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Differentially expressed genes in adrenal gland of H22 liver cancer mice
with different syndromes and in different stages
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Hui ZHANG', Shao-yuan ZHUO', Ming-juan LIAO', Bi-feng GAO?

1. School of Basic Medicine, Shanghai University of Traditional Chinese Medicine, Shanghai 201203, China
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Objective: To reveal the characteristics of gene expression in adrenal gland of H22 tumor mice with typical
syndromes and in different liver cancer stages.

Methods: By the quantitative four diagnosis and syndrome differentiation methods and GeneChip Mouse Exon
1.0 ST Array, we observed adrenal gland gene expression in H22 tumor mice with pathogenic factor-toxin
predominance syndrome and qi deficiency syndrome in the earlier stage, yang-qi deficiency syndrome in the
intermediate stage, and gi-yin-yang deficiency syndrome in the advanced stage. Genes highly expressed and
remarkably different were analyzed in this study.

Results: A total of seventy-three up-regulated coincident genes and twenty-six down-regulated coincident
genes in different stages were investigated in the study. Up-regulated coincident genes included Hp, C3,
Anxal, Procr, C2, ll4ra, Cdl4, Ptprc, Cd52, C4b, Eno3, Xdh, Gpx3, and so on. Down-regulated

E¢WH: EEHHZERFEEEZEETE (No. 064307052)
Correspondence: Zhao-qin FANG, MD, Professor; Tel: 021-51322115; E-mail: zqfang@sh163d. sta. net. cn



e 844 - P LA 2008 4E 8 H 4 6 %45 8 Journal of Chinese Integrative Medicine, August 2008, Vol. 6, No. 8

coincident genes included nervous system function-related genes such as Plpl, Mbp, Aldhlal, Cck, Atnl,
genes associated with electrolyte metabolism such as Aldhlal and Sic22al7, genes related to signal
transduction such as Cxcr4, Spag5 and Stmn3, etc, and genes related to transcriptional control and protein
biosynthesis such as Hspala, Dnajbl, Thra, Hhex and so on.

Conclusion: With the development of the tumorigenesis, the symptoms and signs and differentially expressed
genes in adrenal gland of H22 tumor mice can be measured. Up-regulated and down-regulated coincident
genes may be the features of H22 tumor mice different from those of normal mice.

Keywords: liver cancer; symptom complex; adrenal gland; neoplasm staging; gene expression; GeneChip
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Table 1 Up-regulated genes of mice with PTPS and QDS in earlier stage

GeneChip reading

Genebank No. Gene Function category
Normal PTPS QDS YQDS QYYDS

NM_011723 1628 3 259 3008 2 756 2 575 Xdh Chemical modification

NM_008161 1414 3 004 2 286 2526 2 491 Gpx3 Metabolism

NM_008149 1287 2991 2 567 2 565 2 870 Gpam Chemosynthesis, metabolism

NM_009621 737 2 222 1622 1 406 1 355 Adamtsl Metabolism, signal transduction

NM_213660 1 059 2124 1652 2 065 2115 Stat3 Regulation, JAK-STAT

NM_011171 893 2015 1696 1776 1703 Procr Immunization

NM_011498 574 2012 1160 1091 1273 Bhlhb2 Regulation

NM_013484 760 1716 1715 1298 1672 C2 Metabolism, immunization

NM_133857 640 1709 1106 1175 1 040 Usp53 Metabolism

NM_011580 460 1329 1068 1298 1001 Thbsl Growth and development

NM_008873 324 1237 871 723 592 Plau Metabolism, signal transduction

NM_025967 563 1213 941 1192 974 D16Ertd472e

NM_007469 417 1190 951 840 1098 Apocl Transport, metabolism

NM_177317 0 1166 940 468 2 Fpr-rs7

NM_001030305 393 1139 1032 853 885 Pmp2 Transport

XM_977523 364 1117 579 723 639 Atxn7 Growth and development

NM_026268 1325 2 312 2709 2 524 2 630 Dusp6 Cell cycle, MAPK

NM_019472 548 1216 1288 945 875 Myol0 Signal transduction

NM_027209 573 921 1261 926 895 Ms4abb Signal transduction

PTPS: pathogenic factor-toxin predominance syndrome; QDS: qi deficiency sydrome; YQDS: yang-qi deficiency syndrome; QYYDS: qi-yin-

yang deficiency syndrome.
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Table 2 Up-regulated genes of mice with YQDS in intermediate stage

GeneChip reading

Genebank No. Gene Function category

Normal PTPS QDS YQDS QYYDS
NM_007933 1655 3774 2 880 4 060 4023 Eno3 Chemolysis
NM_009626 1513 2 745 2 782 3432 3152 Adh7 Regulation
NM_001008700 702 1694 1638 2279 2 206 Il4ra Immunization
AKO076887 910 1436 1 848 1960 1568 Drctnnbla
NM_173051 491 861 768 1914 1495 Serpinblc
NM_009653 490 1 546 950 1738 1 301 Alas2 Chemosynthesis
NM_008953 16 87 67 1445 192 Psp
NM_008555 582 1 066 1029 1398 1097 Maspl Chemolysis, immunization
NM_181320 616 1294 932 1296 1033 Duspl6 Chemical modification
NM_178098 91 267 265 1267 968 4930486L24Rik
NM_009994 573 1042 887 1167 957 Cyplbl Immunization, chemical modification
NM_172964 304 648 597 1010 894 Arhgap28

*3 HWHPSPEHEELARZENER(EREBITEE)
Table 3 Up-regulated genes of mice with QYYDS in advanced stage

GeneChip reading

Genebank No. Gene Function category
Normal PTPS QDS YQDS QYYDS
NM_009654 1224 4 626 4 677 2 582 5332 Alb1 Transport, signal transduction
NM_017370 2 299 3768 3 574 3 961 4 602 Hp Chemolysis, immunization
NM_009114 37 300 227 2422 4245 S100a9 Regulation
NM_008491 93 362 281 2525 4 242 Len2 Transport
NM_017371 120 1615 1124 2 287 4165 Hpxn Metabolism, transport
NM_009778 1056 2 044 1690 2 376 3009 C3 Immunization, signal transduction
NM_008694 16 121 94 1266 2925 Ngp
NM_139198 753 1317 1219 1913 2171 Plac8
NM_010196 134 1261 866 965 2052 Fga
NM_181849 76 1088 744 913 1988 Fgb
NM_029796 353 663 535 1434 1882 Lrgl
NM_011314 0 709 271 928 1766 Saa2
NM_133862 95 1034 776 737 1673 Fgg Signal transduction, regulation
NM_013465 253 1204 1135 788 1 500 Ahsg Growth and development, signal transduction
XM_001002722 332 753 569 1053 1 485 C4b Immunization
NM_010924 549 867 922 884 1460 Nnmt
NM_009841 502 793 770 1224 1441 Cd14 Apoptosis, immunization
NM_010266 352 707 621 1141 1370 Gda Metabolism, growth and development
NM_018746 113 763 457 670 1302 Itih4 Immunization
NM_023125 76 575 471 411 1279 Kngl Immunization
NM_011210 497 1 045 867 1055 1146 Ptprc Signal transduction, cell cycle
NM_008096 150 730 760 393 1120 Ge Transport
NM_175933 554 1028 1 081 957 1115 Pex5 Transport
NM_010705 476 728 816 782 1096 Lgals3
NM_009253 197 709 846 407 1091 Serpina3m
NM_007376 93 674 566 363 1087 Pzp
NM_145594 17 514 411 523 1052 Fgll
NM_028672 378 711 635 1038 1052 4930430E16Rik
NM_008625 523 800 806 1033 1049 Mrel Immunization
NM_011314 1 377 168 490 1020 Saa2
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Table 4 Gradually up-regulated genes of mice from earlier stage to advanced stage

GeneChip reading

Genebank No. Gene Function category
Normal PTPS QDS YQDS QYYDS

NM_013650 59 666 455 3938 6 140 S100a8 Immunization

XM_993285 547 945 1106 3213 4782 Igk-V21-9

NM_010730 932 1413 1 600 2 486 3 652 Anxal Metabolism, cell cycle and apoptosis

NM_172768 1652 3082 3297 3425 3491 Gramdlb

NM_009892 13 102 103 1154 2176 Chi3l3

NM_008522 28 106 106 1014 2173 Ltf Transport, immunization

NM_145122 902 1496 1 554 1799 2119 Pex16 Growth and development

NM_013706 491 770 791 1031 1391 Cd52

NM_010824 10 77 100 616 1 205 Mpo Apoptosis, immunization

NM_008611 8 30 35 516 1197 Mmp8 Metabolism, chemolysis

NM_001034870 327 644 754 992 1184 Serpina3h

NM_011408 435 823 882 936 1072 Slfn2

R5 RYNSERNSEE—FTARZHEREFEBOTHEE)
Table 5 Down-regulated genes of mice with PTPS and QDS in earlier stage

GeneChip reading

Genebank No. Gene Function category
Normal PTPS QDS YQDS QYYDS
NM_007906 1270 415 461 831 809 Eefla2 Chemosynthesis
NM_026159 2029 588 1289 1033 620 Retsat Chemical modification, metabolism
NM_021551 1599 727 1009 944 1055 Slc22al7 Transport
NM_177013 1026 84 68 94 120 6332401019Rik
NM_031161 1933 166 155 224 180 Cck Signal transduction
NM_153581 1143 274 272 349 315 Gpm6a
NM_007881 1260 520 455 603 576 Atnl Growth and development
NM_009133 1178 565 495 693 610 Stmn3 Signal transduction, growth and development
NM_011428 1781 676 593 974 857 Snap25 Signal transduction

2.3.2 HEFHARELRTANERE HHWHE 233 FEFRASARELRTANERE K
SHEIET I, B7E 4 MERFRBBRMEOERAE  WIHAMEIETH, BE 4 MERPREBRMKEY
114, WE6. HEHEA 6. WFET,

®6 THESBEETARENER(EREHITEE)

Table 6 Down-regulated genes of mice with YQDS in intermediate stage

GeneChip reading

Genebank No. Gene Function category
Normal PTPS QDS YQDS QYYDS
NM_009508 1 342 89 97 58 91 Slc32al Transport
XM_990459 13992 154 132 127 6 690 Similar to H3
histone, family 3B
NM_001025255 4248 207 133 131 131 Mbp Immunization
NM_010479 2798 482 271 156 232 Hspala chemical modification
NM_025491 1145 460 302 249 257 Susd3
NM_017407 1716 531 458 348 361 Spagb Cell cycle, signal transduction
NM_025844 1323 684 788 411 485 Chordcl
NM_172391 1 881 1132 1 086 691 784 1110064P04Rik
NM_013559 3188 1799 1418 713 831 Hspl10
NM_013467 3 346 1259 1394 913 922 Aldhlal Metabolism

NM_009911 3022 1863 1 206 1151 1228 Cxcrd Signal transduction
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Table 7 Down-regulated genes of mice with QYYDS in advanced stage

GeneChip reading

Genebank No. Gene Function category
Normal PTPS QDS YQDS QYYDS

NM_013415 1 006 412 387 294 264 Atplb2 Transport

NM_008245 1071 514 572 387 362 Hhex Regulation

NM_011123 5219 696 414 429 334 Plpl

NM_144921 1367 624 618 505 411 Atpla3 Transport

NM_178060 1150 728 666 609 569 Thra Regulation

NM_018808 2 761 909 692 682 680 Dnajbl Chemical modification
3 W @ YER, 4h,Cd45 02 5 B 41 Y 4046 55 2 F S gz

ThEet™ . Cd52 PUJF IR 43 A 76 W B 40 B K2 ik 2R e o

3.1 MEDABLER-—HEALABRGHE XK A ER—FOREEPER B VLR E R E A TR, B

ERENE/DRE LR HEA AR E%? BR
REXKRR , XEEFHDUERARKZ R LBE
AR RFEHAMHAHR P R, IR MEHIER
. HRUE SCHRHRGE , AR L E P,

(DS 5 RAE L B 8 L& FAME RIS B2 5%
H5eEREMERERE, . Hp, C3, Anxal,
Procr, C2, Il4ra, Maspl, Cd14, Ptprc, Cd52. C4b,
Kngl.,S100a8 ,Ltf il Mpo 4, M — 265 H 75 IF
HREATEARE, RBEE KR, W Hp A1 C3; 1M
Cd14.Ptprc.Cd52.C4b F1 S100a8 £ % [H £ IE & /)
RBRBBAR ARIEFARE, HMWEEAEE, XL
F PR EFHIEK, 1 S100a8 H 1E #5659 3
TR B R BR K 6 140,

filzk E H (Hp) Ry 2R ER N EH,
RAE SME AR B A &Y . Proer XFxA4 Eper,
FERBTRIPKMABIKEAKARERT, S5
PUBE PURAE LA T J B 5 5%, ik &k Ik 7T 1
22 7 i g 4 R 35 2 e R 4 i R TG i ) S — e
H5PgMEAHEAS , M C3 EFEHFARME
Wk 0 Bl 7 AR, RAMA R G AKX, 2 5 308 T 4
BER A, MEEEEE Al(Anxal) XFRABEIEES A2 )
HEH, E5HMEHE. MM BT FESES R
BMRIEFMHR, FIREH Anxal 50 K4 .
RIE W BIRIT B EY . RITHBERRA,
C3 M Anxal EME A LR, B ELRTHREESR
EB7 8% A=y <k

Hdra fHIEACAY T 4080 AL K 40 B 0 7 B P L 40
ME s, FESZ5RT THEHARMNER.E
ALY, Cdl4 B—F iR TN B Z AR E
WA AR AN ICY, FEAEYEEEEIEIN
BRIBEZEZE EVRRAE IHRETIEN—FR
B 5 B I HR R R 4R AR AT . Ptpre XBR R Cd4s,
RATHARERENEARIERE, FES 5%
HESHS OREHEETM T 408075550

SFRBATEIE - RINGESES . EEENGRRE
AEARTE RN, B A ALY B (Mpo) &2 i 1 1L 1Y
B W 0 0 40 0 B — b ML 41 K BRI B A0 A
SRR

JERE DS EIREA RIE, WA AR KRR
RXMBLTEERYE 7 RALAEE (A S ) B e S B R
A SR, 30 23X S TR 7 b R rP T AR 4 38 R At
AEYe? AfrdE— R,

()W X3 £ 8. W Eno3, Xdh, Adh7,
Gpx3., Dusp6, Gpam, Pex16, Adamtsl, Usp53.
Duspl6, Pex5, Nnmt, Alas2, Gda, Plau, Arhgap28
M Mmp8 48, H A Adamtsl,Mmp8,Plau & 5%
H K f#% %5 i 72, Dusp6. Duspl6 2 5 H & &R
LRI Pex5 2 5EH iz 4, Usps3 2 512
RRBEA SRR EFELE. Eno3 S 5¥EEEME,
XdhZ 5 L3 g, Gpx3 253 AMEA D #
R, Alas2,Gpam,Pex16 £ 5 il 41 % F B I 2 4=
WEM. Gda fl Adh7 2 58 H KRR K&
B R,

A b 26 g AH 3¢ 2 [, 38 2> W0 Eno3 ., Xdh,
Adh7,Gpx3,Dusp6 fl Gpam 7E IE % /b BE E IR R
BER,AMERER, AREBERM M2 4.
R &G . 'E RS AV RS T RE R
file A T BR . X LAY AL 5 M o R
BERRR.EARRSEKAR,

¥4t X3, Fpr-rs7. Pmp2. Atxn7 #1 Plau
GSEEEMBERUREFEEZEBRIERZEMRE: M
S100a8, 4930486 L24Rik. Len2, S100a9., Ltf, Ngp,
Mmp8 i Chi3l3 S H: I 7E P A e I R B W
FLEIER/DRRE K. XEEFREREAR
[ B B AN ) i A 9 s s i BR 7 RO B R S A ey 7
ERHE— PR,

3.2 MEILABLR-—HKTALRGAR XE
EETHBER, EZBRIUTILEER,



o P B2 25 AR 2008 4E 8 H 45 6 45 8 W] Journal of Chinese Integrative Medicine, August 2008, Vol. 6, No. 8 e 849 -

(LDEMZRGINREM KA ER. W Plpl,
Mbp,Aldhlal.Snap25.Cck,Atnl,Stmn3 %, X3
ERUEMREPENERGE. BRI LET LR
RiB=HAM T ? 7T RER H H'E L IR EER
o SMIR SR B p 22 I AR B e RS T Ok, ABRRG B 7 AR,
B8 18~ 24 XK K- B P 22 U 40 G S B BR B
J SR T A4 A b R e B A A, B B RBE R S
SR R R PR . B O R T, X S R T BB TE
FRREERRE ., EREERR, XS HF TR E /D
RE ERARBHRE, BEREZE, L HETE R
G HRZKBERIBETRE.

i Plpl B HIE#® /MRE ERS s
5219, /- N EREER, EMBE NI REF,
Plpl B Rk & HIEH /PRFEMK 10 245, Plpl B
HmmEEEARER . ETRMERET T ER
FHEIOPEHLEFLBES R+ EEERS,
Mbp H R 7 IE % /D RS B BRS A 3250h 4 248, 1
Ji e TR 4 o 72 Hp, Mbp 5 R 3R 3K & HU IE /D B
RF ik 20 RAE, JLF B KA. Mbp 2 4 BB # 1)
FEREAZ -, EFESH5RMEE FBMERE LR
B AN R & EFNY . Cek B 7 E % /b
FUEF B RRE H iR 1 933, b R A5 &, Cek
REBREMRBE 10FZE. Cck mGAFHEER, 2
BRI zZEY»EEMRZIK, EBRRE HE FE
HWHHRZ— 258 BB RNBER.Emizs).
R VEESFESDMAETBERTHIRMERS,
&2 % P 20 55 TR B R A M Y

sk, B R B Aldhlal W] 8825 0 & 5% 1
R 5 Snap25 TEHNZE B A K SR B9 TE L PR 208 o
W W5 SR Al /NI 5 BRI A R A i R iR
EREM; Al f1 Stmn3 2 5WE RGE K E M4
M5 %S %, B4R B8R Aldhlal,
Snap25,Atnl 5 Stmn3 7EMIETE B, B IE # FEAR
2 AR,

(2)Z 5ok f AR B9 2 A, 0 Aldhlal,
Slc22al7, Atpla3, Atplb2 &&, #EM X Lb 3 K 1] g8
RS ERER RS, RAMERERE .S LIRS
5855 K g B AR i A B R R A F R, S BLIR K
H A T A AL

Hrr, Aldhlal 2 F 2 5EEAH, EH/DRE L
Jits e RCR 3 346, FEE B KR, HRIXET
e 2~3 M5, EBEEMNE, 5K, T ERER
2% [F B 1 [ R 5 JRUBE Cypllb2 RIBHB# T, X
BT OB A EE E AR S RS 2 5 AR B — B
Slc22al7 ,Atpla3, Atplb2 ZFERNS 5 H M E F
Y iz . BEE PR A R A R R XA R K B E

W T B B R B, S 7 b e /s BRK R A o AR R 1 2
REZAL.

DHZ25FESHIFWER, W Cxerd, Cek,
Spag5., Stmn3 %, Cxcrd #i X2 T 4 f-rg 4
HIV-I M FEHB 2K, TESE5FSHF.GE
HEBRZAEAFSHIBRES. PR Cxerd
TERARE R RLVHIV B, LA K 8 45 o 5 40 i 73 4k L &
BREMES SRS EEEIEN, BAE O, M40
Jid | 1 B AR 4 R F R 9B 2 R R R AR
KBAPRE—-EER . EF/NRE ERE R
ok 3 022, 78 MR P B2 i B, Cxerd R SR 3K
BIER/DNRMEM 2 4G, Spagh FES 5B
MENFRESHES AREH A 253 Yk
HAMEYREFEY SR, EFDRE LBESA
PR 1 716, 7E R B 21 #2 H , Spagh R
BB HIEH /DR 3~5 ff. Cck 5 Stmn3 2K
WS 5 THRNGSHEIREKRNE. BHRERYA
Cek-8 A 37 & 4K i 1 b 0 0 B RS A LPS i 219
KB PMs cAMP-PKA {5 5% S &2, H Ik XAl
e Cek HLRAE M FHlM 2 —

W5 FRE EEREYEREAHFTES
RUEEA . i Hspala,Dnajbl, Thra, Hhex %, H&
Hspala 45 5% 70 kD # 4Kk 72 & H (Hsp70) 1A,
Hsp70 B ZF AV ¥ IhaE, B4 0 FHEET6E,
Z 550 RN, LA ML A T DR, BL R LTI RE, R =
200 i oL VT 32 AR E 4 MBS BE L, 2 5 A B AR 1Y
A8 2 5 % . Dnajbl 2P X FR R Hsp4o,
BOA R AT LAXE Hsp70 ATP i ) 1 e 2 23 2 A9 37
FYEA . Dnajbl 7E/NR A PR RIK, HERIK
KR Z AR TE M 2 254, Thra B o %Y FRR BR 3
REM&,

AN BB FEE KR, H3 histone, family 3B %
HFEIEH /DR E R FIX 13 992, 1 i /> B
1 0 B ZE RS UE <R UE AN FH SR IE P 3Rk SR T RE
TR BGE 100 5. EHHESEIEFTHEAR
2 1%, XA BB SRR A 5%, ib 2 H At IR R BT B,
AR THRABI. BF5ERB H3 histone £ J @1k
MEWEE, ©5 DNA 482/ M2 G 614/
EAZEWBT, AEANINREE DB ITE X @3
DNA, f##* DNA R4 EGIE AL, Bk Z 5h, B 72 5
PR VR R TR B 4 B R T R B E AR A Y

BZ, U B SRR R AR R AR E B R
BARATEALAE AR , R BT T X BB I R K K
AR E AR VS BRAEK , R B T X LB
REWWE., B EREENE, MEMY, ER
B R R 3 AR B B, AN ) 2 1k R 3R Gk
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AR AETE 22 57 5 R 7 5 305 [m] — i B, AT 2 ZE R A
SEBHFEERRENESR ., XERXERERFREX
BENUWE, AT RESIEEA BB RR, o
W] e BD R IR MR TE B N ZE R . RATAES G
HE— 2B BT KT L 38 71 3k 2k [R5 e R AN [ E 46 19
K&

3.3 RAXABLHABAAR T EEENE

BB PE i BAR 5IA A BE TR AR B B 58, AT LA
ATH 2 W ELSE b AR IR R ZEAS R 4H A B
BRI B ARRRAE , XA BB 5T, X F IR AR B G-
TEfR A A LR A2 1, ;X IR R4 5 IR AR 4R
TR EM=E . UES T2 2060 F B ry R
il , R R AR B AR AL R FRAE B b ARl i) JLA R B
BEHEEE. B2, 05 RN S BUX SR RSB
B, A WA AR R B Rk & A B R BUR?
B AT E T EEMUE, SBIRITFSEENE
WER,MAXMN2SEEG TN BRHAERNREL
AFERAR . AXEBESTT/ADARE ERER
R B RIBRHE , 2 B T DL = AR FALE IR BB 5
RIAHE N 5 W R 5 IEAR G H 2 B E H) R R B
Yo B,k BFE M B R KRS B IR
e B2 J5 TR R BB FH RE UE AR B R K B2 & 48
R T Fo i 2 AR LS BB M 4E M (HPAT) A 41
FEERXE, GRZERRMEFREKRSHER
BUELEL, 72 HPAT Bl B 5 S R AR Z A 238 i B &
T ETREBAERKBMERLEMEBR LN ETH,
HEXRTHMKAESE . ZRRAREE
Fr BRI 8 B R E B R A AR AEE R, R MR S T
2 TS ek AE .

HEEGRERETWE, EARTERM RT-
PCREFEZ —RIER? X TR LK EZIRAHR
A R, RIS A B UE R ARG o AR, AT O 1k T
5oL SR BEWRM . B, RATH WE 8 /D
R4 AN H IR , DA K BT #2257 /9 /N BRI 32 TTAE 3 K
Hbrue, LB @S KRB ELE LR KIE, 2 € A
HEMN; HRALRRA 16 RARBEREGIE, X
BT ORREI B /D R R R R RS, A2
AN/ BLRT BB R BY 1R 225 IR, Affymetrix [
GeneChip Mouse Exon 1. 0 ST Array BH —E#HR
HERBRIE T EMA RPN R ERN 54,58
A#ERGRAT -RIINERERR S5ER, &
K, U B il R T MERTEEREDN.
B, TT AT LA b B MR B 45 R AT EE R

KT ARG B 2 B8 e 088 20 » T X 20 8
RERBTFES R, T REEEENESE. RINE
FEAMAREREIBEARWER., XEFEARATE

MR — PRI, BRI B RAER, EERA K
BEER AR BT AR i
BAE 1000 DL ERERAZ(ED 14, HERE
EFRBARLE BA LR EEEANER . X TLULE
P i e ARG ) — 2b 22 R IR I, WATKIT R L 1
PEATRE , LL3E s H22 FF98 7 Y /) BRGIEA A9 49y o 2k
it
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