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Analysis of the Epitope of an Amyloid-related Molecule,
AM34 Antigen, and Its Clinical Application
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ABSTRACT Antigen corresponding to monoclonal antibody (MoAb) AM34, which had been
generated from the fusion of mouse myeloma cells with splenocytes obtained from a BALB/c¢ mouse
that had been immunized with crude amyloid proteins extracted from the amyloid kidney of a patient
with rheumatoid arthritis, was investigated for ¢DNA cloning by immunoscreening. The amino acid
sequence deduced from the nucleotide sequences was then compared with the previously reported
ones. It was consequently revealed that the amino acid sequence of the antigen reacted with MoAb
AM34 corresponded with the C-terminal site of factor H, which is a complementary co-factor.

Western blot analysis followed by immunoprecipitation with MoAb AM34 or anti-factor H poly-
clonal antibody revealed that each antibody reacted with the same molecule of 150 KD, suggesting
that the AM34 antigen is complement factor H or a very closely related molecule.

Immunohistological analysis with MoAb AM34 revealed that the epitope is located in the amyloid
deposits resulting from secondary amyloidosis, Alzheimer’s disease or Down’s syndrome. It is there-
fore concluded that factor H or factor H-related protein exists in the above-mentioned amyloid tis-

' sues. (Received July 28, 1993 and accepted August 9, 1993)

Key words: Amyloidosis, c¢DNA cloning, Factor H, Factor H-related molecule,
Alzheimer’s disease

1 A VYEICERLT, AREEDTEL. Tibb,
BMREET Irf P2 BEOBHEBL v B LM
TIivA FEEYRLTRBR BET7 il % 7Iied FERYRERE LT, £/ 7 v—FAlik
BRT2EADOEVILY, oS EIN TS, AMM REE LY. Cofifki, FBRE ki, &
ZOHRTTAY A <—fF, £ VEREOMCHE REET7 A F—v207 Insf PEELEBEENY
TAHEET7 Inf FEAY, BEAELLTREINLYD. T, TAvsg4=—FR{EO7 3 oA FEFId R
O REHIEL SEAFEM (amyloid precursor T A I EAHBLE. Thibbh, TAYAL<—TF
protein; APP) L Th & v <27 BO—RTH 5 o7 2 v FWBSTLY, AEAMU e, 70—
ZEMFIBHLAD. bbb, Z0 L EBADER~AYS F PR AM34 S IGHER (AM34 R BEET 5
FEERAWTE 7 e —F L HERIFEL, g EADHA LR TREENS
oA, APP OBgEF, MEHToRIELYRLHEL APFETIE, O AM3M4HEFESTDODNA 7 r—=
TERY. —HEbikbhbhit, JOBENLT 3 Y7 RBATL, BEROBEBAEDO T 3 7 BES & L

i

175



176 KERE « FRIE » SFHE=

fo. Bz AM34 FiE ORI IIENT, WO RE
BB BE YT D CTHRET 5.
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21 ¢cDNAso—=>7
2:1:1 EF/ 7 0—FIik AM34 KU ¢cDNA 51
75—

cDNA7Z7wve—=vZ/70R7 Y —=v27iI2ly, AM34
BEEA~A 7Y F——=% BALB/c = v Al JEREP S %
LTBEBEKE 1/20~1/80 ik H R L THA .
cDNA 514750 -2 1L Tix & FEAFHEDNA
54 7% 9 —(Clontec, USA #HL 1001 b, Lot 2102)
AV,

2:1:2 WBFMFTHRICLBRIY—Z0T

Young ef al DFEP L O ARZ ) —=v 7 wfTiko
fz. T st 5X10* pfu (plaque forming unit) ® A
gt1l cDNA 5 1 73 U — ¥ ¥, KB Y1090 300
ul 2z 37C, 2031 vE 2=+, 6.5mlD
NZ top agarose (NZ 7 3 v 2g, MgSO,+7H,0 0.4
g, agarose 1.4g/200m/l) t{ESH LTNZ agarose
(NZ7 3 v 10g, NaCl 5g, MgSO,-7H,0 2g,
agarose 15g/L) ® 150 mm 7 v — + iz iz, 42°C,
35BEEA vEa— LAk RT 10 mM isopropyl-
thio-g-D-galactoside IPTG) w5 4R LIc=tr
4+ r— AfE (Schleicher & Schuell, Germany) %,
o7 v—rcBEL, EH3TC, 4RE I VEa
~— b L. = b ewaw— X TNT Bk (10 mM
Tris-HCl pH 8.0, 150 mM NacCl, 0.05%
200 &L, UTo®REXITIR 2.

20% BB TNT THRE T oE 7 e v+
7'y, AM34 CEETIBEEER IR 0.1%
TA7 I vMTNT c1050E, 0.1%7 v 7 3 v,
0.1%Nonident P-40 jn TNT T 104 [, X b2
0.1% 747 3 vt TNT T 10 &fd washing L, 7
Y7+ R7 7 E—EEHVEH =V X IgG (Promega,
USA) 1/1,500 8 & HB T 2 [fRG & 27 Ei
o washing #F&# vE L, 5-bromo-4-chloro-3-in-
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2:2 ¢DNA 20— DIEEEFIDRE

2:2:1 cDNA ®ENY

A7 V==V I CEETHTod 77 =P mr—V
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IRU e, i b KEE Y1090 12 2-1-2 L AR NZ
Frv—trERVT, L5, 000ED7 > -7
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F— 7 RFRLE. Chicl0ml o SMEK (0.1M
NaCl/10 mM MgSO, * 7TH,0/50 mM Tris-HCI pH
7.5/0.1% gelatin) %inz T4°C, 12 RSB EREK
ZEIRL, 6,000 HEs 10 4EO L T EERSE. &
7 DNase 8 O RNase % BE 2 ug/ml iz
T 37C, 30 ZiEmiE#%, 5M NaCl% 1/5%, 50%
polyethylene glycol % 1/5 &+ om0z, JKeic 1 KRS
BE L. o 10,000 EE 20 - EEO L CERT
iz, 10%SDS12.5xl, 0.5M EDTA 5/, RNase
(A0 mg/mi) 1l i1 % 65C, 155HEMEL, 7=
J—=n/r7eaz L aiiHE 2 BT, =4 -0
W%, 20! ®10mM  Tris-HCl pH7.8/1 mM
EDTA w#fEL 72,

2:2:2 YF7on0—=rESURIBERBEOER

2:2:1 CEBRIA 77 —oFhD cDNA MR %, 7
5 A 3 F p-Bluescript (Stratagene, USA) 47
sm—=v 7Ll ¥7F27e—-—=v7 Lk cDNAWH
% EcoRI & Hind Il T &EHEALL, HIREBEFEMXE
fEER L 7o,
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(Radio Immuno Protein Assay; RIPA buffer: 10
mM Tris-HCl pH 7.4/1% NP 40/0.1% sodium
deoxycholate/0.1% SDS/0.15M NaCl/1 mM
EDTA/10 ug/ml aprotinin/0.3M PMSF) X b

50%(v/v) suspension & LT EE7 Protein G

Sepharose ® (Pharmacia, Sweden) 50 ¢/ » in z,
4T T 24 BRIETIREB S8, ZOBWEE 2,000Xg, 5
SREEIL IR, Tof B Ernthe s 7w —
F AP AM3410 g, A Y 2 v —F i H BRFHE
(sheep anti-human factor H; THE BINDING
SITE, England) 1.5ul, 18 EHEE/ 7 v —F ¥
HETB-1Y10 ug, HA VI BEAE/ 7 v —F AP
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P 22C11Y 5 ug N2 BH, 4C, 1 BREHRE L. *
D RIPA-buffer o B X872 50% (v/v) Protein
G Sepharose 50 u! # &£ BFEEEBBERCMZ, 4CIc
TI1REEFRE IR, COBEKE2,000xg, 14
MR, EEEEDERE, 77z RIPA-buffer 1T
B, 2,000Xg, 15HERLT S ETlIEOES S
L, ZhZ5E#IELL.

2+3+2 sodium dodecylsulfate polyacryl amide

gel BEKE) (SDS-PAGE) RUTI TR >
70w hEIC & BHRET

Imai et al'® OPECHEEL, 8~16% SDS-PAGE
mini ¥4 (EEMF) #AVWEE L. 2:3-1 DRE
W% 2X v T3y 7 7 — (20% glycerol/10%
2-mercaptoethanol/6% SDS/130 mM Tris-HC],
pH 6. WAL, 5 HMEHT 2 Z L chBrEaHE
SRLIHE, 2,000Xg, 15HEEIE, £0LE 3B
ul % SDS-PAGE 1= T BB, EILW ORI
THrrlbh=twrrre—2[E (pore size 0.45 pym,
Schleicher & Schull, Germany)~E:F L, FEEZEHk
BEEBCTHRERY®RE L. nF 3R HosiEr
AM34, L HRWTHME, TB-1 ThFR CIiEEES
Bl v AR 1T#HELT, 1R E LTAM34Q0
ug/mb), FTHERFHEK1Y% BSA-PBS =T 1,000 f&
ZH, TB-1Q0ug/mD Kbz tr—A kL
To 22C11 A0 ug/mD) #FThFRRIEER, T0HE
QWFUEE LTt o & —CEH YV FHH~ T R
B 7 » 7Y v (DAKO, Denmark), HIU=ar++
vE—EYEHEv e v oRESTe S v
(CHEMICON, USA) &R L.
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2+4-1 HBEEAEL

1967 F~1993 F % CifTh Bl - Tk LB
MR 38 EES, MEBITF AR IL, MBI
NRTCh~ ) VEEOHMB AR L. WFILEREE
BECIESREEBEHEBHS T I vl F—ox 12 EH,
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HIREZIHIET 570 R IEE vy FELGIE,
FO% 1AL LTE /7 v — 5 A4k AM34, &
B TB-1 #FIGERk. 2kFABE LTt
F—¥EBE v FH~v 2G5k 7 =7 ) v (DAKO,
Denmark) %G X%, FE 12k 3-3-diaminoben-
zidine (BIHALE) B\, 1% AFA 7YV —ViZk b
&%é %ﬁ T oo,
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3.1 AM34[GEcDNADIO—=>

7 7 v—FHE AM3MY ERIGTAREEE Y&
BFLV_ATHEL»ETHEMT, v FRAREE
Agtll ¢cDNA 5 4 75 V) — & MoAb AM34 %\ T
RIFER7 ) —=V 7 &fTlole. ABIORZ ) —=v )
BIFCER 3l OBt 7 v — v 2157

By v —v %75 R 3 F p-Bluescript K% 77 v —
=7 U, HIEREESE EcoR I %X U8 Hind 1T A\
TZEMEMET 2, FIRBERENOER LT - k.
BN oOBEH 7 v —vik, ZEHEAKAFEN0.35kb+
1.25kbD527m—>, 0.35kb+0.9kbD227r—v,
0.35kb+0.75kb @ 24 7 v —v D 3 By hni-(Fig.
1.
3.2 AM34 4SO — 2 DIEREFINRE

3 1 TcESNIEME 7 v —vd, & EcoRI- Hind
2 EEAED S & AV, Fig. 1 odhicRd
No. 1~No. 10 DERIC W CTHEREEFIORERTT oo

AH36 1.25 kb HindIII 0.35 kb
AA
No.1 = ».No.2
-
No.3
0.9 kb HindIII 0.35 kb

A2 *AAA

NoS‘—

No.4
No.6
0.75 kb HindHI 0.35kb
A#5 *QAA
No.8 —»
N0.7 - -
No.9 No.10

Fig. 1 Restriction enzyme maps of immunoscreening
positive clones. Representative clones 1#36,
A#2 and A#5 are shown in the figure. The
sizes of these clones digested with EcoR 1 and
Hind III are 0.35kb+1.25kb, 0.35kb+0.9 kb
and 0.35kb+0.75kb, respectively. Under-
lines with arrow heads (from No. 1 to No. 10)
indicate the regions where the nucleotide
sequences were determined.
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10 20 30 40 50
CATGGGACTA AATTGAGTTA TACTTGTGAG GGTGGTTTCA GGATATCTGA
60 70 80 90 100
AGAAAATGAA ACAACATGCT ACATGGGAAR ATGGAGTTCT CCACCTCAGT
110 120 130 140 150
GTGAAGGCCT TCCTTGTAAA TCTCCACCTG ATATTTCTCA TGGTGTTGTA
160 170 180 190 200
GCTCACATGT CAGACAGTTA TCAGTATGGA GAAGAARGTTA CGTACAAATG
210 220 230 240 250
TTTTGAAGGT TTTGGAATTG ATGGGCCTGC AATTGCAAAA TGCTTAGGAG
260 270 280 290 300
APAAATGGTC TCACCCTCCA TCATGCATAA AAACAGATTG TCTCAGTTTA
310 320 330 340 350
CCTAGCTTTG AAAATGCCAT ACCCATGGGA GAGAAGAAGG ATGTGTATAA
360 370 380 390 400
GGCGGGTGAG CAAGTGACTT ACACTTGTGC AACATATTAC AAAATGGATG
410 420 430 440 450
GAGCCAGTAA TGTAACATGC ATTAATAGCA GATGGACAGG AAGGCNNNNN
460 470 480 4%0 500

610 620 630 640 650
NNHNNNNNNN NNNNNNNNHN NNCTCAARTGC AARAGATTCTA CAGGAAAATG
660 670 680 630 700
TGGGCCCCCT CCACCTATTG ACAATGGGGA CATTACTTCA TTCCCGTTGT
710 720 730 740 750
CAGTATATGC TCCAGCTTCA TCAGTTGAGT ACCARTGCCA GAACTTGTAT
770 780 790 800
CAACTTGAGG GTAACAAGCG AATAACATGT AGRAATGGAC AATGGTCAGA
810 820 830 840 850
ACCACCAAAA TGCTTACATC CGTGTGTAAT ATCCCGAGAA ATTATGGAAA
860 870 B8O 8590 900
ATTATAACAT AGCATTAAGG TGGACAGCCA AACAGAAGCT TTATTCGAGA
910 920 930 340 950
ACAGGTGAAT CAGTTGAATT TGTGTGTAAA CGGGGATATC GTCTTTCATC
960 970 980 990 1000
ACGTTCTCAC ACATTGCGAA CAACATGTTG GGATGGGAAA CTGGAGTATC
1010 1020 1030 1040 1050
CAACTTGTGC ARAAAGATAG AATCAATCAT AAAGTGCACA CCTTTATTCA
1060 1070 1080 1080 1100
GAACTTTAGT ATTAAATCAG TTCTCAATTT CATTTTTTAT GTATTGTTTT
1110 1120 1130 1140 1150
ACTCCTTTTT ATTCATACGT ARAATTTIGG ATTAATTTGT GAAAATGTAA
1160 1170 1180 1190 1200
TTATAAGCTG AGACCGGTGG CTCTCTTCTT AAAAGCACCA TATTAAATCC

1210 1220 1230

CTA

Fig. 2 The nucleotide sequence of AMS34 positive
clone A#2. 2#2 has 1228 base pairs. N indi-
cates the nucleotides which were not sequen-
ced, in this study.

7o, REGIELT, 7r—v A2 OWTREZI NI
EHEEF], BIOZ v—v 1#5 O No. 7 DFEBOEE
Bl %N %< Fig. 2 1IR3, #0RER, 7 e—v A#2
Zkits 5 Al 445bp, 3 LYY I 606 bp D¥EHE S
DB E o,
3:3 AM3M4 GBS O— BRSO REQOS—H—
.?.

BEINICEERTR X OEERSIL DTN D
7 i/ BRESIOWE Y, BROBERINKS I 07 7
BEECFI &, 2:2+4 R U HEECHB Lic. AM34 Btk
7e—VERCTREZINCEREZISLIOT 3 VB
EeFliE, e bEAEZROHBEFCLLIHRFOL DL
1EE (17 3 78 2BRVvWi5seie—H Lk, 1,
7 v —v A2 CHEEARTIRRETH ~7eDiE, 177bp
ThHZENALMI - (Fig.2). HERFE—%
LCuwizhrotedid, Fig. 2 @ Nucleotide No. 132(H
RF D No. 288D @ 1183 (G-T) thbh, 73 /B

FLREERE

HBuman Factor B

1
Codon No. 1

899 1040 1099 123:

Fig. 3 Schematic representation of human factor H
protein and corresponding region of clone A#
2. The regions of factor H identical with
clone A#2 are indicated with shading. Codon
No. of factor H are also shown below the
scheme. Codon No.936 of factor H is
different from that in clone A#2(E—D).

3 (E; Glu—D; Asp) ~DOELTH 7. AM3M4E
Hre—viHRETE—FKL T ES % Fig. 3 1R
4. AMMHFED=v } — 7%, BEHEAESTHS
HETO CERHE H OWA/hH D 2 LR REE
i,
34 AM34MROREFHIRET

AM34 iR  WHAREEAHET & OBEEL IS
CRET 570, REFMES AR, Tihbb
IERFRIE, Fhrh MoAb AM34 HA\ 3 H B
FHikring, HRERESSLHERRELYY Y 1 E
LTHV, SDS-PAGE+Y =22 v 7 ry b EERfTRo
7z. Figda R+ X5K, ThZh1KRIELLT
MoAb AM34 (lanel, 2), » 5\ ixHFLHEFHE
(lane 4, S)HPULER® B E, WTFhOWEBEHE > AV
7BEwd, 150 KD OfECRIGE/R L. —J5 lane
38 Lk Wlane 6 RT X 51T, Bl A EH MoAb TB-1
TR XS EHE T, MoAb AM34 & X O*
HHERTFHECTR LRI ERE b ok, lane 8,
91T X 51, MoAb AM34 b A\ ixH HRFHiK
CTRETE X, TB-1 L RISXRTH AV ik
Brhled -t )5, MoAb TB-1 THRENGEX€
Y xAE V7 ry FERTMoAb TB-1 & KIGERT:
B4 (lane 7), 33X U MoAb 22C11 i THhREITE X €
MoAb 22C11 & ZJ& & #7544 (lane 10) %, 100 KD
BRI WE APP & Bbh ARSEH & hiz, L
L, WThoB4cd 150 KD DBkt inhiRl s &
WS T o T

FHE LR UEBREYER L. Fig 4b 38
H, MoAb AM34 CTHREWNE X 2-HKE Jane 3 B X
06), H5VEHHEFRECRELRE I BIHE
(lane 4 B I O'5), ThFhEv=RFZv 7 vy MEIZ
BT, MoAb AM 34 B A\ idft H BTk & KIG
BRBEEIE, WThR T 150 KD Off B st
FRMHZRTX . —7, MoAb TB-1 T H
FHanel 33X 0"t LTz, MoAb AM34, #i H
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Fig. 4a SDS-PAGE (8-16% gel) and western blot analysis of antigens recognized by MoAb AM34 (lanes 1-3),
anti-factor H polyclonal antibody (a-FH)(lanes 4-6), anti-8 MoAb TB-1 (lanes 7-9) and anti-g
MoAb 22C11 (lane 10). Normal human serum was immunoprecipitated by MoAb AM34 (lanes 1, 4,
9), a-FH (lanes 2, 5, 8), TB-1 (lanes 3, 6, 7) and 22C11 (lane 10), before performing SDS-PAGE and
western blotting. The large arrows indicate the 150 KD molecule protein. The small arrow indicates a
protein of just under 100 KD which is a secretory amyloid precursor protein (SAPP) of g-protein.

EFPEE S ICRIEERRE - e

3.5 FFE7IOLA FLEERBICHITZ AMM AL
=T DB
204 1 IR LICATET 3 mA K=o 2 RIEFDT 3
" A FIRESSIcoT, MoAb AM34 ot %,
RS A F o X —EERHGTHES L, MoAb TB-
1DFREHEL T Tablel ic—#E L7, FORERE
AM34 HiFE L, BERMT I m A4 F— o RERICED T
FEHEBECHETHI L, BT ALY 1 < —JFE
IO Y VEEDRMERIC SRR O b TEFICFET
5T ERBEBLMTENI. —F, MoAb TB-1 THKH
IND BEATHREET $ A F — > AEFIIIED
b (Fig.5), 7Y 4 <=—@EB L0 v ViE
FR ST 7.

AMB FURIIERET 3 v A F—v 255 ITES
BIzfE> 7 3 v F—v RCIFREHERT, b1
g e ot AN ) e BIEMT S m 4 K — v ARRRHEY § 5 4 F > Ak
tor H polyclonal antibody (a FI)(lanes 4y gy xniom o e, $iebn, AMS MR AAE
e o e ated 135 X 0§ R E ORI —B L fe 2 = — 2 e
by MoAb AM34 (lanes 3, 6), a-FH (lanes 2, BRTIENE LN E ot L, BEHkbB L
5) and anti-8 MoAb TB-1 (lanes 1, 4). o AM34 R DBEER, 749 A ~— B L OF S

Large arrows indicate the 150 KD molecule ‘ i
protein. VIEDBEMOEAI, 7 v N7 VvFEFAF T

5 6 laeNo.
FH
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Table 1 Reactivity of the Monoclonal Antibody AM34 and TB-1 with Tissues of Various Types
of Amyloidosis detected by Immunoperoxidase Staining

Clinical Type.of Case Tissue Reactivity
Feature Amyloid Protein No. AMS34 TB-1

Secondary AA 1 kidney + —
Amyloidosis 2 thyroid gland + -
kidney + -
3 intestine + —
4 liver + —
5 kidney + -
6 synovium + -

7 kidney +

8 heart +
9 rectum + -
10 kidney + -
Alzheimer’s [-protein 1 brain + +
Disease 12 brain + +
13 brain + +
14 brain + +
15 brain + +
16 brain + =+
17 brain + +
18 brain + +
Down’s B-protein 19 brain + +
Disease 20 brain + +
Primary or ALGe) 21 liver — -
Myeloma spleen - -
associated heart — —
Amyloidosis 22 colon - -
AL 23 tongue — -
24 colon =+ -
25 lung - —
26 tongue - -
ALCunknown) 27 spleen — —
28 kidney — -
spleen + —
29 liver — —
kidney - —
30 liver - —
31 liver — —
spleen — —
32 liver — —
Familial AF 33 spleen — —
Amyloid 34 intestine — —
Polyneuropathy 35 intestine - —
Localized AE 36 pancreas — -
Amyloid 37 lymph node — -

Skin Amyloid AD 38 skin - —
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Staining pattern in the rec-
tal tissues of a patient with
secondary amyloidosis
with MoAb against AA-
protein (anti-AA  MoAb),
MoAb AM 34 and anti-f#
MoAb TB-1. Amyloid
deposits were stained with
anti-AA MoAb (a).
They were stained
differently with MoAb
AM34 (b). They were
not stained with anti-g
MoAb TB-1. (X100)
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Fig. 6 Staining pattern in the tissues of Alzheimer’s disease brain with MoAb AMS34 and anti-3 MoAb TB-1.
Senile plaques (a, ¢) and amyloid angiopathy (b, d) were stained with MoAb AM34 (¢, d) or MoAb
TB-1 (a, b). (x100)

Fig. 7 Staining pattern in the tissues of Down’s syndrome brain with MoAb AM34 and anti-g MoAb TB-1.
Senile plaques (a, ¢) and amyloid angiopathy (b, d) were stained with MoAb AM34 (¢, d) or MoAb
TB-1 (a, b). (X100)
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BT L EEADRTE L IFFITEML T\ 7=(Fig. 6, 7.
4 % =

BB Y v~ F BT HEHHT I v F -
ABEERBT L ORELCET $ v 1 VEALRER
LT, FBI L=/ 7 v —F AHiHE AM34 OXIEH
FEcDNA %, &Ry ) — =V /Bl - TREL, *
D7 3V BEIEEROEOBEOTh LK L. £
DFER, AMAHILHRS T3, MaHEEsHE
FoCREMo7 s »BESIE, 1EO7 I 2 Bihk
WT—F L7, 2T MoAb AM34 3 X O HEF#
HEHCT, RENEERECX D, WIBHES TOER
FILIERT L. ZO8E, MoAb AM34 it v
Bl eaFd, HETFHRELIREGL, iHR
FHARIC L D BRI L 720 T MoAb AM34 & K6
LicZ &2vh, M AR—DFFRRELTW5TE
BEMEAVR E N, TDOHFIH A1 R 150KD thy, H
Afothe—HULk LlkXb, AM34HRESF
HETF:RA—, HEFO—%5 (CKRKMAD &R—
THDHI ENELTBE T

TInAN—-vREFEEREOBEEEOWTIE, 7
NI A= —JWEDOT I w4 FILESRZIZC3, C488
BEINZ'Y L OREND D OHT, FFMLREIZE
T, HRFEIFHERISOFETEELE > EA
THh, COhrEELT, [RFEEdie, ZhENFE
3% EEhC 5. LOMEERS N KB 5
TERHBLTLARWID R 7 A FikE s OBE
HRIhE CIBER AL T.

B, HETFrBIE LS5 FO cDNA » 3 RS
ENT\v5%., #1, HBRETFEEZEF D alternative
splicing B#ic X v B b hi&E2 bR T\v-5 1.8kb
mMRNA X535 EE 255 cDNA TH 5, &
21%, H36-1 &vbhT-% cDNA ¢, H BRFEETF
LERIPEERTHEHRTH D, 1.4kb mRNA &R
T8 CpLGFO7 3 2 BEFIEH BT C Kkl
& homology 2@ <, PFURMIZ H BT LELL T
5. ZOSFOVARE42KD BXO37TKD L3hT
VB, B3k, EED2EEEIELRD, HFHAX
DRI Q9KD 8 L 24 KD) HHE = — FF
% DDESK 59 & ®Mi¥n s cDNA 2 R& 2T 520,
ZD5T 4 B 2 & L E\ > homology 28 LTkh, H
HATHEERET 77> 3V —ThH I LAHELMCEN
T 5.

F a2 higie, MoAb AM34 2%, 7 3 =4 FHiH
HEPC 45 3 X042 KD 05 F94 ROFLUE & b 1S

7 Iimg VEES T AMM R =t — F O LBRKIGH 183

T5HZERHEED LTEL, ZoEEIZMoAb AM34
2, HEFUACHKRFHEEEET 7730 —D—
8, iz H36-1 cDNA EWicd L R ERIG L TW AR
BEMATRBT AT RS Ly, S0y, S5
LIKRETRERBETHH 5.

Wiz AM3B4 FR OBBS A ARE Licsd, TR+
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ISLER, 2) HRTEERANTEL LB, &
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