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Associations of MTRR gene polymorphism and methotrexate plasma concentration and adverse drug
reaction in children with intracranial tumors

ZHAO Dangqi"’*, LI Miao®, SHI Zhengyuan'', XU Xiqiao"', WANG Shumei" ‘(1. Dept. of Pharmacy, Beijing
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ABSTRACT OBJECTIVE To investigate the impact of the methionine synthase reductase (MTRR) rs10380 C>T gene
polymorphism on methotrexate (MTX) plasma concentration, adverse drug reaction, and prognosis in children with intracranial
tumors. METHODS Peripheral blood was collected from children with intracranial tumors, and genomic DNA was extracted. The
MTRR rs10380 C>T genotype was analyzed using matrix-assisted laser desorption/ionization-time of flight-mass spectrometry. The
association of the MTRR rs10380 C>T gene polymorphism with the ratio of MTX plasma concentration to dose (C/D ratio) ,
adverse drug reaction, tumor recurrence, and metastasis was analyzed. Bioinformatics analysis was used to explore the association
of the rs10380 genotype and MTRR gene expression and its possible mechanisms. RESULTS A total of 75 children were included
in the study. The distribution frequencies of the wild-type CC genotype and C allele of rs10380 were 62.67% and 81.33%,
respectively, while the distribution frequencies of the variant CT genotype and T allele were 37.33% and 18.67%, respectively,
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25 L WA S L BT S SC I 30 H (No.BZ0439) ; B #F E R (P>0.05). The incidence of electrolyte disorders (51.06%)
KA R AL 28 R B BE R 410 H (N0.2023-c01) ; B A EE AL K2 and tumor metastasis rate (57.45%) in children with the CC
RRF IR A st T 205 I e 7 AR L4 00 H (No.2022-q19)

* R WA, WS 5 ) AR R G BIR IR IR 22
E-mail: celeste 2937@163.com

4 BIEEE A2, B S0 B BRI I7 I« I PR B in the 24-hour and 42-hour C/D ratios and recurrence rates
FIist AL 25 B2 BE:010-63926368, E-mail: 13811830809@126.com between the two genotypes of children (P>0.05).

genotype were significantly higher than those with the CT
genotype (P<<0.05). No significant differences were observed
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Bioinformatics analysis showed that MTRR protein mainly works in conjunction with 10 proteins, including MMAA, and was
involved in various biological processes such as sulfur amino acid biosynthesis. CONCLUSIONS The MTRR rs10380 CC genotype

may be a risk factor for electrolyte disorders and tumor metastasis in children with intracranial tumors after MTX chemotherapy.
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CE L2 i e AE 4 (2022) ) s, Fe L & v 5 9%
CN'S [ i &0 560 19.84/ 1 1, Lo 4% i 17.37/6 )5 , 7]
UL, CNS Jifreg 2 ) LB Ag B 19— KRB o 76 4 X6 L2 5 Py
Feg VAT T, B 24 (methotrexate , MTX) VE h—Ff
2 2 AR, DR EG A A 1 P 98 L o) T 8 32 G 1, |
MTX 38 3 5% 4 PR A i) — S e ids SR i 4 , T3 DNA
A i AR HE I R W PR RORY . VB R L
PRI TG R H R 258, MTX 997 3 e et — 1
JEBEATF ST PGS SR, MTX A R J 24~
B R AR 2 5 | 3K SO R4 12 TR 2 At 5 PR 11 o
¥ 2 22 51k (single nucleotide polymorphism, SNP) 1]
BB MTX ARyt B v AR 22 5% ki
SEMA B E OIS R RO, e, FRR SR B 1 il
I8 J5Ufiff (methionine synthase reductase, MTRR){F A -2
AR () SRR , 72 MTX (A R 7 3 2 BB A

MTRR i FZ D fig & 445 H i 2002 5 1l (methio-
nine synthase, MTR) (3 4: . MTR LA4ELE 3 By HT AR
AR AR R R ok SR R A o R 2R . SR T, Bif
4R Bul AL, MTR Y TEPEREAC, I MTRR 18
W FEHAA A I 4E2E R B R OREF MTR TG PEY . LATERT
FEEW], MTRR rs1801394 A>G 5745 £ FH MTRR
PERRAR, S i B e R R R E MTX AR
e A B 1R HE I MTRR 5 K ] b A7 16 Hofh 5
M) MTX { QI B2 19 SNP 37 5 . A A 7, 1s10380 £
SUBNLT MTRR 4t DX P I 548, e v [ L 5 DU
NHBF A SR 85 8 SNP DI BEIT A3 . 5 rs1801394 AHC
P R B, 1% A0 A5 22 25 P mT BE T il 1 ik g s LAl P
MTX Ak S7 19 ROPE R 2 4 ks i ma ™, ASHIF G 480
T MTRR rs10380 C>T Z 351 7 /i A Jib g £ L 14 43
AR IR T HS MTX M 259 A RSO0 AU
FARE M A Ry MTTXCAE Fii P9 g B L i A Ak
G PEAE AR , T BE = VAT RO AL 4 bk | O AR
JLAEHIZ .
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FAE 1 P BRI 2B E A nt 20 ds B e (LA fa Ak A
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T P B LT D 2R SR SR LAF S R R R M TX
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FliE AR B SR ABFR RS AR R 2= i
FEACHRZE 51 23 L, AR FEHIL T « sjtkyll-1x-2023(053)

ABFFE BN AFRIE: (1)20194F 4 F % 2021 4212
A2 TABELEL; (2)FF SR AL I E RS
Ji 96 53288 CER RGO Hh G T A g B2 AR ™ 5 (3) 48
WAL 18 A% PERIANIR ; (43697 )7 B4 5 MTX AL
575 (5)M5E T 44245 )5 24 h fil42 h MTX L2536 . AR
TR HERR AR E . (1) MTX ABJ7 7 i <1 g/m’; (2) MTRR
rs10380 C>T JE A/ BT ; (3) W I FEBEA 2
2 FHik
2.1 5MEIMEE L DNA 2B

W BB L FASYT T4 (0 57 IR, i BEAE 24 AT BA
HHA A S A 77 VA" SO I SE PR 20 DNA, 28 1.5% Bt
JIE MU G R K S 5 T 4 B DN 11 52 384
22 EFEBKN

SR PR T B O GAR I L 25 - R AT ) T3 (matrix-
assisted laser desorption/ionization-time of flight mass
spectrometry, MALDI-TOF-MS ) 7 £ 47 3 [ RUAG ™ , %
43 0 B8 E W% 2 (polymerase chain reaction, PCR)
P md Mk R B (shrimp alkaline phosphatase , SAP) /4
AN | BB L 4 1 52 )3 . MALDI-TOF-MS B 461 £2 4>
AT, LI AR
2.2.1 PCR¥ %

K H Assay Designer 3.1 #f¥%iH PCRG 4. [ F
Wy B 514143 5 8 5’ -ACGTTGGATGGATGAGTTAA-
GATCCCATGC-3' Hl 5'-ACGTTGGATGGACAACCTT-
TTAGTGATCC-3", PCR W ARZR K 6 wL, 555 51
7K 1.8 pL PCR Z& ##% 0.5 wL .MgCl. 0.4 wL it %8 A% B
AF = #§i2 0.1 pL . HotStart Taq fiF 0.2 pL. - F U514
# 1 wL .DNABifR 1 wL., PCR Y HEFL ;95 °CHil AL 1k
2 min; 95 °CZEE 30 s, 56 °CiB %k 30 s, 72 °CHEfHi 1 min,
45 MEFR ;72 °CHEAH 5 min.,

2.2.2  SAPIHIL

SAP AL VAR ZR 2 pL, 35 £ B T/K 1.53 ul.
SAP 2% M1 0.17 wL . SAP 0.3 wL. JZ W 2% : 37 °C
40 min, 85 °C 5 min, ZE{H15|#)H 5’ -TTCAGAAAAGA-
GCTCAGAC-3',

2.2.3  PAGHIEAE A )

BB SEEAE A S AR RN 2 pL, A2 4% = 757K 0.619 pL.
iPLEX 2 % 0.2 wL 2 IEIRA K 0.2 wL 5147 0.94 pL
PAREFEAE I 0.041 wLo M FE)T : 94 °CHIAS 1 30 s;
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94 °CAE 5 5,52 °Cil k 55,80 °CHEMH 5 s, N 5 M
P RSN 40 AMIEER 5 fieJ 72 °CHEAH 3 min.,
2.2.4  MALDI-TOF-MS 7:A46

[a] 5 L7 W 1Y) 384 fLARC R I 16 wL = 78K, LI
2 000 r/min &> 3 min; il A 6 mg Wi , 76 S 6 HE 2140 L
AT R A 264k 52 N 35 min B £ 5 B2 58 B B UK DA
2 000 r/min 0> 3 min, KR A0 B S BORE G STERE A
B, [ R4S 5 R I MALDI-TOF-MS #4630 , L Typer
4.0 FRA ARG J5 1 U, AR A0 Joi 15 06 1 B SR A AR AR H AR
SRR A
2.3 fERUER
2.3.1 MTX M5 EFR R

ARBIFFELL MTX Il 2453 5 ) ek 22 8] (4 L (concen-
tration-to-dose ratios, C/D H.{H ) % %% MTRR rs10380 C>
T BN MTX I 259 BE /Y520 . C/D W =4425 )5
24 hay 42 hill & i MTX I 253 /MTX 2574
2.3.2 MTX KRR HAIE

AR5 MTX A RS2 WA 46 78 MTX AR 8 5 0
ZERN M M 27 AR BT O JDE (P | B JER AR 6 | e
10155 77 TET AN B SORE , AAE 3 DL AN R SO AR TE P A8
PRt 5.0 R HEATAS R ROBAE o T MTX A B RO &
AN RN R AR (%) = RN B RO 51550 615
20X 100%,
2.3.3  HiEHEts

AHIEGE 53 BT B T A8 A £ 45 B 7 199 oA e g A
LI R BRI (%) =i N 2 &
B/ BRI X 100% 5 55 78 3 (% ) = BE DT N A 2E 56 7 44
B/ S X 100% .
24 HEYERESW

& H 3DSNP v2.0 (https://omic. tech/3dsnpv2/)"" Fll
HaploReg v4.2 (https://pubs. broadinstitute. org/mammals/
haploreg/haploreg. php )" 45 i 22 X rs10380 £ 47 Tf) g 1
B, R H GTEx 4 % (https : //www. gtexportal.org/home/
index.html) %J rs 10380 HEAT FE IR K PEARFE R e 734 , oK
J STRING %4 /% (https : //cn.string-db.org/ ) X} MTRR i}F
FEE A EAER 48 504, % MTRR A LA FH 2 A7 3 [
A4 (gene ontology , GO) LI BE & 4 73 Hr Al i 1 3 [H 5 3
21 [ Bl 4 H (Kyoto encyclopedia of genes and ge-
nomes, KEGG ) i [ & ££ 7347
2.5 SritFEsbE

& H GraphPad Prism 9.0 &4 3E47 4015087, Ge it
AT FE T AR K g6 K M «=0.05, AR5 il .C/D L
H AT REGORMANT & IE A2, DL 7 8 (43 [l #E )
[M(Pss, Prs) 13875 s THECRORI LA IEE R (%) o o R
X K58 5 Fisher” s} A5 45 73 T MTRR rs10380 C>T 4
ZNE S A S AT A Hardy-Weinberg -7 LA Kz AN [A]
DRI AR [v] %) 1 N R 5 38 e RS R MTXOAS RS &
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HE R A R Mann-Whitney UK 564387 S [/ & B A4 7]
B MTX 25k 25
3 H#HER
3.1 —AER

AW 5T IL G A Fii N g 5L 75 91 (55 43 1) g 32
1)), Her s B 20 AR 48 191, =5 45 I 21 491, BRIP4 M veg
3, P o AR SRS TR SR R 22 AR MRS
i i JE 968 45 1 48] 5 FROLARIZ B (AR IR Sl 2(2,6) 2, MTX
HYFIHEN 4.63(4.37,4.87)g/m’,
3.2 MTRR rs10380 C>T EE B £ A hEE )L Ey
kil

TE 75 451 i oy i BB L e, B AR CC RS S5 CT 22
TR A 5343 511K 62.67% F1 37.33% , C 1 T 2547 JE [A]
(49 53 A 45K 43 51k 81.33% H1 18.67%, 4 4% 4 Hardy-
Weinberg -4 (P>0.05) , BA BRI CFME
3.3 C/DLE

CC P LAY 24 h 142 h C/D HfEYE T CT 3
AL, A2 R348 HE R L(P>0.05), Z5R MK 1,
F1 MTRR rs10380 E E B3 /il 1) iy 22 JL MTX C/D

EL BRI R MR [M (Pys, Prs) , (mmol-m?)/(L-g)]

el LI UKD DhODIE
cc 4 2528(2037,28.84) 0.14(0.10,0.19)
o) 3 2.72(1738,3236) 0.13(0.10,0.17)
P 076 083

34 AREREE=R
CCHEMNA B ILM M EGL L AR E®TCT
FEF AL (P<0.05)., CCIERAIEILHFHE R IFIK
RGN AR E ) & ARG T CT 3R B L,
SOy RER T B W IE RN L BEI0 ] 2 A s
9iE 19 e AR R s T CT LAY L (H DL BN B b &
REFH TG X (P>0.05), Z5RIE2,
2 MTRR rs10380 EEE I MAMBEEILMTX AR
R RIF N[5 (%))]

AR R CCln=47) CT(n=28) P
TR 19(4043) 12(42.86) 084
e 27(5745) 1035.71) 007
A 24(51.06) 7(25.00) 003
B it 26(55.32) 12(42.86) 030
LET I 1225.53) 13(46.43) 0.07
SR 24(51.06) 14(50.00) 093
A DA 40(85.11) 25(89.29) 061
i 36(76.60) 21(75.00) 088
TMEBUDE 19(4043) 8(28.57) 030

35 EHBERMELR

3L 34451 B LA 478 o CC BRI B 27 5] (CT %&
PRI 7 5], CC BE PR 78 /) L 5 7% 36 I 3 8 1 CT ik (A AR
FBIL(P<<0.05), 15 HIEBJLTEEREVIIANGE &, Hrp cC
FEPAL 9 5] | CT 3L A 6 4], CC KPR 7Y f LI & 2 R 1K
FCTHRHAEIL H2E R TG X (P>0.05), 45
IS,
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+R3 MTRR rs10380 £ [FE & 3 fii (5 g 2 )L m B 22

M [ 5151 (% )]
EHA CC(n=47) CT(n=28) P
AR <0.001
A 20(42.55) 21(75.00)
& 27(5745) 7(25.00)
EEEE 081
& 38(80.85) 0(7857)
® 9(19.15) 6(21.43)
3.6 EWERENSTER

3DSNP v2.0 il HaploReg v4.2 4k %2 43 B 2% IR i
7R, 1510380 P DI RELE BN 5 URAE 7 TR R 1455
DL, A G SN F CTCF M YY1 A SE R4 , 42
TNIZAE A5 AT REIE A 5 A S R - SRR I 45 B R T
P MTRR FER 3k o 338 B IR [ e o A 245
71, rs 10380 K [R5 5 [l Bz J= FI - K = BA9 [X 41 41
WY MTRR HEP 335 1 35 A0 G, CT HE R LA MTRR FE
FHk ST CCHLFM(P<0.05). &I HAEMZ T4
R WK, MTRR % 1 £ % 5 MMAA , CYP4F8, SHMTI,
MTR., MMADHC, MTHFD1., CBS. CBSL. MTHFR |
LMBRDI %58 PRV L A8E . 45 R LT 1 81 2,

XA b FE T GO IRE & 4R 43 Hr , 45 R o, 2B
PR AR H AR A HT 5 A% IE B 435 R S R A B R A )
1 72 (sulfur amino acid biosynthetic process) . 7K ¥ P4 4
H Z ARG R (water-soluble vitamin metabolic process) |
o % B A1 S 2 (cobalamin metabolic process) a-2,
I iz A W) A W F2 (alpha-amino acid biosynthetic pro-
cess ) 1 41 g 28 B R A= 9 & 7ot 72 (cellular amino acid
biosynthetic process) ; 73 P g 4% H & # YT 5 4538 #§
43 91 Sy DU kg g 4% 4 (tetrapyrrole binding) | k4 R 45 &
(vitamin binding) . 4E4: & B. %% & (cobalamin binding) .
LA NAD 5 NADP 2 2 {1 T i A& CH—NH £ 41 /9
A AL IR JE I P (oxidoreductase activity , acting on the
CH—NH group of donors, NAD or NADP as acceptor) Fll
YE I T4 CH—NH J [ 14 %04k 34 Ji i 17 4 (oxidore-
ductase activity, acting on the CH—NH group of donors) ,
EAULE 3A. KEGG i i & 443 Hr 4t R R, & A 1 i
5 438 % 73 51—k 5457 J (one carbon pool by folate) ,
B W) & R (biosynthesis of amino acids) , 2Pt 2R
N 24 R 118 (cysteine and methionine metabolism) , T
BIR 22 BRI R R (glycine, serine and threonine
metabolism ) FIHT M-8 245 i 24 (antifolate resistance ) , ELAAK
VLK 3B,
4 iFig

MTRRIEPILT AL S SR I, 2Kk 2 0944
Bl X, MTRR 1510380 /& 7F MTRR 3L R4 8 T 14 %
AR URAE X — R B 1 183 Mgt C A8
T, (H1555 595 42 L R 4 2R AR M Ik iR . A WEoR

T2 2024 4F55 35 45 21 1]

3.0 P=0.000012 4
2.0 .

%
B .
i ]
S = —
5 B
T —10
g
—2.0
—3.0
cC CT TT
(n=172) (n=32) (n=1)
AR
3.0 P=0.000 008 03
. .
2 2.0
T o *
g = —_
S 0 ==
S =]
5 —1.0
o
- =20
—3.0
cC CT T
(n=147) (n=27) (n=1)

B. kit 12 2 (BA9 X))
B 1 MTRR rs10380 & F 2! 5hxH 21 s MTRR & [F &
ERHE R E/NMRER

LMBRD1

CYP4F8

MMAA : 2R F LY 02 JRAE A 2K 1] CYP4FS.: 2 Jif 64,3
P450 Z % 4 W % 7% F Bk 8; SHMTI: 22 & R ¥4 W 2k 7% B8 il 1;
MMADHC : £k 7 1A F 38 7 — iR DR RE A o I 42 1R JR JE D AL 26 1
MTHFDI ; 3} FH 35 U S i Aot S0 A F K Sk i A FH T DY &0 iR & A
it 1; CBS: Brwifik B 5 hk i ; CBSL: BEAR &k B & WAL 2 11 ; MTHFR :
7. FE 35 0 A R A B ; LMBRDL : A K 1T B 1 9 A 46 e K 5 3
HH,

B2 MTRREBEEMZESHTE

F2], MTRR 15162049 5 rs10380 (14 XU BAA55 A7 g %
&P W AR B R KO, B A R A R TR A
RIS X — Tk B AR AT BAHEIN MTRR FE 1K 2 3851 5
MTX 2530 AN BRI Z R TR, REH
H O A BF9E 6T T MTRR rs1801394 17 5 1 2 454 , (H
KT MTRR rs10380 13 15 22 2145 1 4 fifrded A8 L MTX I
2R AN R SOW AR SR I BF AT R B B =, DR A
M GERT T PN i i L MTRR 1s10380 C>T 238
P 8 3 A e a5 % HE 5 MTX ML 25k B AN RS U
A S | B 76 R B2 R 48 4 I MTX 4 4t 313
Wt
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sulfur amino acid biosynthetic process

water-soluble vitamin metabolic process

cobalamin metabolic process

alpha-amino acid biosynthetic process

cellular amino acid biosynthetic process

list /o
VRl

tetrapyrrole binding
vitamin binding

cobalamin binding

oxidoreductase activity, acting on the CH-NH group of donors,
NAD or NADP as acceptor

oxidoreductase activity ,acting on the CH-NH group of donors

0 25 50 75
—log P
A. GOTyREH £

one carbon pool by folate J

0.001 5
biosynthesis of amino acids @ 0.001 0
0.000 5

» | Counts

|1 © 25
Q30

glycine, serine and threonine metabolism {# O 35

@® 410

cysteine and methionine metabolism {#

antifolate resistance {#

0.3 0.4 0.5
Gene Ratio

B. KEGG iffi % & 4E &
E3 GOIREFIKEGGEERE&ENITE

4.1 MTRR rs10380 C>T EF B A A B EILHH
Vo]

VI 22 IR () R A 2 5t A% DR 38 A5 PR 3R 2L W] 4E
MYAE R, RIS — & W5 4% By Jletk o et IR A L 1 2%
H, R IS PR AR I Y g D SR R — R AR 2 Ak
AR S AT RE S S SO AN I R A IO 265 1Y) R AR , A T )
| DNA 1945 i1 DNA H b i it . 3R 2 ik s ]
I T 12 G106 21 2 P s 1) & A Fn R JRM ., filan, e
WFFE4 75 T MTRR rs10380 T 25437 3 K 55 Ji s =22 18] 1)
TETEER AR, $E ik — e PR 22 25 1 T B 2 T it o 1) o Jk
Wz —" FE/EE A BN Z A B 5T, AT 140 i 2
6 E 48 9 19 11975 (acute lymphoblastic leukemia, ALL)
L MTRR 1s10380 CC ,CT A1 TT & X B %) 43 4 55 %
N 78.57% . 18.57% F 2.86%"", ¥ A BF 5 ] 43 1y
MTRR rs10380 7E /il P Jif g S8 L %) B R AU A2 5 /R 3%
P BA =2 i 00 A5 (4 3% 007 15 76 ALL 8 L HP G 33 PR R0 01 %
HEAT HCER , 2 B Fi oA e AL rp CC ik PR R0 R 241K
T ALL gL, i CT 5 R BIJ % g 3% = T ALL &L
(P=0.004) , 3X — A& B 7% 7% SNP {37 5 AT BE /2 fii P A
P RO LBORE BB A AR o, AR MRS FIR 7 S T
B J7 18]
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4.2 MTRR rs10380 C>TE R B 5Mm K i £ JL
MTX M 253% FE 91 X

TR 5 1 2 e B AN RSO A DG 1Y) SNP, A7 By T )
HH 245 49 B oy A 2 5 e AR BILAR 8 O R R PR S 1Y
MTX ML YT , PR LAY IR I7 SO N 25 % 4
AHIFFEEE R & I MTRR 1510380 CC HL[H 78 & JLFI CT
FEPR A )L MTX I 253 B2 1 24 h C/D LB AT 42 h C/D
FUfEA 3 25 5, AT RE 5% e C/D LU AR 19 AR ] 22
SRR K WA, 5 — W58 45 R ok & B MTRR
rs10380 C>T 5 ALL £ JL A9 MTX IfiL 25 ¥k FF A3 A 5%
PEM, SR WTIX — SNP A7 i AR A& PR MTX Il 24 ¥ B2 1Y)

4.3 MTRR rs10380 C>TEREEEMTX AR &k MAY
K

MTX I3 1 2590 A B 5 vy 38 & fift 1835 FH 2540 A1
TR, S EGR EENSRE RT LR IR R R R R
UEALI R 22—, IR 28 PE M F T RE S
AN BB AR S A SNP A o5, A7 B T Il R MTX A
B SV e s N 0 26 , %o T BB 3R 7 A5 R Fn s /b
AR R RAEEER L, AR AN, I/
MTX AL 7 1 i £ 5 v MTRR rs1801394 A 254 JEPH 5
B R R D RESZ A R A B E A G . AR S
7R, MTRR 10380 CC & [H 7Y 2 ) LAY v i i 3= L & 2E
R E T CTRER L, #78 CC LR R A HES i Py
Jigeg 8 L MTX A0)T J FL i B 25 LR AR i fa s T2 . (H
XA R IATITE T RIHFEA bt Y BTRE TR AR UE S
44 MTRR rs10380 C>TERHE 5m K E LR ILFE
RItE X1

SNP 51 2P 1 U 5 A, ABIF T 45 53
7R, CC R B 8 ) LR e A 28 b 35 5 T CT S R AL AR
L, #2755 CC PR A AT G A2 /51 A e 2B 3 F 1 i o 1A
F R EREA G F2E5R, TR S AR 5N
ARG Bt R )5 AT
45 rsl0380 EEFEE 5 MTRR RiIZ X RINEWIEEF
ST

AR E DR B2 50 BT 5 4] 1s10380 J [A Y
5 MTRR 3635 X R EATHVT, & AR S5 CT JE K UG 21
U Y MTRR BE DR R34 W 25 5 T WP A= CC BRI A, R A=
B AT RE 5 1% SNP SE M4 s 145G A % . H EAE
W0 25 3 AT R B B o BTt SR — 2L B¢ T MTRR ZE 1 76
RN R AR I, I 25 MMAA % 10 Fp 2 A PR &
FEH S5 GmaEAmAYw & iT #48E, Ty
rs10380 J [5] 7Y 52 0 fit A Jio e & A= % e \MTX AR Al g
PEAE RIS
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4.6 AHRFERIE
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