbs1 FLIRA AL fE . Mrell & MRNE &40 7L
PAB A C 28 4 1IE BH A2 — Fh DDR A S5 (1) B 1% J5 18
W, XAMEMIZ 5 7 DDRIF N I 484 7 LR HRE

DNA binding I

Mre 1 /£ FLER A S MR BE A I HEAL AR T R AR SLRR AL, 38 3L 5 CBPAH ELAEJH W] AKE s Mre 11 AL FRBERS 75 . Nbs1 HIFLRRILHT 3 T MRNE 45

DNAIMZE&RET).

Mrell undergoes lactonization catalyzed by lactate dehydrogenase coenzyme A, which can enhance the nuclease activity of Mrell after interaction
with CBP. Lactylation of Nbs1 strengthens the DNA-binding capacity of the MRN complex.

El5 MrellF)FLER L KR L TNRE
Fig.5 Lactation of Mrell and its function
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Pk, 9Bt 251 AE AL At 7R R,
HMINTIT R BE T BB IEA

3 RE

Feok , Mrel | BRI 5 1616 75 DNASRA% K2 v 1
BN VR U R HC T % 5 16 VA 26 AR [ g 2K 8 e g
U S5 1 6 A R0 B 14 9 7 42 (08 OB R A 5K 1 5
M. SR Mrel | BEERAL. 2 4k, FIEEL K SLIR
A5 LB B T e T2 T 48 BUAHR 2R R H K
{12 Mre | 1AS [7) BB PR S5 8440 ) LA 5 - B LA 2%
2 A F AR LA R RS 25 420 75 i % 4 2 A
SYHRHAHE— A5 T R R SR S A 4
S5 B PR B35 2 o (1 PR A A IR N R B . RO
G- T B 2 R e T R ) Mire | LIRS I 16 1
BUFTITIE, BRATMRIAALIT 2500 251k, SR THIe A
VTR BEAN, ST 2R B T Mrel 13045 45
SIhRE IS, LA AR SR A I IR R Ak, N
Mrel L fIAEALIZ ST FF R AR AL T 6 HE T AR A S J
e BNMire 11 B T E 25 AT 1 Y 740
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