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VS.
1P 1P
- . P val - . P val
Cllnlcopa.th(?loglcal Absent  Present valuet Clmlcopa.th(.)loglcal Absent Present valuet
characteristics characteristics
Total 161 144(89) 17(11)
Number of patients
(%)
Age <70 66 (46) 8 (47) . <3cm 120 (83) 11 (65)
) Tumor size
>70 78 (54) 9(53) 0.924 >3cm 24(17) 6(35) 0.062
Gender Men 89(62) 13(76) Lymphatic ~ Absent 130 (90) 11 (65) 0.003*
ender permeation
Women 55(38) 4(24) 0.235 Present 14 (10) 6(35)
Tumor Right 87(60) 14(82) Vascular Absent 105(73) 10 (59) 0.224
laterality invasion
Left 57 (40) 3(18)  0.077 Present 39(27) 7(41)
Primary Upper or middle lobe 104 (72) 7 (41)
1
obe Lower lobe 40(28) 10(59) 0.009* . . Well 63 (44) 2(12) <0.001*
Histological
differentiation Moderately 56 (39) 8 (47)
SUV  Value (mean+ SD) 3.34+4.08 5.73+4.42 0.03*
max Poorly 25(17) 7(41)

Not perfomed 6 1

* indicates significance, numbers in parentheses are percentages, Tchi-square test or Student's t-
test, SD; standard deviation, SUV; standard uptake value by positron emission tomography
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HIZIHERS ) > @R 25580 biiz (M 2). AAFMHHIEH20H T, G2 & &l ~ D=tz 13
B LN droTzs

2 Invivod *—I 20 X7 LEBWERDADOEEIZHE T T IV OREL

2) Invivo A A= V7Y AT AT TS A ZEE T IVOMES.

LLCIINVY 725 —EBHEETZEAL, V72 y#5 L IVIS Imaging System 12X V), in vivo T
VTN E A NS ORRHBIZEZIT) ETVEMHLL (K2),

3) BTN S B0 2 it ERBE, WidsA DV Vosiiiinkg, Wi 2 0eE S8 3

TUF~A Y VFERREEMN R~ AETN (TLd~A ¥y EG#14B H) (2~ AR ARk
LLC # AR FFT MR L, RS Rg14d HICBR SN EE 2 M L7z, 7L d~ A ¥ Vil
PR e~ ZETFVISER S 2@ e, 2~ ba— & LTPBS Z2R&AEMICRS Liz< Y A
RSN B2 L2 2 A, BEOKRE SICAELZIFDOON RN o72b0D, TLEAL TV
FEVE MMM g~ 2 TV T S NS TR ) v S iiiEBEASAZEICHEmL, 2> ha—)
I YATIZELSRD SN h o 7ol RO 5N Db L)1k o7z (H3),

3 MBEMMREICH T IMMNRER, WMArADY D EERE, Wi eEEses

4) BVEPERJ DN & Wl U 7- 8 E M, WiasA o) voxifiEg, ke z kS5
TLF<A UGN (LA~ A Y U5 %4 H), 3y ha—VlioZFnEns s, e
RHBEL72E A, TULASA T OB S HEE L - RHESE L, A RIS a-SMA BPEERESE D o
oo TNOOMMFMBE, <7 AOLEMICLLC L™BRHL/-L A, TULA<A T 5 M» 5 Bl
L 7RI, BASA ) v oifidste, AR 2 REE S 272 (K4). a—SMA Btk s 25
B, BRI B CRMELIERIC B D 2 EE LM EMTH D Z LSO TW5D Y,
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4 EEMEMROR Y S BEE L IREFMRE, MrAD) LGSR, WhlsEBeeEses

5) HIETERiJE DB D % a—SMA Futhiwist 5 Mg 2%, Wiz AR REZ E S €%

TVAA T G O HEE L 72 a—SMA FatERHESF AL o, BB O RR BB 0§ 252 H % in
vitro DEBRTHGE L7ze 7V A~ A ¥ Y #&50id o B L7z a —SMA BpPEstiEsf Ml i, 28AME DR
HeRES Tz (X5),

5 MEEMEMROKEFKICEDS a-SMA BIEEHRMESF MY, MrAMROREZ(EES LS

6) BRI I W oIENRNAS A 5E YRR EE OMRIRBLEZ IS BT, VBRI 5 & GF i3 AJE B T
XY Vo3RRS, NIRRT < B bhi:

FOEER R R AR ZR A BT BT, 20104 4 A A 520134 3 H I TOMIM T, #itha) >/ S@ighil &

P9 MG BRA ASHEAT S N7 BRI T O IR/ M3 A BE 2 b g, BE PRI & OEmiAsARE, JEE
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PEREAS AR 500, ERRRBE A IS OV T I NS 2R IR L 720 WA OMBBITIC BT, HEM
Jili 985 DA A3 AE B THENZ ) > 3k, [ —BiENERIER DS RO bRz (K2),
®2 ERARE IR/ EREE A A BE ORRIRRIZFIIRE (MEMMA MY A vsIEEHEP A)

Interstitial pneumonia Interstitial
p P valuet pneumonia P valuet
Clinical characteristics Absent Present Pathological characteristics Absent  Present
Total 196 164(84) 32(16) Total 196 164(84)  32(16)
Number of patients (%) Histological differentiation
Age (years) Well differentiated 65(40) 2(6) <0.001*
<70 76(46) 15(47) Moderately differentiated 67(41) 15(47)
>70 88(54) 17(53) 0.956 Poorly differentiated 32(20) 15(47)
Gender Lymphatic permeation
Men 107(65) 25(78) Absent 142(87) 17(53) <0.001*
Women 57(35) 7(22) 0.216 Present 22(13) 15(47)
Tumor size on chest CT (cm) Intratumoral vascular invasion
<3.0(T1) 125(76) 24(75) Absent 110(67) 12(38) <0.001%*
3.1-5.0(T2) 39(24) 8(25) 0.883 Present 54(33) 20(63)
KL-6 N status
Value (mean +SD)  285+195 507+244  <0.001* NO 151(92)  23(72)  0.003*
Not examined 6 0 N1-3 13(8) 9(28)
SUVmax Intrapulmonary metastasis
Value (mean + SD)  3.8+4.3 6.9+5.1 0.001* Absent 160(98) 28(88)  0.026*
Not perfomed 7 1 Present 4(2) 4(13)

* indicates significance, numbers in parentheses are percentages, Fchi-square test or Student's t-test, SD; standard deviation, SUV; standard uptake
value by positron emission tomography

7) DIRHEILEZBS LHEEMi e 2 #9252 & T, MidADETIZMHEhD

DU LS 5 X 0 FPRMEMI 2 2 WM 5 2 & C, BRI EBEMI A A BT % YA DHEST % Hii
FTHZENTELONERALL 72 ¥V 7 2= FUiE, 20084E10 B IZH S MM RAHERE D TRIRIE & L TR
TREM SN PURRMEIL A, BRMEMi ORI D 2 ZFE A Mo A >3 X OGN T 1205 % 2
EivEH =, MM E 2 635 2 EAHIH N TW 5", HidtA D FEFIEMBAE 7T VIS T L
A v CTHEMMRER S &, BEEMZICNT2ERETHLEN T 2= F 285 L, BEMM
REGBMLIZEZ A, MidSAOHKEREY ¥ 3Gz, i rmZciE sz (K6),

6 HMIEEELIIZ R 2RSS UEAEMERRZHHETIET, MrAOETRIHE SIS
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E =

BN OW, AW TH 2 b OFEFTE R N2 & FHERTw 225, Rtk R E N %0 7 +
O—7 v TR TIEERIIMBARREET L2 EPAONTEY, F7-HLOBETIE, MidsAUIBREG]
DN, 16% D DBEZICHEEMENEHEL TWEI 2RI LTWSE REFK). TORIZ, MSADHE
2479 ECEWHEHE CEBT 2 MEMEMREIEMAADBED, ZOAEMEL VI BIEND, BAEE
PHFIl B ENTHWRVOPBIRTH Y, ZOFREZITHT 572012, HHRISHERL T 5 BB V6 PE
MBABZEOZHE R HEBERREZ M LS 272008 72 0 iGFR I 2 fE5E 5 2 L 2SR ZE D Jem 1 72 HIY
ThHo7z,

AWFZEHIRINIC BT, HEMEMRIZB T 2 i O/NREED i A OEMEZ GO 5K F & LTHjwT
WH eV, BERTZEDRRICE D W AlEE L DB RE Y, T AETVEHWTHEEL, HE
PR A BT B MU NEREEE, WA DY) YRR, NS L2 RESI LI EE2RL, 61T,
PUBRMEILSE P 512 & ) VBN R 2 R 9 5 2 & T, MEMEMEE S A BT % 25 A O HELT %2 $l 5
L EMTELOPERGEL, BEICEHRIDH SN TV EHRHHLEE L7 2 = FUPRRERT Z L2939k
BEIRETIWVTIHFAET A ENTELLEEZTWA,

AWFFRICBNT, In vitro FEERT, 7L A4 T 850X 0 B U 7-fMESEfTa2s, AR ORI
ARESELZEDHHL, 2B2D, in vivo EBRICBWT, ¥V 7= FrE5CXY, #ftmy >3
Hitss, MR IHR S Wiz e s, 4%, SIBRARBRHVEEN &6 03 MRS A E 120§ %
Y7 x = Froifh, & L I3MIEHE & O RGO L ARVEZ BEES % 545 2 AR AR U

RORMIER Z HIEL 2w EE X T b, BUROBEMNM RGN AT, TL—27 ANV —%b72b
T HETED & % G 2 RBTENIX LWL TWw 5,

& bbb IC

RIFFROFERD? S, PMILIE 2 35 LB R Z IS 2 2 & 25, MEBMEEIHMASAOH 7274
WET 7u—F L V5 LEZ SNz, RIIErOH LN E, 4, BKRRBREZITH 2 & TGk
LTWwE7znwEEZ Tnh,

WIS, RFEOERT THFW /272 &, e E SRV 272 & F LB AREERTTZEM O
IR SAT L X D #FLE L RiF E 3
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DI REEITT R REREE SN T2V TF7 72270
BYEES & Ot & BB 2R OS s L R

AW E

EE Regorafenib IV REEITHE KGR ADFNVN—=T 54 ¥ THV SN B HH S FEMIBHETDH 5705, ZTOMHH
2B 72 ) EHE OB 2 FEMREM (HFSR) RIFEEDIIEN B L 72 > TWb, CORRECT ERTldZ O J8E HE
WCAHEZENRED SN, FFIZT VT ANIBWTHERZORBB OB WEEPHE SN T b, Regorafenib IZFLHIZ & -
TR SRS M7=, BEIRIC B 5 CYP3A4 IZ X ) Ik S o M2, M5 OiFHEACEHYICZ/L L UGT1A9 12 X
D7V u rERE SN ICHER ST D, fEo TS OEEH I Regorafenib I B W CTEE &M% R &
BPHEND, ZNSDOBIETICE—HE/IZTER (SNP) ' ) Zh ZNERIERENEEPRE SN TV 5, 4l Re
gorafenib 255 X N - Y RASRE AT TR K IGATA 1026112 B VT, UGTIA9 D SNP # H9 % & 7 L — F 2Ll Eo HFSR
DREPAEFIMNZ E2HE L7z ASNPs 26T 52 & THIVr 0 Y BIETKHIZEAL L Regorafenib K2k, M2 B X
" M5 DI RSB 2 KITT 2 P E %, F 413 Regorafenib fUH#H B SNPs & A EHS B X O3 RYiERE & 0
B Z W S AT 5 72 0% sk LRI IA X BRI 2 518 L 720 AMRRBAERIT P TH AN T TORME X 5%
DELIZOWTHET 5,

F U & I

S 2 K23 A ORE AR B XL OHER IR 2R L T2 b OOBETIZH 367, ZHETIEHE 26
ERIZECKIETHR L T b0 AFRIZBUT 2 KD A ORELB R OB CHOHERIF 2 h 2 i
HY, ENVABANIEL VY —I12X D20165E DT TIEBBLBIT &K TE 147, 147, 200 (B 4147,
84, 700\, M 2147, 62,500N), FECETHMAANZKRNTE 242, 51,600 B 34, 27,600
N, VRS 147, 24,0000) EBMO—E %M > TW5B VY, T 20 BRAREEIT IR KIEASA DOFY P14
3302 AR TH ), RIZUIBRAEET IR 25 A TER TR E TH 5,

VAR, YIBRARRETHIERG SR ADT NN —=T 5 4 JIZBWTHHRPSAHK TH 5 Regorafenib B X O
TAS1020 4 FHHED 5D S NARIFTH D HE & 72 o 726 Regorafenib II~ IV FF F—EHEHITH D
FimiE#HE (VEGFR, TIE-2) A #{ZF (RET, KIT, RAF, BRAF) b X /MBS (FGFR,
PDGFR) IZ/EH LVUEEME 2 29 5%, YV R—T 54 L IZBF 5 Regorafenib & 75 K & % ik
L 72 CORRECT #Er Tl &EHFMM (6.45H vs.5.02*H, HR 0.77 95%CI 0.64—0.94, p=0.0052),
MEHETEAIN (2.0%H vs. 1.72°H, HR 0.49 95%CI 0.42—-0.58, p<0.001) ICBWTENENHFE
AEANHEOEEIVREI N, —F, BEEIrOEELAERZIPEINTEY, FIITIYTARS
J57L—F3DEoFRERNE (HFSR) RETHZ M) BERLZIFHEEORENL (RO LN, ZD%
SESE NI AN A DTRIE STV 5,

Regorafenib (53T #500. 83D /N FALAEW CTHBUS T/MERIBE L DRI S WE b 7 Y AR =¥ — |2 &
LM% 2 B WX X 7z Regorafenib 112 3T CYP3A4 12 X D iEMHER# TH S M2, M5 I
O S REIUE, M2 BI O M SZNENEMIEH Z %3 5, TN HIEUGTIAIICE D 7 vr 1
YERAE 2 I I HEE S MBI EER T A LM SIS N TS (K1), Sh o oRHEEE % ¥
HBIETIZIE—EETZH (SNP) 250 S NZFNENERBEMLANBEIHRE SN TS YY, Regoraf-
enib DA EHL ORI A EITREINTE Y, LI AFMIZBIT 2 BENTEROEVHAER

*® AW R A AR A W AL R
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SHBO NG L T2 EIRFHZILT, ThakEEd 4 HIYTYEET Regorafenib 254 5- S 724
BRASREAEAT FFIE R 9 A B 12 35\ T Regorafenib U B SNPs & A HHLIEBL & DM & ME L 72,
HIZRONTHMEZ S ITHEFSL, SNPs I X U3 E & O AHBE 2 SEHLE (R 2R (AT 5 % iR
& LR BISEIZE 2 W L7z AR T I E TICA SN2 & BUERR T OB EOBE 2O WT
Wity %o

1 Regorafenib DfCHEHREE & BBATEIR
WREFE

FH5UE20134E 5 H 5 520164 6 H F TITHAAMZE S A B FBEIC T Regorafenib 734 5- & NUERRIFZE~ D
ZINMCHF IS THE?GONZ10260Th 5, BEMHER, HHREELOEERREIETAINVTHONEL
7oo HHEFEZLDZ L — FIiZ CTCAE ver. 4. 012 #E UEHM %2 47 - 720 ARWFZEIZ B 1T 5 SNPs f##T T ld Re-
gorafenib fCH BEBIZ T ICB W THARANCBIT A7 VIVEHED10% L LD b 0% BN 72 ABIZEICE
WTHE &Nz SNPs 23R 5 (£1), BEHICBWTWTIO SNP 125 W T b BWHBE A E» W]
HENT WD, DNA IZKRM M IMmERD S i L PCRIC TR, ¥4 L7 by —2 Ty AFEICTEH
RE 720 SNPs & HEHLDOMEIIL Fisher's exact test & VTN L 720

&1 AHMETHERE L % SNPs

Region Functional category Population(%)
Jap Cau

UGT1A1*6 Exon Non-synonyms 0.170 0.01
Decrease in activity

UGT1A1%*28 promoter  Lower gene exp. 0.100 0.300
Gilbert synd.

CYP3A4*1G Intron Increase in activity 0.297 0.073
CYP3A5 6986 Intron Decrease in activity 0.267 0.036
A>G

UGT1A9 Intron Decrease in activity 0.727 0.583
1VS§1+399

ABCG2 421C>A Exon Non-synonyms 0.311 0.117

Decrease in activity

ABCC2 -24C>T Decrease in activity 0.230 0.210
Dubin-Johnson synd.
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30% DIEFNI AR K H KT, #40% DHEFIZB VT KRASICERZHD 720 6% L EDOREFIZB W T
AP 5-13160meg/ H TH - 72,

®2 FMMETHRETL %z SNPs

N=102 (%)

Age (median) 62 (34-83)

Gender M 52 (51.0)

F 50 (49.0)

ECOG PS 0 57 (55.9)

1 44 (43.1)

2 1(1.0)

Adj. CTx Yes 33(32.4)

No 69 (64.6)

Tumor location Rectum 32(31.4)
Colon 70 (68.6)

Left 71 (70.5)

Right 31 (29.5)

Liver limited Yes 12 (11.8)

No 90 (88.2)

Synchronous 60 (58.8)
Metachronous 42 (41.8)

Period from 15t line <6mon. 25 (24.5)
>6mon. 77 (75.5)

No. of previous CTxs 1-2 32(31.4)
3 57 (55.9)

>4 13 (12.7)

Previous Bev. Yes 93 (91.2)

No 9(8.8)

Previous EGFR-ab. Yes 56 (54.9)
No 46 (45.1)

Differentiation tub. 93 (91.2)
por, muc 6(5.9)

unknown 3(2.9)

KRAS WT 58 (56.9)

MT 43 (42.2)

Unknown 1(1.0)

Initial dose 160mg 98 (96.1)
120mg 3(2.9)

80mg 1(1.0)

BEER
AL BV TIIEFEA20% U ETH o A EHREZRRT S (£3), R L—F3ULOHEE
A EHG L HFSR (38.2%), BIMERE (16.7%), HEAKR (9.8%) RUOKEEEE (8.8%) TH V) BEH
EFELHEETH 72,
%£3 AHRTRHSN-BAETER
[ | A | 26r3(%) |

Hand-foot skin reaction 82.4 38.2
Hypertension 39.2 16.7
Fatigue 34.3 2.9
Fever 28.4 0.0
Diarrhea 27.5 2.9
Rash 235 8.8
Thrombocytopenia 48.0 Bl
Hyperbilirubinemia 58.8 2.9
AST elevation 46.1 7.8
ALT elevation 343 4.9
Proteinuria 47.1 9.8
Neutropenia 23.5 0.0

7V )VSEE
AWFFEIZ B1F 5 Regorafenib fCil B EEFZ RO T U NVHER T AN A VTF—=FIZBITLTIT
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ANEFNICBUTRHEZBIRRT S (R4)o AMETHESNITYNVHEHEL T V7 NIBIT L HEI
MRS TH - 7285, BAAEIZELBHENRD SN,

K4 BFRARTRBDONLTVIEEET O TABLIUABADT ) IVEEE

Allele frequency (%) | Current study Asian White
by Ensemble by Ensemble

UGT1A1*28 TAG>TA7 1.2

UGT1A1*6 13.7 17
UGT1A9IVS1+399C>T 61.9 63.4 35
CYP3A4*1G 19.5 27.4 7
CYP3A5 6986A>G 21.0 25.5 5
ABCC2-24C>T 16.7 23 21
ABCG2Q141K 28.9 29 10

BIEFRHET U— RIULDEEERDLER

Regorafenib fCHBIMEE T 2R E 7 L — F3 U EOFEFHL L OMBEZRT (£5). UGTIA9 IVSI+
399C>T &£ 7L — F3LLEO HFSR O BIMEICH B2 MHBZ RO, KSNP2AT 5 EABICEEL
HFSR OFRIEDR D ViR TH -7 (OR 0.34, 95%CI 0.15-0.78, p=0.013)c —J}, CYP344*IG %
A35L7L—F3ULOEMEREDOFHEBMEIC S AELMHMELRD, KASNPE2HTLHLABICEER
S IMESRE DFIEATE VAR TH - 72 (OR 3.51, 95%CI 1.20—-10.31, p=0.025),

K5 AMIETED SN/ SNPs EFEERE DR

- TB Gr3 AST Gr3 ALT Gr3 |Diarrehea Gr3| HFSR Gr3 HT Gr3 Rash Gr3

UGT*6 1.40(0.12-16.13)  1.75(0.39-15.75) ~ 1.92(0.30-12.2)  1.40(0.12-16.13)  0.60 (0.23-1.54) 1.19 (0.38-3.77) 0.78 (0.15-4)
1 0.433 0.606 1 0.358 0.768 1
UGT*28 1.88 (0.16-21.74) 2.4 (0.52-10.99)  6.25 (0.97-40.22) NA 0.63 (0.22-1.79) 2.09 (0.63-6.98) 0.5 (0.06-4.31)
0.519 0.363 0.064 1 0.451 0.302 1
UGT1A9 NA 226 (043-11.76)  5.97 (0.32-27.78) NA 0.34 (0.15-0.78) 1.02 (0.35-2.94) 0.88 (0.22-3.50)
0.264 0.464 0.399 0.264 0.013 1 1
CYP3A4 NA 0.63 (0.12-3.28) 1.31(0.21-8.26)  0.97 (0.09-11.11)  0.95 (0.41-2.23) 351 (1.20-10.31)  0.26 (0.03-2.17)
0.549 0.713 1 1 1 0.025 0.259
CYP3A5 NA 1.12 (0.25-5.03) 1.25 (0.20-7.87) NA 1.01 (0.43-2.36) 1.85 (0.64-2.05) 0.92 (0.22-3.94)
0.55 1 1 0.55 1 0.275 1
ABCC2 NA 0.71 (0.14-3.73) 0.53 (0.06-4.95)  4.61 (0.40-52.63)  1.40 (0.60-3.28) 0.90 (0.29-2.79) NA
0.55 1 1 0.231 0.512 1 0.054

ABCG2 2.12(0.19-24.39)  0.32 (0.06-1.66) 0.25(0.03-2.27)  2.12(0.19-24.39)  1.92 (0.85-4.31) 0.51 (0.17-1.50) 0.82 (0.21-3.24)

0.614 0.27 0.363 0.614 0.154 0.29 1

z =

F AT HERNZBIT 2 UWBEAREAMEIT I ARG ARERIZ BT, Regorafenib A% TH % UGTIA9
BIXUCYP3A4 ® SNPs & 7 L — K 3 2L Lo HFSR B X OEIILERE OFAE A BB R L7, 8l
BRIV Z EIZEED 5 B UGT1LA9 @ SNP 2f Regorafenib & & A4 & THEALL$ % Sorafenib 12 B W T
HFSR OFE & OMBARED b2 LW SN T %Y, BUEE THFSR BHEDH S 2% X 1 = X &

R T2 w238, Regorafenib O WIERIR BB IC B\ T HFSR FAEHE & H & & ODF'F:I WZIFIED

MDD SN TWBEHEN S, Regorafenib REALAKRE X ONF O EMACHY O ML B EE A% O RRE I 2
T AR S TWB Y, UGT1A9 i Regorafenib ARZALAA K ONEHACH B O 77 v 7 0 /EE?E/ETL
BELTBY, KSNPZHT LI LTIV I 0 Y BRIGERRITAT S 2 OB BEA KT S N IEY i BE 232
169 2 R PELSHER S TV 5,

F& % 1X Regorafenib fCHI B & SNPs & MY E2NE L, FEHL L ORRE EMEEFNTE
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EHWTHHT 22 L2 HME L= Mgk 3k m i & BIgase 2 0 L T\ %, J6d CORRECT iR T
b SR EYREMAT (PK MAHT) A3 STV 2%, SEWRE & A ERLBEBUTIHBIERO Sk o
72", CORRECT #BRIZ BT 5 PK T Tld H AR NEBI DFI60% IC BT ORFENT 5% Sz, O
YLTHFSRZ I LOFERLDL LI HA 7 VEDO7 —10HUHNIZHKIELTWBIZ 2 0b 65T
CORRECT #BRTIZ15H HICHMEORIMA 2 S, #RELTAHEHELEZELZZ L DERA» LY VT
VHE SN o 728 L G R HIIRSE 0 2B C Il P SE M IR BEAMK T 9 5 70 LIEFERIRO N A 7 2 53l =
Nbo TITHRAITEFIREIETS 1H 4 27 VHD DS IR EZ TS FH T4 B L % L DFEBID S Bk
ZERRELL, B2/ L — F3ULOFEFLIERICBNTOWRERE ) MAEZRNT 52 & T, HEHL
LR & OMBEE X ) EFHICH S 22T 5 (F£6). AWFZEIC L ) BELAERROIRIE L MhIEY
IRE L OBREMIHL, HICHEICAERRZOREL FUT 2N A~ —h — O LHPHFEE NS,

®6 ERKRMZEOBME

HEBRTHIY LR EFRIMERRNE
B 1ZREHI %k 10041
FTEIHIER  UGTIAGEIEFZEIEHFSROFKIFE
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