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Fig. 4. Peritoneal lavage inhibited cancer cellis
pretreated with dehydroxymethylepoxyquinomicin
(DHMEQ) from implanting into the abdominal wall.
(A) In vivo imaging at around the time of
peritoneal lavage. The luminescent value indicates
the number of live cells in the abdominal wall.
Pre/Post means before/after the peritoneal lavage.
(B) Count per minute (CPM)/mm? value of pre/post
peritoneal lavage. The graph shows the time course
of the CPM/mm? value compared with the time of
cancer cell injection. Initial values were adjusted to
1. *Significantly less than controls (P < 0.05). (C)
SEM findings of the peritoneum. Left: abdominal
wall injected with 44As3Luc cells pretreated with
DHMEQ. Right: those with DMSO. The area
indicated by black arrowheads is the area exposed
to the peritoneal cavity. White arrowheads show
the adhesive cancer cells.

Fig. 5. Follow up after peritoneal lavage. (A)
Follow-up imaging of mice subjected to peritoneal
lavage. The range bars were adjusted for mice
injected with DMSO pretreated cells at every
evaluation day. (B) Time course of the count per
minute (CPM)/mm? value. The black line represents
the mice that were injected with DMSO-pretreated
cells, and the broken line represents those injected
with dehydroxymethylepoxyquinomicin (DHMEQ)-
pretreated cells. *Significantly less than controls
(P < 0.05). (C) Kaplan-Meier analysis of the survival

Ssseoiten XY

Loa of all groups. The line is as described above. The
s line with markers represents mice subjected to
peritoneal lavage. *Significantly prolonged than all

DHMEQ-treated cells was significantly delayed. The error bar
of the CPM/mm? value of the DMSO-pretreated group ranged
widely, because malignant ascites possibly obscured lumines-
cent emission at the terminal stage (Fig. 5B). Survival was only
significantly prolonged in mice injected with DHMEQ-treated
cells and subjected to peritoneal lavage (Fig. 5C).

Discussion

NF-xB is undoubtedly involved in various biological properties
of cancer cells.® However, its involvement in the expression
of integrins, which are associated with cancer cell adhesion to
the peritoneum, has not been reported. In the present study, we
investigated whether NF-xB is involved in cell adhesion to the
peritoneum via regulation of integrin expression, and whether
DHMERQ, as a novel NF-xB inhibitor, suppresses the dissemina-
tion of gastric cancer in a mouse model.

1056

other groups (P < 0.05).

Several investigators reported that NF-xB activity is associ-
ated with peritoneal dissemination of cancer cells.®®*=® Sasaki
et al.® evaluated human gastric cancer tissues by immunohis-
tochemical analysis, where NF-xB activation was significantly
correlated with peritoneal metastases and survival. Our results
in the present study support the previously reported data that
NF-xB activity of gastric cancer cell lines was markedly acti-
vated and with highly metastatic behavior, and that DHMEQ
sufficiently inhibited NF-xB activity and eventually suppressed
the peritoneal dissemination.

Integrins are also associated with malignant potentia
Integrins play an important role in cancer cell adhesion to the
peritoneum by enabling contact with appropriate ECM. Ooster-
ling et al.*¥” showed that anti-Bl integrin antibody reduces
surgery-induced adhesion of colon carcinoma cells to trauma-
tized peritoneal surfaces. Fishman et al.""” showed similar find-
ings using ovarian cancer cell lines in the in vitro analysis. With

1,(40-42)
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regard to gastric cancer, integrins o2, a3 and B1 are key mole-
cules in animal models and humans.®*'2434®) The ligands of in-
tegrin 02P1 are collagens and laminin, and those of a3f1 are
fibronectin, laminin,and .collagens."” In our in vitro study,
DHMEQ suppressed cancer cell adhesion to the peritoneum via
p65-mediated suppression of integrin expression. Also, Takatsu-
ki et al."? reported that anti-o3 antibody strongly suppressed
the adhesion of gastric cancer cells to mice peritoneum. This
integrin o3 was suppressed most by DHMEQ in this study.
Therefore, DHMEQ may suppress cancer cell adhesion mainly
via integrin o3, while DHMEQ may associate with other
adhesion molecules that are not examined in this study.

In our in vivo study, viable cells in mice injected with
DHMEQ-treated cells and subjected to peritoneal lavage still
decreased on day 2 and only this group survived significantly
longer. This finding might suggest that DHMEQ exerts another
effect via the anti-adhesive effect. Jiang et al. " reported that
NF-xB inhibition by IkBP reduces anchorage-independent
growth in a lung cancer cell line. Scaife et al.“*® showed that
NF-xB inhibitor causes anoikis in a human colon cancer cell
line. It might be possible that DHMEQ is associated with a pro-
anoikis effect in gastric cancer dissemination.

In the present study, we first demonstrated that NF-kB could
play a pivotal role in the progression of gastric cancer via the
regulation of integrin expression and promotion of adhesion of
cancer cells to the peritoneal wall. In our in vivo study, a specific
deletion of NF-xB (p65) by siRNA was not performed, because
we considered that transient deletion of p65 protein does not
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reflect the same result of DHMEQ-administered cells. Addition-
ally, we could not clarify whether the DHMEQ effect on inte-
grins is unique to the integrin pathway or concomitant with
other phenomenon such as apoptosis. Further studies are
required to clarify the involvement of integrins or other mole-
cules in the anti-adhesive effect of DHMEQ against cancer cells.
We believe that NF-xB inhibitors such as DHMEQ may be
potential therapeutic options to prevent gastric cancer progres-
sion during peri-operative periods.
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abstract

HEEIERBTHLRIILE > THRLEETIAEEOSVERESR L -2 KBETRAEDOFRD
BEMRICOWTHIIT 2. HERRBITL, dLRTEERECEIABRRI T\ EDE
BUREVRIPEL LS. RILVELHEEE (hormone replacement therapy : HRT) OraiEE)
HLLVRETRABRBERIRD Ui, TRV ELEREY XA 7ICBECEELTVWS. —%
FEECE LT, 7)ba—)b, KEER, FERFE, IBEL & /MEFRICKRE & h, #E (convincing),
|ZIZFEE (probable), FEHLA+4 (limited-no conclusion) H EICHEEND. HABOREY X
IHBEWEBEE, BRTIIEEFEFIEEINS. (LRFHIC OV TRISEIICAEET & N /=551,
FEXVTIETOXRTY T THB. BRCAI/2BEFEENF H I LML, NCCNDOH A
K14V EMRIZEED RV U—Z2 7 TO75 LOBRPIEEFBHICOVWTORBE, £/H-45—X
WKL TYU RV ERHEABUBROERBICOVWTELEVWATI LI L IT5ULEMEREBELT
w3,

IBORIEY X7

FLFRIZ19984E £ D WORFEE & FiRICAITH Lotk
e TRDBETATREOEVEREE L 2o
7z. 20064 ZHIE S N7z A AR ERERAEIIE, &K
MHERE LT, OPADTFHSB X RIS R OHEE,
OBAEFEDHTALRE, OFAREDIRENS
OPEWBEINTVEY, BT EABNOWNEICHE
LTREDENLFEETH 53, BEHRRZ
Lo TABDFHOVTHELNS Z L A TR
BRFLLhv. AKBTIE, AEBORED A7 ITH
PhBLEFIZOESIL, —RFHE L TEERS
FATAIANDBEZ BRBIZOWTERET S, £
7z, BEBABOBRRE 7+ -7 v 7OFEICD
WTRBRB L EDHIT, FIBRENA VAT DOZHEII
T BALETFHOLYE F ¥ AIZDWTHRIET 5.

AFBOFHEEZ L) ZTRIEVAZIChhD S
AFOERHTAHILIAWTHE. Zhbny
A7BEFDHIL, NBBIZaY b a—VTELHD
2, —RFBHICEET A EICRS. F, av b
D= VTERWIRAZHFTH, 2054 B2
ABEREEOH BT L, LY DLIFBRCAL2RED
BEFEEZRETAHE) &, ZKRFHELLTE
HMERDOL DO OERETERLLETHEADL
BUEOHRBIEPT I EHFTES,

IR bay RO I CEERE
EERLLTwARZITTIEZL, BOREITEL
FELTVD I LZEFNIIITD LN TS,
2008EMDABLESA F 54 v OEE - FHIIC
L 5L, ABBEY AZIZHEE (convincing) % H
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Subtotal <> 0.29 (0.16-0.55)
Overall <> 0.43 (0.29-0.63)
T T T 7 ] .i T T
05 1 2 5 1 2 5 10 20
Favors treatment Favors Placebo
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FHIRIZOWTHRIAEINLEFETH A, 15K
REEFRIN T, FHIIRE L HITAEEIC
BiaHmEDEE SN TS,

ju

BEMEIEICOVWT

HAEBEORKEZRET L L, £—EIEED
S~16%IZRIEEDH D EPREINTWAS, &FE
W AT BRCAI % 72 13BRCAZREF ORINER
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B7USIA FRIEFTT 2T BILETF,
FRRBOIIETFHHETH 2 FHRIALEDRICD
WTHBRKRTIRIRIEEN TV S, NCCNOH A K5
4 VT, BEEFVEOREFHIEE OBEMHEIL
BV LEEERSTHEI RS, BIZIHOED
W E18ED 5, 5F 51360 BIC1EORMS 2
Bigh, ~YES I 74 EMRIZEIEITSH 2 &2 3E
FiLTwa. ALFEFHOE TS B725, KE T,
FEFXFV T2 EVAZOBOTHICE LTERT
5 ENERENTYWD, BRCALZRIEFERS

BRI B BB —RAERIABEDHRIL
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= DA Ol

WA LEEEL, LE 2R R ICERR
BXH 5 L) ZRAETAVPAR, TOEET
FFRARE R SIEMEFLAT AT LT, down staging
TEMEARRICTAIZEFENE LTHITEN
T&7k. APFAEEREICBITIAT YV ATH A

2 VREFOER L 5 2 REH OB
LD BEREIMLEL, FWNTREZREEILY
ANTIFLTY, IEERFBRENTERWIHEIT,
LNEFEOEVREFH 2 ERTAZLEH
BRI L EESZER S NS L) Il o TE
7z.

ZETTETEMOERIZLY, LA RE
EEMENIZE R o729 7 % 4 7 (intrinsic
subtype) IZEEND T E PO E oz K
VE Y ZBREDFEBE LHER2 (human epidermal
growth factor receptor type 2) Kt 72 &5, 1b
FREDVRF LT VES EFR LI CWEBR]
WHABRETFETEL 2D, HEEEEELE
—DFIBE LTI A v h e LT zBE
b, EMENEBELERICAN, BEY—T
M TSI ERLMERED L Y X Y R RE
THERMICAS .

fTRT{E=2 R E D B Y

WAL FEE R B R EEERED 12T
BN, EIZHT-o TiEZFDHWBEREL s
ZITNE R 5w FIMABE R EITINAR,
REMHD A B THEMLEEESETE S
HET A LRI N TIEV R WD, BED
BodHELFIE, £ BF72QOL(qualiy of life)
PHERTEZHIEDPHLNTHLDT, ZHEY

ZIGEEE LTiRD ZLEMELRZ . —F, F
WA RE 2 REEILITAICBNTIE, FAHERITL

7oA LA EERER T o 7B ED A ) v b -
TAY P ETSIES LEAT ALEND 5.

FLELIBRAT & LB IRAAT DS, BAEFAS AT
BIBEMRN > TWD, BEFEEERORE
TELDON [AFRFEEDOHTA T A V]
2L B L, BHLREREIRI-NLOTHIL,
4em ¥ COEEEDEGIFEINDLY, RIEE
BEOBEIL & 72 D EEEIE 3 cmPl T OEFIATHEE
ENTWBEY, FLUEYIBMI L o TRATIEEET
BB, ARRFEMOBICD HANBERNXTL
T, METMEEEREEAT) I & THERIFATH 4L
LB Z B A, NSABP B-183ERIE, 1,523A
DEFBEIG LT, TVATY A7) v REH
T & % AC(doxorubicin, cyclophosphamide) ik
RATRTE 7RIS ER L 72T v 7 AL EGEAER
THBH2(E1). TNk bE, HETACEREED
HERFENGT% THo 72D L, #iERACER

* Neoadjuvant chemotherapy for breast cancer.

**% Masato TAKAHASHI, M.D., Ph.D.: 3biEED A+ » & — FLIRS1EH(S003-0804 ALIRH B A X 857K M 4%2-3-54) ; De-
partment of Breast Surgery, Hokkaido Cancer Center, Sapporo 003-0804, JAPAN
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7 :310
R
S A
FHALBBEILSA | | N
D
T1~3, NO~1, MO 0o
n=1,523 'Y‘
y
E

every 3 weeks

§
T c l

every 3 weeks

A *

1 NSABP B-18
A doxorubicin 60mg/m?, C . cyclophosphamide 600mg/m?

BOFLERFTEII0% TH h, AHEERFICB Y
THEEICBHERIE - 72 (P=0.002). T/, fif
R DOFEC (5 FU, epirubicin, cyclophosphamide)
FRIE % o L 7-EORTC109025ER 12 B\ T hH, 4l
ARSIV TAB IR TEEZED23% IHE
IRAFMASEIRE & 72 o 729, NSABP B-275Bk7%: &0
FLERFEM LIRS HER T E 2o 1B O 77
9 A 7%, European cooperative trial in operable
breast cancer (ECTO) %° German Breast Group
(GBG) DRfzE 7 & T, TR FEEIRAEEY
MELTBY, 2& 75 v A THRMESFEEIC
JVIERGFENEHT A EPIHIN .

FRIBMBROFEM 2RI CE BB ERIN 2
Ly, »BRECFEERZEFRE
BEE e o7zh, LYAVEROEELRLL)
RALFEEDRFARFIEEZAE L Z L P15
VW, TETMEEEEICB W TLER L oL EE
DV AT DIRY, BEEBRFIZBNTLE
RYUFEIETHLIEDPKELRA) Y P TH 5.
fEFEEICE LTI, BWERZ EOREN LA
BEAT T4 TEBELEHEOI LSV, A
MWADKEALEERETIE, FOBRBHEIEE
WICHDERINEIEND, HEDOTEEENE
mAMEENCH A, T, FENAFT—D— &
GEXDENEE L TR EE R 720, RERIR
FERFDO LT A L= a3 FUFE~NOEH
bREW,

MRTE A RIS
BEDFRICHT 588

MENEE L WRIEEOF RN T LIEE >R
FETAZELITEETH S, NSABPB-18Tit, =
BREi LR OIEEIRE Td 5 ACEEDHTRI £
ENRER T B L72HER, 9D 7 + 1 —TDFS
(disease-free survival), OS(overall survival) |~
BWTHTRT LR ER L MR L EERE T2
DELXBDOLRP-o7:2, Tz, NSABP B-271347
BIAC 4 A 7 VEE, WETAC4 A 7 v+ Kt
Fx VAT A7 NVEE, WEIACA T A 7 VfTw
FML, TOBREIFEVE 4T 2 VFT)
3BDT V¥ LEHEBEERTH 575, {LFFEED
WHEIZEOZRG HiEDEWI L S5DFES, OSHOEE
RERRD o7 (H2,3). ZOEMITHI
AR DILFREOR R 2 LT 5% { DERR
REBRPERIN, 2FTF) R L) HrEME
FREIMBIEEELREOEFTEIE LN
BT EPEHEN. Lo T, Wi bai
EEITHOLEDOD HEM, MEifbEREL Z
BLTHIWwEWZ 2,

WELFEEORITIC L o T, BENERS
BHELZDDOIL, WEFZFNIPANEEHEE
(pathological CR ; pCR) ¥ 5. &JEBI D HEAT
WX DRI ROBREICI D FRIEIEDL
o725, pCRO‘\ S N-FEFIEF N LIS DFE
Bl & B L T, NSABP B-18TiInN— ik
(HR)=0.32(P<0.0001), NSABP B-27 CiZHR
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A F
c ity
R every 3 weeks
A
FifaIRER B Y A N )
D
Tic~3No~1,Mo|{| o L A %
" T1~3, N1, MO M c it
n=2,411 | every 3weeks T every 3 weeks
Z
E
A : F
__J cC i
every 3 weeks every 3 weeks
2 NSABP B-27
A : doxorubicin 60mg/m?, C : cyclophosphamide 600mg/m?, T : docetaxel 100mg/m?
B-18
1003 HR=0.99 P= .90 1007 HR=0.93 P= 27
S 801 S 801
s 8
S 60 8 601
g S
® 40 8 40
g Trt n Deaths 8 Trt n  Events
3 201—Postop AC 751 316 B 201__ postop AC 751 434
----- Pre-op AC 742 310 ==« Pre-op AC 742 410
O T T T T T T T 1 0 ¥ T T T i T T 1
0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12 14 16
Time after random assignment(years) Time after random assignment {(years)
B-27
0
1007 1007 HR=0.93, 092
— .29, .29
S\j 80 ig 8071 e,
2 =
£ 60 HR=0.92, 0.97 2 60,
= P= .46, .76 =
3 40 2 40
= ] Trt n Deaths s A Trt n Events
pag 2]
[} 1 Pre-op AC 784 192 o) i Pre-op AC 784 304
5 207 Pre-op ACT 783 182 201..... Pre-op ACT 783 292
~ - Pre-op AC=Post opT 777 189 — - Pre-op AC=Postop T 777 286
O H T T T T T T 1 O 1 T T T T T T 1
01 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
Time after random assignment (years) Time after random assignment (years)

3 OS and DFS in NSABP B-18 and B-27
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100 100 1
80 - 80 1
© 60 1 2 60 A
£ £
2 HR=0.32 P=.0001 2 HR=0.36 P<.0001
3 401 A 401
Group n Deaths Group n Deaths
20 {— NopCR 599 265 20 {— NopCR 1857 490
----- pCR 88 14 --- pCR 397 42
0 T T T T T T T T 0 T T T 1
0 2 4 6 8 10 12 14 16 0 2 4 6 8
Time after random assignment (years) Time after random assignment (years)

4 pCR&no pCROF#%

No response T i
"
FHARLREMIS A svery 3 weeks
or T<3cm, T3, T4
Tx, N2, MO —
n=167 every 3 week *
i ® R i
A
Response N every 3 weeks
cCR, cPR D
O
M
é F
£ i
every 3 weeks

5 Aberdeen
C : cyclophosphamide 1,000mg/m?, V . vincristine 1.5mg/m?, A : doxorubicin 50mg/
m?, P : prednisolone 40mg, T . docetaxel 100mg/m?

=0.36(P<0.0001) TEFEXVRFTHLHZ &
AHB L7z (E 4).

pCROY O — b~ —71—
ELTONUED

pCRIZDFSL OSE EAFICEAET 52 &Eh 5,
HEEOY Oy — b=t LTHRETENE
L9127 o 72, AberdeenikER Tid, CVAP4
A7 VICBIEHME R LI FEVAH A7 VD)E
K5 H4TH &, CVAP8 A 7 )V & L TpCR

PELNLEEHE L (34% vs. 16%), T A
FHA ) YEREMNICBVTYS, TYATHY
470 »Es X DIERES DOHF B FENA
29 (M 5). 72, GEPRDUORERTIE, 7
YAGHA 7)) ey FY VIERES (AC— Kt
FEL)) EAERS A+ FEdF2)0) % HE
L7228, BRI SRR 588 & Y pCRE TR -
TV 72(34% vs. 16%)9, 2D & 912, EwpCR
BEERLAFHRL I AV OREIEDSND
B R/ WA
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Lo Lads, %< OBERBOMEIRE

Lo TE7. FTE—IL, pCROEETDH
575, REEHRAERICL VpCROTEFEIEVD D 5
CEITEETAVLEND L. BEOEETIIL
BB IO Y EORMRES TR TREENIC
HELEZDD] & ENB%Y, DFSROSIZELEL
TV EDPLIERNREDERLFET HHE
YELHEETH. /2, HBRICLoTE, U v
IEIDBERZEIIpCROFZEICEG L 2 b Db
HED, ) UEICEBLSH o I HAIE TR
EVOT, pCROEZENTH o712 LTHERR
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PCROFEHRIZHBRICZ L D FE— SN TV A2WVDT,
BHOREM CpCREZ BRI LFEEOMR
HHT 2354, pCROEZENF—TH 5 Z L5
RYTLLEFDS.
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HRFE L THER SN TE 72, Rowzierbid, &V
EVEFERT L= R EDT— 5 #F\WT, pCR
¥FETAH ETTLERELTWAD, Tz,
B fmicroarray i~ & % intrinsic subtype?SF# & [
BETAIEIRENT VWS, LHrL, ZTZThh
ORI RELTEIZEBT LI LIl%D. FIVE
¥ EARBMEESIpCRE L NPT L, T/,
pCRAE & N7-FEFNIpCRAE & N7z > o 72556
EHEB L THPMCTFRVSBITH L. —F, HV
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ENBENPE) PITERESATFILENED A,
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PWEMLFEEEIC NS AV AT T2 MA b2k
TEVPCREZETWAE, MD7 Y 5=V D7 —
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H263% T o72DITXFL, FNFTAVATT %N
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AT OBBIZE VEZEICDCRIESNS Z L 28
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FEEMBICSEINS Z LGN ICRIESD
b7, REPHIEEN. REBERTRIIRR
ST2Bll 0T N I 2V XX TR TSI
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DEETH A5, bTAYATTHHEIZE 5pCR
DI, HBRBEETIIAVIAIT2MA S
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Nz, FAEOIFERERHGianni 5 12 & - TNOAH
HELLTERINTBY, FIAVITTH
HEDOPCRIZFAZ% TH B DITHE L, (LEEEH
HII23% THNDAEL EREEHEIEON(P
=0.002)?, ZORBOEERR S5/~ —x
Y FRA Y MO PCRTIHEZ: (A NV MR
EoTBY, NITAVIATHBRELLEE
B & IZHR=0.56 (95 %{EHEX [£10.36~0.85)
P=0.006HEE% D > THAROTHIRIFT

BHolZEIIRENT, TDEIZpCROE Y

THEEEZ LN
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RYFEVEHNRY S UEME LB
TFDADFEA #B5NTH Y, KIKTHHER2G
HEBEREAVPANOHBEILITED SN T WS, T3
F = 7 OMEIHEEIZE L TldGeparQuinto 3 ER,
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every 3 weeks every 3 weeks
Trastuzumab (H) |

F

i

6 GeparQuinto (HER2+)
HER2(—)#E#ITid, trastuzumab, lapatinib® b Tid7 {, bevacizumab® 5 & JEft

0 B ER.

E : epirubicin 90mg/m?, C : cyclophosphamide 600mg/m?, T : docetaxel 100mg/m?+
GCSF, H : trastuzumab 6(8) mg/kg triweekly, L : lapatinib 1,250~1,000mg/day p.o.

EN7z0, GeparQuintoTlE, EC4 A4 7 )b—
FEesFtend A7 VvEF‘BELTITIAY
A THRABEE ST TR LBRE L
7. pCRIZ } 5 AV X< THABO TR E - 72
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LVEF=50% I
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H : trastuzumab 2(4) mg/kg weekly, L :
paclitaxel 80mg/m? weekly

ZENBYpCREEFEITHIETE LW EDH 5.

PET (positron emission tomography) i, 7 F
THECHEROEVEFE LIEE > EELT 2%
BETH 5. Mt FEEDREBENRNENDD
BDEiESNTu b b 00, FEFETH%ET—
FILTFD o TNV,

BEOEGZH CpCREZE&ICTFET A 2 L1
T&ET, WMAHMbFEREICEY L EMI LT
FMEEETAHILIETER W,

MRIAERRTFEEEN DB EFEE
WEMLFERE T o 70 RIE, FHBIOLE
ThIIHSRBREZIT). 7, EBOAEY
BY 2B S, Y7 R VE B E HER21CHT
TABBEEIRTAZ L2 B. WEHAERZFT
W, BIFEEND - 758 B Io{bEEE
TH)ILT, FRIPUBT AL »idbho
Twizwy, MD7 Y%=V D74 T7IVTIE,
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7otk BRIERENH > 12354, DT ECVAP%
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OA 2R PNIEE LU THATS ARER BT L7219,
MEICIIET N 2 ER R Do 720, TEL
7 3% TDEFSHS BIF 2 BRI & - 72 (P=0.16).
ZDMIATNVEEFEFD L, F72
T X YPEBICEASNIFORERTH L
EIWZEBDWETH S, NSABP B45Tid 4 54

lapatinib 1,500 or 1,000~750mg/day p.o., P :

7 WEL EDRTEIbFEEE (NAC) 12 & ) BRFEE
H5& o 7-fEBIIC, VEGF3 & UPDGRAZR ¥ 5
BAZFZTHITIDDE 7T LK% HBHRS
THREBTHE. BRABLUBEOLFERE L
LTT7 Y A% 40 »REFR:&OHRLE
BRERICERE D - 72BE, IRV IC V%
1T9 ABE L TAT L 2 WEED H 8BS (CREATEX)
IETHTH 5.

AP AMAMEEEEDSEDER
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