F2Ewm b FEEBICBITS Aggrus OB

2-1 HB

<A Aggrus (&, KIBEMETORBENEF KBHSGI D bEW I EAHSNTEN
Tel=%. &£ bDEITBIT B Aggrus DFEBEOELZRET L7 (5). YT ADR T, Aggrus
DORENE /2D 2T, /MUEEREN 2D, BHBED ENsEEFEA 5N, X
T, BRATRIETO Aggrus OFEBZFRS72D. Cancer Profiling Array (2K 5#F 21T
o7z, Aggrus ORENEHWENHNIL, BHEY— - E L TORKIGCHADITRETDH 5,
IS, BTERNFEDY —T Y bELTORANEZ 5N,

2-2 REBIOHIE

2-2-1 HIfaRs; %
E g R AS49, NCI-H23. NCI-H226. NCI-H552 3. 10%® JEfE{L L 7= Fetal
Bovine Serum (Biocell). 2uM L-glutamine (Invitrogen). 100 1 g/ml kanamycin %

ML 7= RPMI £5#T, 5% CO, incubator NT 37C THi& L /1= (23-26),

2-2-2 KW

KIGHEDB X IES KO A 1X. MaxArray Tissue Microarray (Zymed)Z f /=,
14 FEFI DR BRES ORI, T FRRICBNT 1990 05 2002 FETFMITED
BHEEINZHOTHS. 2 EFOEFERHBEOMRMEIT. W AEMBRIZB W TR R HER
MEITONIZBDTH D, MBEZHEEICMHD 2 LB L T, BFEHERD S D informed
consent ZXEIZTHE, —~HlOKEMEE (Lot:N29757) X Novagen M HHEA Lz, Hii
B OMEYIFZ. Lung tissue array (Ambion) % fl 1 /=,

2-2-3 Cancer Profiling Array i & % & #Hr

Cancer Profiling Array 1, II (BD Biosciences)id. bt b Ok4 2f@gE D, MEET &I
WEHAMNSER LU cDNA NP1 O AT L VIZEEINTNWS, 2P X)Lz bk
Aggrus # s O 2E% Cancer Profiling Array 11 IZ)\1 71U ¥4 XX&, BAS1000
Bio-Imaging Analyzer (Fuji Film) # HWTE &b L 7z, T e @ aggrus OFEH RIZ #P

Z ~)L L 7= ubiquitin T normalize L 7=,
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2-2-4 Real-time PCR

b b Aggrus Bz FOEBH 75147 —&L T, 5- GGAAGGTGTCAGCTCTGCTC -
3' . 5- CGCCTTCCAAACCTGTAGTC -3'#H\\iz, £/, NEEHE LR SB —actin &
LrfoEal 7514~ —&LTIE., 5- ACTCTTCCAGCCTTCCTTCCTG -3'& 5'-
ATCTCCTTCTGCATCCTGTCGG -3' ZMH /=, Real-time PCR ¥ 3 QuantiTect
SYBR Green PCR (Qiagen)%. Hfiid LightCycler (Roche) Zf#H L7z, PCR DiRESR
HIZLLF D@D TH B, 95°C for 15 min for 1 cycle, followed by 40 cycles of 94°C for
15 s, 55°C for 25 s; 72°C for 20 s, £ L T. BRI HTIZ0.2°C 7, 40°C LW DR
HTH->7. Aggrus &p-actin DEBHOERMMBRIT. e PCR EMERRNL.
T H70 1x 10" a8—FE»5 1x 10° JE-—KETHERL =,

2-2-5 Western-blot &

FiE AR OMBKIL 2-2-5 [THEL /=, #ifaZ lysis buffer TAWALL., ¥ NI EED
#%. 10ng % 10% constant gel IZ apply L. running buffer ZHWT, 20 mA T2k
MEXKEI L=, D%, PVDF EIZ#iE L. blocking buffer T=il, 1Kffi] blocking
L7, D%, 101 g/ml 2 blocking buffer TH#HEL =& % OFifk (8F11 Hifk. TT679
Fifk) %, iR T 1ERE RIS E 87, washing buffer (western-blot F) T#E-> 7218,
blocking buffer T 1/1,000 IZ## L 7= HRP-labeled anti-Rat 1gG (DakoCytomation).

» % it HRP-labeled anti-Rabbit IgG (DakoCytomation) % 1 Wffij it S # 72,
washing buffer (western-blot ffl) T#-7z#. ECL (Amersham Pharmacia Biotech)
THEEHE, scientific imaging film IZ@E S E/z,

2-2-6 SREEHIRERA

TR CEEL NS T o el U RiGE#ARY F (LandMark Tissue Microarrays,
lot 022P15A; Ambion) %. B/ 74 UEL, ZAEKICE LU, RREOR)VAF
5 — ¥ REHAET D281, 3% H,O, 2 5 7 KIS B, casein—containing blocking
reagent (DakoCytomation) T7 0w F > 7% 57317 > /2. 1%BSA/PBS T 0.01 ng/ml
DBEIZHRL7= TT679 % 23CT 18 Kt S #. biotin-labeled anti-rabbit IgG.
peroxidase-conjugated streptavidin (LSAB2 kit; DakoCytomation) ZMEIZRIGS Bz,
B #% & . DAB (3,3-diaminobenzidine tetrahydrochloride) tablet sets
(DakoCytomation) T 10 73 ¥t L 72,

CSA i£12® DAKO CSA System (DakoCytomation), EnVision i£iZ DAKO EnVision
System (DakoCytomation) Z& Wy, HEIIE O HWEIAFIZHE Uz, —Xbifkid, TT679
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(1 ng/mb, #1 Prox-1 #ifk (ReliaTech; 10 ng/ml. $1 HCG itk (DakoCytomation; 1
wg/ml). 51 AFP $ifk (DakoCytomation; 1 1 g/ml). $i cytokeratinl9 Hif&(BA17, RDI;
1pg/m)T, 24CTAWNBRILT ',

2-2-7 Flow cytometry

NCI-H226 #ifa% 37CThU T ML, PBS T1H¥EHE, PBS [THBELL 1u
g/ml @i podoplanin (Aggrus) #ifk (RDD. normal rat IgG (DakoCytomation) %
100 121, 1 BRI THRIG S B 72. PBS T 1 [\## %, PBS T 1/200 IZH R L 7z anti-mouse
[gG-FITC (CappeD% 50u1 DA, il T 30 7. EHEL TGS E, PBS T1
m¥EE#%. FACSCalibur (Becton Dickinson) THIE L 7z,

2-2-8 i /hCERE o Bl
iR EEE ORIENL. 2-2-7 12> T > 7=

26



2-3 R

2-3-1 Cancer Profiling Array

<™ A Aggrus I KBIEME TORENEHE KBHBLIODENI LN > TN
B, b RO TH Aggrus DFBDZ{L%. Cancer Profiling Array ZHWTH#HAN (Fig.
1D, Ak TEsDERESNSEA, T/N LOWHEZE L2 &, #5. B /NG
REDBERMBIBRICBVTEHL T/N RSN, #Fh (=10). EFE (h=7).
M (n=10). Hifi (n=10). FLIE (n=10). HIE (n=10). ¥ (n=10). MR (n=4).
BERE (n=5). & (n=10) @ T/N o EHfEdZENZN, 2.8, 3.2, 3.9, 1.6, 0.94, 1.1,
4.3, 1.2, 1.3, 0.8 TH o7z

2-3-2 KBEICBJ S Aggrus OFB

<™ A Aggrus IZXT % 8F11 Hifkid., b b Aggrus ICEREREZ RS RN o 272
W, £TE R~ Aggrus @ 38-51 BHETOTY I/ RTFRizHd 5K 7 O0—FILFik
TT679 Z{ERIL 7=, Aggrus (& Geleff 512& 0 podoplanin EAMFHSNTHBO., U N
wWOY—H—ELTEHINTWS, fEHMLZH Aggrus Fifk TT679 &, IEHKBHO
UNEEBEBLUE (Fig. 12), U ONREDOY—H—TH% Prox-1 THTHHHETH, 1E
HRBOY DNBEICRIE L, 512, B b Aggrus iKY BHik TT679 BIUIT T A
Aggrus 23 25k 8F11 Hifkic k> T, western-blot EZfr->72& 5. TT679 dk
k Aggrus ICBIREIC KR L. 8F11 HiRIZ < ™ X Aggrus [GERIIT UG L 72 (Fig. 13A),
Zo TT679 HithZERWT., KEEOMBYHITHT 2 RIGHEEZRNLETS,. KIGEC
b b Aggrus ZERBEL TWAOM KRS N (Fig. 13B, O). TT679 HURIEIEH K5 L
iz etz kX ian-7z (Fig. 13D, E).

2-3-3 EHREBEICBT S Aggrus DFEB

EWACHIRDIEE . 3/ — <. BRUSHERE. DRGSRES. MLEE. FIBE. ZHEEO
6 AR MEINED., AR TR RERRICBENTFREMNDOZ N> 7223/ —
<. BRI B I B E b Agerus ORBZH ATz, Table 1 IRTED., G 256 Y27
L DRERIEBEICOWTHTZ{T> 7=, Table 1 ® No.11 2% No.25 OFMESITIE, 15
FEFH 11 EFAEI /- THD. 4 BFENRERETH >, TO 15 EFIZDONT
TI679 Vilkick Rz iToEZ%, B3I/ —< 11 JEfH 10 FEFD 90.9%THIE S
oDt L. BRIBIERE VEFI2FRETH o . REEDO FINERAZATTLIL
DTEEEI ) —< 26, WBREHE 1 F. EW 2 #lIicDONWT, real-time PCR Zfro/c &
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Z5, No.11 & No.12 Ot 3 /) —DIEFDHIZ Aggrus ORENE SN (Fig. 14).
I 5. TTE79 12L& % western-blot {£Z&2 1o/ & T A 22X/ — < OEFDHAITH) 38kDa
DN BhtiaEns (Fig. 15), Fig 16 1Zid. TT679 FURIC K 2 R RADERERT
M, I/ =< TT679 HiRIC > TEWRIEHEZRTA, BEMEIEREEINLR
Mmotz, I /=D FlLZDOWT, TT679 fikE tofEE~<~—H—TdhH S HCG, AFP
T BHRERISNI®EZ A, TT679 FikD A IS Lz (Fig. 17),

2-3-4 Mi¥IZHBT 5 Aggrus OFE B!

3-3-11RTIED . KI5, /NG &R RL OEEIZ D W T, Cancer Profiling Array 12
BIB T/N LOPHEIIELS. EfZECEsD2ENEsNE, 22T, SEEEHM
BRI /L. T/N HEHE L7z, Table 2 13 Cancer Profiling Array OF T, il
EFICDONT, BEOTOT 4 —)LOIiEOMME,. Aggrus @ T/N [LZERLUZ. [
BWTIE. T/N Lo EH#EIE 1.6 (n=30) 74, Rt Z -8RI/ 8L T Aggrus OF
BHEHKLEZEZA, RELERETIEZ2.2 (0=12) THEHDIZHL. BETIZ0.9 (n=15)
THO., MEEEETIBREICHARE N Aggrus ORBNFEICHEW I ERNDMh- 7z
(p<0.01. Fig. 18), & VAFTBIEDOTER 3EFDORF EEHED cDNA ZH W
T. Aggrus @ real-time PCR %#fTo7x& A, 3JEHIH 2HEFDRFE LEEIZHBNWT,
B TORBNEFHTORRL D SEzRL (Fig. 19),

Table 3 Tid. MIEOHEBYIFICHT S TT679 B I UVR T LEEOY—H—TH5
cytokeratinl9 {23 ZHAD BALT HikOREaIEREEZRT., TT679 FUKIC X2 RERE
Tid. WY LA 8 FEFIH 7THEFI D 87.5% THPETH 0. MU TIE 13 5EHIH 2 flD 15.4%
ODANBHETH > -, ZHUL, BALT HiKICL D RETRHRE LEEDOBERN 62.5%TH
LEWHEREZE EAl5 7z, Fig. 20 TREREDHIZRTH, F¥E LEFETIE Aggrus
DB, B)ZZAS, IRE(C) TIERMETH - 7z, M EEIED Y — 71— TH S cytokeratinl9
HEERICRAaIN (Fig. 20 D-E),

RIT, B OMRKIZ BT 5 Aggrus OB ZF =, Aggrus DFEBZ real-time PCR

THREEZA, RELEEMBEKED NCI-H226 #iliD A2 Aggrus ORBENR SN 72

(Fig. 21A), & 512, flow cytometry 12T NCI-H226 fifgic Bt 5 Aggrus OB %
ARFZET A, HENMIEENRD SN/ (Fig. 21B), 7=, NCI-H226 fifjaz~ ™~ A
Mm/hRERISSBZET A, /MREENSIERZ SNz (Fig. 210),
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2-4 E%

Tsuruo & DHFEITE D, 7 XAEHEMAD NL-17 #if2ic B W T 7 X Aggrus (gpd4)
DORENENZ EVMEEINL (2), THIZ, Watanabe 512D, B16 AT/ —<TIH
WTHT TR Aggrus DREHENEGN T EAREN, Aggrus ORBENEHWZE, S
INREERIGTERH IS 2 R T Z & mE a i (22), 22 TAETIE, EMOEICD
% Aggrus OREDOBILZ R L 72, k4 728 T D Aggrus OFEBIZHFH RS 729, Cancer
Profiling Array I K5 #Et&2fro 72, TORE, KE. ME. BRIZBWT, W T/N
tZE/RLUE (Fig. 1), oSS OBICEL THEFZI>TESDENH D, HERARIC
LORBBEDADHEZRF Lz, TOME, MBIZBNTIE, MELBIBITESREBL T

. BETIEREHENEWZ ENbh oz (Fig. 18), MiEOHTTH, MTF LR &M%
BIIMEETHO, EBICKEX EEMEN S MET S EEZ 5N TNS2T), THhiCH
BH 5T, 2t Agerus ORBENR T LEBELETICR SN ONEMAT S I LI345ED
RETHD. Wi LREOT—H— &L LTI, SCC A CYFRA ZHKRIICEHIN T
%(28,29), AWFEITBNT, Aggrus WIED RN TH K- LEEICRRMICHEBIL T
H2EMS, MWV EEBEORRERNT—A— L THIfREINS. E5IC, EHIZDRNVA,
HURBRE TR I BN T Agerus ORBDNEW I ENhh o7z, EOfMOEERIZE L
TH, REMEBYEAICT Aggrus BBEDEFINH O, G, EDOXDIRERIT Aggrus
MHEICR > TVWENESISICFHF LR TILEND S,

WEICMRES . B3 <, MRAME, INEEIES. MCEE. SRIE. ZIRITED
6 HARMIZAEINDD, KEL<EI /-7 EELI /) —~InEIN5Q0, 31). Et
) -ROEBET—HN—-EL T, HCG. AFP BRENBEBRMWICESfFbN TS, &
I ) RIIBEBFRICRKIBENRIFTHEZENS, £ ) - &EEEI ) —TEDHE
T2ZEF, BECTEEEZADZ LTHETHS, LALEBNS, £/ —YORRNT
—H -3 INETHEOREINTHB ST, 40 Aggrus NI/ —RFRMWITHEEL T
Wb ZEm5 (Fig. 16). Aggrus Bt /) —<OEE~<—H— & L THIfFIN%(32),

T OWFI W2 DIEFNE TN THR TOYIBREATH 0. EREB D H % EH
BEENTWeMo7z (Table 2, 3), £oT. Aggrus ORI Sk & O HIBIRERZEFH N
L2 ELETERN STz, MHTO Aggrus ZHETLHRZM L. BREEEBI LRI
UIBRIEFIC DN T HMRD Z EITE D, Aggrus ORBE B & OHBEEREFINS Z
LIZGHBOBETH 5,
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Table 1. Patient information of the samples used in this study.

Patient Year Race Stage type T/N TT679

1 unknown Caucasian T1NOMO Seminoma 1.76 N/D

2 22 Asian T2NOMO Seminoma 5.19 N/D

3 45 Caucasian T1NOMO EC 1.53 N/D

4 69 Caucasian T1INOMO Seminoma 1.88 N/D

5 32 Caucasian T1NOMO Seminoma 3.07 N/D

6 54 Caucasian T1NOMO Seminoma 7.72 N/D

7 54 Caucasian TINOMO Seminoma 1.20 N/D

8 42 Caucasian unknown Seminoma 5.56 N/D

9 38 Caucasian unknown Seminoma 11.20 N/D
10 28 Caucasian T3NOMO Seminoma 4.00 N/D
11 31 Asian T2N2MO Seminoma N/D  positive
12 27 Asian TINIM1 Seminoma N/D  positive
13 34 Asian unknown Seminoma N/D  positive
14 34 Asian T2NOMO Seminoma N/D  positive
15 28 Asian T2N2MO Seminoma N/D  negative
16 35 Asian TINOM1 Seminoma N/D  positive
17 18 Asian T2N3M1 EC N/D  negative
18 35 Asian T1NOMO EC N/D  negative
19 33 Asian T1NOM1 EC N/D  negative
20 16 Asian T2N3MO EC N/D  negative
21 31 Asian T1INOMO Seminoma N/D positive
22 61 Asian T1INOMO Seminoma N/D positive
23 34 Asian TINOMO Seminoma N/D positive
24 34 Asian T2NOMO Seminoma N/D  positive
25 47 unknown T1NOMO Seminoma N/D  positive

EC: Embryonal carcinoma, N/D: Not determined.
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Table 2. Personal and clinical patient information (Cancer profiling array)

Patient Array  Age Sex  Histology TNM T/N Ratio
1 | 66 M SCC N/A 3.60
2 | 69 F AC N/A 0.85
3 | 73 M SCC N/A 4.70
4 I 65 M SCC N/A 0.30
5 I 64 M SCC N/A 1.59
6 [ 52 M C N/A 0.30
7 [ 66 M SCC N/A 2.28
8 I 57 M SCC N/A 2.80
9 I 46 M AC N/A 1.04

10 | 65 M AC N/A 0.78
11 I 46 M SCC N/A 0.78
12 I 61 M AC N/A 0.76
13 | 65 F SCC N/A 0.57
14 1 62 M AC N/A 0.78
15 | 59 F AC N/A 0.75
16 I 44 F AC N/A 1.01
17 | 75 M SCC N/A 1.86
18 [ 33 F Cc N/A 0.59
19 [ 63 M AC N/A 0.77
20 I 60 M SCC N/A 5.06
21 | 58 M SCC N/A 0.60
22 ] 72 M AC T3N2MO 1.00
23 1l N/A N/A AC T3N1MO 1.14
24 1l 51 M AC T3NOMO 1.19
25 I 63 M SCC T2NOMO 2.15
26 il N/A M SCC T1NOMO 1.94
27 Il N/A M SCC T3N1MO 0.43
28 Il N/A M N/A N/A 1.72
29 I 26 M AC N/A 1.09
30 il 44 F SCC T2NOMO 4.20

SCC:squamous cell carcinoma, AC:adenocarcinoma, C:carcinoid
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Table 3. Personal and clinical patient information (Immunohistochemistry)

Patient ~Age Sex Histology TNM RgaTgti?\;c:ty Re'?;c\::izity
31 70 M scc T2NOMO + +
32 54 M AC T1NOMO - -
33 74 F AC T1NOMO - -
34 54 M AC T1NOMO - -
35 54 M AC T1NOMO - -
36 74 M scc T2NOMO - -
37 62 M AC T2NOMO - -
38 67 F AC T1NOMO - -
39 58 M AC T2N2Mo - -
40 50 M sce T2NOMO + +
4 5 F ScC T2NOMO + -
42 76 F SCC TINOMO + +
43 49 F AC T1NOMO - -
44 67 M scc T2N1MO + +
45 43 M AC T1NOMO - -
46 55 M AC T2NOMO - -
47 68 F AC T2NOMO - -
48 57 M AC T1NOMO + +
49 75 M scc T2NOMO + +
50 50 M scc T2N1MO + -
51 65 F AC T1NOMO + +

SCC:squamous cell carcinoma, AC:adenocarcinoma
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Fig. 11. Human aggrus expression in human tumors. Human aggrus expression in tumor (T)

-labeled human

32p

individual patients was normalized by measuring radioactivity of each dot after hybridization
33

aggrus cDNA to Cancer Profiling Array II. The expression level of human aggrus in the
with 32P-labeled ubiquitin cDNA. The radioactivity of each dot was visualized (A) and
quantified (B). Red bar; average of the human Aggrus expression ratio in each tissue (B).

and normal (N) tissues in the same patient was assessed by hybridizing



Fig. 12. Immunohistochemical staining of Aggrus and Prox1 in normal colorectal tissues.
Normal colorectal tissue specimens were stained with an anti-human Aggrus antibody
(TT679, A, B) and an anti-Prox1 antibody (C). Then the specimens were further developed
using the DAKO EnVision System. Arrows indicate the lymphatic vessels. Bars, 10um.
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Fig. 13. Human Aggrus protein expression in colon adenocarcinoma. A, CHO cells were
transiently transfected with a pcDNA3 vector containing the indicated mouse or human
aggrus cDNAs. The cell lysates were immunoblotted with 8F11 antibody or anti-human
Aggrus antibody (TT679). B-E, Immunohistochemical staining with anti-human Aggrus
antibody (TT679) on human specimens derived from colon adenocarcinoma (B and C)
compared with specimens derived from normal colon (D and E) tissues.
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Fig. 14. Increased aggrus mRNA expression in testicular tumors. The aggrus transcripts in
testicular tumor tissues (patients 11 and 12 ;seminoma, or patient 17; embryonal carcinoma;
EC) and normal testicular tissues (Normal-1 and -2) were quantified by performing real-
time PCR.
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Fig. 15. Western-blot analysis of testicular tumors. lane 1; patient 11 (seminoma), lane 2;
patient 17 (Embryonal carcinoma; EC), lane 3, 4; normal testicular tissues.
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Patient No.12 |
g(seminoma) |

Fig. 16. Immunohistochemical staining of Aggrus protein in testicular tumors. Testicular
tumor specimens were stained with an anti-human Aggrus polyclonal antibody (TT679). Then
the specimens were further developed using the DAKO CSA System. Seminoma tissues from
patients 11 (A) and 12 (B) and embryonal carcinoma tissues from patients 17 (C) and 18 (D).
Bars, 10um.
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Fig. 17. Immunohistochemical staining of Aggrus, Proxl, AFP and HCG in seminomas.
Seminoma specimens of patient 11 were stained with an anti-human Aggrus antibody (TT679,
A), an anti-HCG antibody (B) and an anti-AFP antibody (C). Then the specimens were further
developed using the DAKO EnVision System. Bars, 10um.
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Fig. 18. Increased aggrus mRNA expression in squamous cell carcinoma of lung. The relative
aggrus mRNA expression level in the each dot was normalized by measuring radioactivity of
each dot after hybridization with 32P-labeled ubiquitin cDNA in Cancer Profiling Array. The
T/N ratio was calculated by dividing the normalized radioactivity of tumor samples with that

of normal tissues in individual patients. Horizontal columns; average of T/N ratio in either AC
or SCC.
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Fig. 19. Quantitative analysis of aggrus transcripts in lung squamous cell carcinoma
and corresponding normal tissues by real-time PCR. The first-strand cDNA samples
derived from tumorigenic and corresponding normal tissues of patients 3, 20 and 21
were used as templates for real-time PCR. The respective expression levels of aggrus

were normalized to that of the S-actin transcript. aggrus/p-actin; aggrus mRNA/B-actin
mRNA ratio.
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Fig. 20. Aggrus protein was expressed strongly in squamous cell carcinoma (SCC) of
the lung. Immunostaining was done by TT679 (A, B, C) or BA17 (D, E, F) with a
DAKO CSA System. Squamous cell carcinoma from patient 31 (A, D), squamous cell
carcinoma from patient 42 (B, E) and adenocarcinoma from patient 35 (C, F). Bars,

10gm.

42



>

Fig. 21. Expression of aggrus in the SCC cell line. A, Quantitative analysis of aggrus
transcripts in lung cancer cell lines by real-time PCR. aggrus/p-actin; aggrus
mRNA/B-actin mRNA ratio. B, Detection of Aggrus protein in NCI-H226 cells by
flow cytometry. Cells were treated with anti-Aggrus antibody or normal mouse IgG
(NMIgG). C, Platelet-aggregating activity was estimated by incubating NCI-H226
cells with mouse PRP, and examined by light microscopy. Bars, 10um.
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R

EOMITHEBICHEWT, Bl S/ MUOMEERNERRERHZRZLTHWE I E
WHSNTVWSH, Bl Lo m/MUBRKE TEEIESNTHWER >, RTADFKRTIE.
Tsuruo SiIZ& > THIYL EN/z NL-17 #ildan 5 Aggrus WREAIN, TOEBRE < OFKHE
&> T, Aggrus 2% U A DM/IMREEE SEBICBH D Z EAVRENTE

AMETIE. B 1 5T, /MUEERKNT Aggrus o2 O0—Z > IR L. Aggrus
ANIL 3 R 53 EFE F CIUIMREEE 2RI ER T2 & Z/R L, 51T, Aggrus Difi/hMi
BERIETE DR L TH D PLAG domain ZFHIE L7z, 8 2 BT, kA2t MEETOD
Aggrus OFBEZFRIZET A, KinkE. BREFEICT Aggrus BNEREHL TWLH I &N
bholz, HBEEFEICHBTD Aggrus ORBZMBEHNICHANZEIA, B/ —<TITH
RMPIRBELTBD, 22 ) —<DOY—H— &L TOAMREEN RSN, 51T, I
BT3B Aggrus OFRBZHBRICHARILEE A, W EEBEICRREICHEHELTHED,
V- EEOEMBERRICHI LTS Agegrus BIM/MREBSRIEEZFE DI EERLZ, Th5
DOFEEED, B Aggrus bt b OEHIALIC X DI /IMREERIZ, X 5IZIXE O ImfTE
RS ICHERBREZREL TWE 2 EAREBRENT-,

S#%IT. INSOEBICBNT, MiGHNS Aggrus 2T 5 R ZEHEV L. BE<—
H—ELTHETZEEDIZ, BOFFENFEDY -7y LT, HRICKLTTNE
ENEEZTND, 61T, MBS EEDOTEEH L TH % PLAG domain iIZffina
TS O-#EGRIBEEOMEMRITZITD 2 LIk D, /MUBEBEROHEADRO &
50 EBHND, Aggrus @ PLAG domain @ O-#5 & BBEHIIZ S 7 IVEED M N L
TWB ZENREEINTHNB3). Aggrus DI/MIED L T4 —& LT P-selectin %
Siglec MMEfiE L TERZ SN, LML, TNETOERICBNT, TINS5 OEMZ 7
Aggrus KEBT5L0WS F—FRBSNTHRW, Aggrus O/MIEDL T F—%
BRTBHIED, FROKELBHRETH S,
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