(& =)

] fmzk iy CEA 35 % of "1 8284351 CA199 £ 2 e —F v
Yiftkh 25w AIMACIS-) # itz 4 20 v v F 557 4D
R IR AR ET

— % L ARRBRERRE —
e REANY  FHERER! BN A1 =B 2R
kA MERT EHR B dEFRZEY &E AR
b fEWS M BS & REES wiE B
Hil #RT gk RET O KA ERY PR ER

By DUE#HT CEA = /) 7 v — A4tk F@b): 3 L U 18U $E#HT CA19-9 £ 7 v —F AHifk F(ab)e
OH 77V (AMACIS-DICE 34 L) Vv F 557 4 OEFRIER 2 RS, T0REMS X UERNERE
PRSI L. w4, IMACIS-l A L) Yo F 757 4 2RfT LI 6 ligx 35 Bl 0 EHEEFBRETHS.
IMACIS-1 5/ %00 %, E, KR, MPREKCREEOEIED bk hofz. Eio, MREFIR
HEFR, FRAR, MiRELFREFRICEVW TS IMACIS-1 #5%ICEER LR L 2 2 ZLiFERH bz
o7z, IMACIS-1 5% IgG, IgM t i~y 2bifkB L otnd IgE 0 FEDO LRI AR bR iRho T,
Wik = L DHIE & 3 U E SRS RIT 31/35 89%), RHLBIBMERIZ 39/53 (714%) Thote. RBEE
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BRIEAZIFALED b »o 7. BLEXRD,
RAntEsE el L.

L T LC®IC
BEIEEE O DH LTRIRIBEOEEOFEER
BoO—o2TH Y, BEVHEFCEWTES L ORF
FHEIFEOHEEZ D L LTAKOBHZEITTY

P HERFESIEEEHE
2 A TERRE S E

3 B HR LB SARED
f @<y 7L rERKEEEAE
5 Eil HEHRE

© BB R
" E A RB R
© D
O HERSL A v 5 — b
2 04 11 A 27 B
BT 2E 1A 20
FURIRR 2 - MR THTARRORT 3-39-22 (@ 371)
REXPESHNESHE
Ak B A

IMACIS-1 i2X B34 L) Vv F 57413,

BEPOH

%. BEFEGZEOFERT L BEESE R &
B LT 3EE VT 757 013, BERMCEE
iEEERE-oTW3. BEEFY YT/ 774/
BUH L UTERIICELERLTWY 3 0 iF Ga
yTUEETHY, BV UV AEEIULDELTE
B BENREERES hTWwaD, Lal, 9Ga 7
TUBICLBZVUF ST T 4 IRER L OERIN
HgETH 5z LR, HILBRE T 2EERS
Bwz bk, BEY VT 7T 7 1 AREEESE
BrLTsFLbEESRLoTREY. Zhic
*U, EBEEGEICRT 2 k& AT
BRLTAVWSAL I VYU F I 77413, BB
EMOECENTFETHZZ LKL H, &
SICEMEED I A VRIS O R B REER
FELLTEEESATWS?, Z ki Kohler and
Milstein 12 & 0 & 7 7 v —F MVFETERIE S RS
Shi=0z iz, 1LY vFr57 010815
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HRBEIIYV—EBEE->TWVS. 20X ) ZEHRD
Tiz, 19854 9 B > K% Chatal & 75 f .l
L 7z 9, International Research Group for Im-
munoscintigraphy and Immunotherapy (IRIST) %3
BRELZ. bMETYH IRIST & o EFHFZED—
R LT, 130 T CEA, 1 CA19-9 £ 7~
B —F Yk 7 7 v AMACIS-1) itk 54 &/
YUF U574 DEREHICETAHESED L
N, ZopRIcESE, 198745 X V104
T, 6 MR (BERYE <) 7o rER
R%¥, BREERP, BERMYPAEV S —, EH
SEEIRERE, RERRE) Ic B T ARAID F I
BRVER SN, SEITRRO REE b & i
IMACIS-1 DA L7 v F 75 7 4 ABGHEESE
fh e LToREMR X UBERMRNERIC - &,
EToBRERLMARET 3.

II. HEBSLUHR

1) HstEEEmA

IMACIS-1 13, 131 f@i#f#i CEA £ & U #f CA
199 /v —F1HE&O B IFNVTHB.
DOHERRARSME B4 CEA £ ) 7 v —F Ak F
(ab’)2 1 mg, BU-{ CA 19-9 = 7 v —F ¥k
F(ab)2 Img, b MIET V7 I > Img, V VEEE
&k (pH 7.0) 0.15M NaCl iz 2ml Tdb Y, ik
HEEix 111 MBq B mCi) Td 5. #dHLEAH
EEx 95% LLE, BUH{CA19-9 /) 7y m—F
Hifk F(ab)z o g iEtkx 709 DLk, 131 41
CEA %/ 7 v —F A$ifk F(ab): o gt
609 LEicHiRFah Tna.

2) ALIOVUFTS5T1DRERE

1ERE 13 o FRIRER E vy 7 75 BT
av{kry 600mg/H % IMACIS-1 #5 3 HAT
X v 10F RIARE IR &, EREN2 BRERMAI
iR 12 THIE L 7z IMACIS-1 111 MBq (3mCi) %
A4 100ml IZFERL, 3090130 -< ) A
L7, IMACIS-1 528, BT XL
F—Hayr—2ErEdHziAX—fHay 21—
FEEZE LTI 25AVT, 28&kEx

BREWEZEMNLETIHMO ARy MrERB L.

27 % 4 & (1990)

ARy MEOEIGIZ Yo TR, EEShHErT
INF—t—2 364KeV, =¥ — 4L Ky
8 £2000 LANICERREL, #ERRER 5~30 5T
300K #o v b EDERZFRRIE Lz, ARy
MEHR G OE T — R AJRERRY = v 2 —
BRAN LIz, AL v F 557 4 RGBHBLE
IR 9mTe @ik T ATy, 7FURR
BB\ DTPA 75 & o i EESR L 25 L,
RERER D 2 R v MREEZHEGR LU CRE © REHRER
ITSL T, 2Ey MEDA 2 =T A4 Zi3ARY)
TZ44E, KU 6 4EORE S L L.
a2 v Ea—2 ANEBRIE, I FT R MEFLE
WY T — 2 % X7 4 v s BICRIR LK.
3) weHOBET
AHIOREME T+ 2 BT TRROEA 1L
WTHRE L7z, 723, IMACIS-1 #5351 0 41k
EfEDOZEALIZ, paired t test ICTHEELZREL
7es

(1) —RXERIRETR

IMACIS-1 #5.5{12305 AN O iRSE, A&,
E, MREOBEBELx.

(2) —RRMRIRZERT R

ZAFE 5-RT48RE AT 3 & UG- 12485 [HIRN 2
C/RfEkEk, Hb, Ht, fimskik, foMiik, A
RO 2 JUE L7z,

() MmEAELFERERR

A K B 48R R4 3 X U512 48BF IR
CHREH, Raviye—, REY L E Y,
GOT, GPT, ALP, LDH, Na, Cl, K, BUN 3 X ¢
s V7 F=vEHIEL, IMACIS-1 52k 3%
{fbx a7,

@ RPTR

AFI G488 AT 3B X U 55485 AT
DREHA, R, ety =5y, BORES
JURIEZE LE LR RET L.

(5) t b= v 2HE (HAMA) 35310 IgE o

|4

AR BRI, =5 T~14 HERBX VS 15
Do fif HAMA $ifk (I8G, IgM) B XUt IgE
DELEHRE L7z, HAMA o #IE T ELISA 9
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ZX VATV, HEME, 492 nm OURRE TERF
(1

IgE 3, TMITSUILII % v + % fiv EIA (5T
HIE L.

4 Mmpr U7 REKLVRPHEE
IMACIS-1 #E5# oM 7 V75 v 2B LR
FHERZ R L. ps V) 75 Rz, &E
ERE D 96 REHI % T BREAYIC BRI U 7 #ARIL
Iml Fo Mg voaABly v FL—va A
v THIEL, BEEHROKNEEL 1000, &3
ZHA%t A v v b ORI E LTRD 2. R
PeittRiz, AAEEHR 24T LI 4~7 A
JRU, RHEBEHERE R .

5) BEREYERMEORET

() FhZEOBEHEICL 2HE

HRARE D A TS X OB~ 0 £ &
v rF s A bETHELR. 5@%%%@ H
Wiy, Mwik="—n, B\, i B, B BEE2H
%L,ﬁﬁﬁaﬂu.,:——®4&%15ﬁb
Pz, L, EEBOTFEESHL AN, HE
MHERAN LTz, JRBE~ O R L BT & RIER
2, s - OABRETIEL. SHICE
WO, oERSHETR, FHPTRZ L0
WE MA - RAEFHEL H (AL 2 k), +
(BELLEM), £ (B2, — FHALH
TR @ 4 BRETITY, b TREUE
PSR & I S R R & R & L.
BREROYIEZHEE L, EFREERS X OYE
BAGER LY R 7.

Q) ZELTBITBHE

RBRBMEMER» L1TAOFHEY —RIZA&L,
VUF T ADEEEIToN. AV Y FNVRE Y
M ERRIZ, BOICEKRERZ LOYE (A ¥
) BTV, BEWTHEMEROEYED b HRERKR
BXUOAHEROHEL MW= LT, BEMELIT
-7z (B HE). HIEFAWE Lz #, +, &,
— DABRMETIMEL H, + 2Bk £, — 2B
ML L. SRR, Kok S ic&E L. &
BEY, B ALV rF I 74 ERRBRD
»HoEMI 4, I FHREERO L WERS 4,

II # : BERLSLOFESR 3 40 3 B HHL,
BEOFRE OBLES BN L LA Z B,
Btk & LSt BB B i 7 i WAL & B
PEE L, REMNCHEERERD . 8, BT
Wiz v, FEFZ IR L7 BREER O SR I BRS
L. FEBIOFHATRIC, BEESLIUER
HOHIEREFZ LicfTolc. B3, OKe
HIZRIER L, OQRLEICHED Y, @FEHIC
SO TRIED Y O3B TIMEL, FAMKS,
Q&bOTHMA, OFH, OCFR, @EbH
LLExhw, OFAEL Lo S EETIEL .
6) ¥ &R
BRBMO6BRICE VT, EEEOFELE
BENISEFERR L Lic. REEBARE,
FifiE O {7, KA% - R 8 7, BT B, FEE3
B, TE®E3IF, BFE-EEE2H, Zof3F
Thb. REARITSIFET, NFRITEREE 2T,
EBHS, Efﬁ%%lrmé ZIRE O BHI,
FIHETR, X CT, BFENE LEEXED
ERZHT, MAfF2E S cX VESh. £
B4R E 0 8T RICAHTMLFH 636 TH Y,
RN BE244, KHENLATH -7,

IIL.  #% -3

1. ReHOKkEH

(1) —AXERARET R

IMACIS-1 £ 5.8 o R{a%k o F# =SD
79.3-12.6 [F]/4y (N=35), 5 # 79.0-12.3
B/ ThY, BEOEIBD ORI,
AR ERT 36.6£0.4°C (N=35) izxfL, #&5
#% 36.6+£0.3°C THEOEEIFBE D bhlzhr ok,
B E: IMACIS-1 #5471 122.4--20.5 mmHg
(N=35), #:E7% 123.8421.6 mmHg, BIEMEix
#+E.#770.7-15.2mmHg, 5.4 70.5+12.8 mmHg
ThY, MR IMACIS-1 #5457 19.1+
4.7 [@/4 (N=35). #E5% 18743 E/HThY,
WFENRLEERBIIED bk s o7z (Table 1),
() —HxMmERER R

IMACIS-1 #5510 MmEkE, Hb, Ht, [
KB & O/ MRE ORI I35 BB FT - 7-.
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Table 1 Results of measuremsnts of vital signs béfore and after the injection of IMACIS-1

N mle:;f]o;:esd me?;;e«l_r-sd P value
Heart rate (/min) 35 79.34+12.6 79.0-12.3 N.S.
Temperature (°C) 35 36.6+ 0.4 36.6+ 0.3 N.S.
Systolic B.P (mmHg) 35 122.44-20.5 123.8+21.6 N.S.
Diastolic B.P (mmHg) 35 70.7+£15.2 70.5+12.8 N.S.
Respiratory rates (/min) 35 19.14+ 4.7 18.7+ 43 N.S.

B.P: blood pressure N.S.: not significant

Table 2 Results of routine hematologic measurements before and after the injection of IMACIS-1

before after

N mean+sd mean +sd P value
RBC (10¢/mm3) 35 362.8+54.1 359.9+57.6 N.S.
WBC (103/mm3) 35 79+ 49 7.4+ 4.8 N.S.
Hb (g/d]) 35 10.8+ 1.7 10.8+ 1.6 N.S.
Ht (%) 35 327+ 5.4 32,6+ 5.0 N.S.
Plateletes (103/mm?3) 35 274.4+119.3 247.3+£82.2 N.S.

Table 3 Results of differential counts of leukocytes before and after the injection of IMACIS-1

N m?:rt;oier me:;ti"]te:‘r sd P value
Neurophils (%) 33 73.04+13.3 70.7+15.7 N.S.
Lymphocytes (%) 33 16.9+11.0 18.2+129 N.S.
Monocytes (%) 33 534+ 23 59+ 4.5 N.S.
Eosionophils (%) 33 294 3.0 3.0+ 2.7 N.S.
Basophils (%) 33 0.5+ 0.7 0 7+ 0.7 N.S.

FEkE o IMACIS-1 #EaOFE +SD 13,
362.8--54.1 (104/mm3), #Z54% 359.9157.6 (10%/
mm?3), BfEREzEER 7.944.9 (103/mm?3), #&
E4% 7.4+4.8 (103/mm3), Hb 13# 547 10.8+1.7
(g/dl), #E4 10.8-1.6 (g/dl), Ht 133 5T 32.7
+5.4 (%), #®&E# 32.6£5.0 (%) MR,
IMACIS-1 #5537 274.42119.3 (103/mm3), £k
#% 247.3482.2 (103/mm3) T&H Y, WFh bt
ZHICEBEOEIIIED bl o7z (Table 2),
IMACIS-1 #5#1#% 0 QMRS E L FEO L
FE» LAY (N=33), {F IR i3 #& 571 73.0+
13.3 %, #BE%T0.7L157%, Vv 3Rz REN
16.9-11.0%, #E4 18.2112.9%, Bk ERN
531+23Y%, BE#% 5.9+:4.5%, FEEKE S5
2.9+3.0%, #51% 3.042.7%, [FHEERIIBEH

0.5+£0.7%, #%E1# 0.7L0.79% T& -7z (Table 3).

(3) MR CFERER R
IMACIS-1 570 REHR DY -SD (& 6.5
+0.9g/dl (N=35) T b, #EH% 6408 g/dl
&ﬁﬁwﬁmﬁaanamot WL 27 a—
1z #5841 157.9446.4 mg/dl (N=34), #& 5.4
154.7&58.1mg/dl MEY LE 3 EEERT2.146.7
mg/dl (N=35), #E1% 2.3+7.4 mg/d/, GOT 13#%
5§17 31.7+37.7 U (N=35), #&5% 40.5-66.4 U,
GPT 13# 57 30.2447.4U (N=35), % 51% 36.4
+75.8 U, ALP [3#5 87 339.94£348.1 U (N=35),
#rE1% 402.5+518.0 U, LDH 3, %577 371.6+
214.1 U (N=35), #54% 370.3+:208.4U T& Y,
paired t test DFERETIZWVWTFI L IMACIS-1 &5
X 3 HEEOEILIIED b o7z, IMACIS-
1 #BEHioeE ) L E Uflix, 0~38.6 mg/dl o&i
BiciEso%, 10mg/dl P EoEE (12.1 mg/d],
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Table 4 Results of chemical constituents of blood before and after the injection of IMACIS-1

N before after

mean+sd mean=+sd P value
Total protein (g/d/) 35 6.5+ 09 64+ 0.8 N.S.
Total cholesterol (mg/dl) 34 157.94+ 464 154.74+ 58.1 N.S.
Total bilirubin (mg/d/) 35 21+ 6.7 23+ 74 N.S.
GOT (U) 35 31.7+ 37.7 40.54+ 66.4 N.S.
GPT V) 35 30.2+ 474 364+ 758 N.S.
ALP ((9)) 35 339.94-348.1 402.5+518.0 N.S.
LDH (V) 35 371.6+214.1 370.3+208.4 N.S.
Na (mEq/l) 35 138.54+ 39 137.8+L 4.6 N.S.
Cl (mEq/l) 35 101.5+ 4.7 100.6+ 4.3 N.S.
K (mEq/l) 35 414+ 05 43+ 0.6 N.S.
BUN (mg/dl) 35 1724+ 7.0 19.44 18.1 N.S.
Creatinine (mg/dl) 33 09+ 0.2 1.0+ 0.8 N.S.
38.6mg/dl) ZiR LI ERN 2 BB o7, ZD2 Table 5 Results of screening urinary test and urine

FEFNT 1 AR %0 %5 %R MR 19.6mg/d/, 40.3
mg/dl L7z o7, JREEOETHREEE L LR,
IMACIS-1 #5008 Bizr WL HELE. Fiz,

GOT, GPT i3 IMACIS-1 #E737100U LI k5 -
b DN 2EF B oz, DD b EEMEEEME
o 147 (GOT 160 U, GPT 246 U) Ti#54% &
512 GOT 336 U, GPT 407U Lt L5 L7235, ¥
TEDEITIC X % FIEEMED 8 < IMACIS-1 5.0
BB HELE. 72, IMACIS-1 #53]
GOT, GPT & %12 100U LT T - 7= BEEHA
Mo 1 f &5 %R0 C GOT, GPT L%
2 100U PLE &7 oz, AHILRRED EITICX
DIREFERMS AL L 72 W REME 2350 H o 72 25,

IMACIS-1 #5813 R LYHE L.

IMACIS-1 #% E-#ii o i Na o F¥ £SD &
138.5+3.9 mEq/l (N=35) T& », 5% 137.8
+4.6mEq/l LFEOELETFZ DO P ol

Cl 13 # 537 101.5+4.7 mEq/l (N=35), 5%
100.6+4.3mEq//, K 1355 4.1+0.5mEq//(N=
35), 54 4.3-0.6mEq//, BUN |33 5#717.2+
7.0mg/dl (N=35), #& 5% 19.4+18.1 mg/dl, 7 v
7 F = 13537 0.920.2mg/dl (N=33), 54
1.0+£08mg/dl TH Y, WFhi FEOLEIITER
W B d o 72 (Table 4).

@ R AT R

IMACIS-1 #ZE/i5 & 5 %48 BN 2

microscopy

No. of patients with positive
change/Total No. of patients
2/29 (6.9%)

1/29 (3.4%)

0/29 (0%)
0/29 (0%)
0/28 (0%)

Urinary protein
Urinary glucose
Urobilinogen
Occult blood
Urine microscopy

WMLZROREH, R, vety ) —5Fy, #
MEEB X ORLED STEBIZ W TEMA I
— =+, o dBRETHELR. IMACIS-]
BERNC — ¥/ £ THY, BHH + T
HrHEShENZBEEES Y & L. RE
F29%h 2 i, PREE29GI 1 IR L 2 3B
7= (Table 5).

IMACIS-1 #5444 R E A 2S5 L Lz 2 i 1
Bz, BRRREGICEEREREA0L, BF
M CEESH SRS . ftho 1 FR3REE
DML E - ERFBEIHERTH Y, W
NLBEEZH->TWAAREERD Y, FFLO
HEBERIZAL A TiE Ao 7.

(5) HAMA & X U8 IgE 0%k

IeG HAMA ${A&{fi (OD) ix IMACIS-1 #% 5.3
0.106--0.084 (N=27), #&5.4% 2 SERILLP 0.119+
0.107 (N=25), #1512 2 58 L% 0.096--0.021
(N=8) T& Y (Fig. 1), IgM HAMA #Hififfiiz %
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5 31 0.103+£0.081 (N=27), #5142 @EUA
0.11240.078 (N=25), #E1#% 2 LA 0.091+
0.030 (N=8) TH v, HeEHCHEEOENIZTR
®» BN o7z (Table 6). IgE 3 IMACIS-1 #
5.3 252.1£312.7 U/ml (N=27), #5.% 2 ERILL
P 239.64+319.2 U/ml (N=25), #5442 EEILIE
278.1+6143 U/m/ (N=8) T& VY, HEOEIZ

0.6 1
0.5
0.4

0.3

0.2

OPTICAL DENSITY

0 10 20 30 40 110

DAYS AFTER INJECTION

Fig. 1 Human anti-murine antibody response (IgG).

27 % 4 £ (1990)

W b o7 (Table 7).
2. s V7S UREKVRPHERE
7 V772 ERE LEF166]0 TR
% Fig. 2 IZ7-3. 2V 75 v 2ph#iix, 2 o035
BTl Eh s 2MHEERL, B 1HEORE
#3 7.5 R, G 2 MHOMRENE 354 I T b

100 ¢
} MeanSE
= 16
101~
2nd phase T/ = 35.4 Irs
1 b=
Ist phase T2 = 7.5 rs
1 1 1 L
24 48 12 96 hrs
Fig. 2 Blood clearance curve of IMACIS-i1. Blood

clearance curve consisted of two exponential
components with mean half life of 7.5 hours
and 35.4 hours.

Table 6 Changes of value in serum before and after the injection of IMACIS-1

7-14 days after

more than 2 weeks after

before inj. of IMACIS-1 inj. of IMACIS-1
mean+sd
mean-+sd P value mean+sd P value
IgG (0.D) 0.106+-0.084 0.11940.107 N.S. 0.0964-0.021 N.S.
(n=27) (n=25) (n=38)
IgM (0.D.) 0.103+0.081 0.1124-0.078 N.S. 0.0914-0.030 N.S.
(n=27) (n=25) (n=2Y)

O.D.: Optical density at 495 nm

Table 7 Changes of IgE value in serum before and after the injection of IMACIS-1

7-14 days after

more than 2 weeks after

before inj. of IMACIS-1 inj. of IMACIS-1
mean +sd
mean-+sd P value mean+sd P value
IgE (U/ml) 252.14312.7 239.64+319.2 N.S. 278.1+614.3 N.S.
(n=27) (n=25) (n=38)
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o 7. RPBEEEERIEE 3 B&ICH 509, 6
H#IZHI 75% 125E L 1= (Fig. 3).

3. EBRERMEREOHE

(1) AfEFRoEYEIC X 2HE

AEFREFEAL O HIERER & Table 8 (2777,
AUV TFLREy MRIZEWT, +LE0EFEN
509 DL LD SERI TR b A ERALIE, BEE (9620),
ik 7" — v (67%), B (67%) Tho7c. 2D
EE I (43 %), Bl (43%). BER (2670 ~0

AEFRRIER DR b, EFIBIGER 2 RN
(%)
100
I M#SE
n=5
5=
50
251~
1 1 1 1 1 1 1
1 2 3 4 5 6 7day
Fig. 3 Cumulative urinary excretion curve of

IMACIS-1. Fifty percent of the injected dose
were excreted in the urine by the third day
after injection of IMACIS-1.

355

BUZRT &, B 7/7 (100%), K5 8/8 (100%),
ABEE - ARAEHE 2/2 (1009;), B 3/3 (100%7), fii
6/9 (677, F=¥a 3/3 (10077), = ol 2/3 (67%)

ThhH, EOEFMIEERT 31/3589%) Th
-7z (Table 9). F7zfREIPALANICIE 53 FEH 39
JREVBME L HE S h, R ER2E
T 74% T - 7= (Table 10).

Q) EEAICBIIHE

ik LiE, I, NI B0 REMHERREZ
Table 11 12573, A 2 VU F 5757 4 DEER
Bk bR ) oFE BRI BRI s
LT453Y%, BEIRIE#R » » T49.1% Th otk
AN FTTT 4 DHRERRO L WERM (I
i) oBMERE, BRKRERE LT 32.1% KR,
BERTER DV TA412% LWL LR L. B
EiCiSh o I B cix, BEbRFE#e LT 52.8%, &
SRS Y T 49.1% Tholz. 20 FEER
X, EERRIEHE LTALSY, BRIRIERD D T
509% TH Y, WFhoiER L, Table 10 1257 L
T MR 0 HIERER (7470) T LRV BRtERT
Holz.

TEEIZOWTORAHEZ 35 fleflT, TO
RAVECEER L YHESh . EFRMk
2T, TOF ML 2261, TOCRLFRL 64,
T@DEbLELExRV 14, TOFRAMEZR L
6 FlTh Y, 354H28%] (80.0%) 25 MLLFH Al
DIErilishiz. nBERMEK L L -723564
FlcEELSEWERIZED O d otz

Table 8 Physiological accumulation of IMACIS-1

No. of cases “HH)+(+) s

D) 0 () (-) Total No.
Thyroid gland 12 4 3 5 16/24 (66.7)
Blood pool 6 14 10 0 20/30 (66.7)
Stomach 2 2 9 15 4/28 (14.3)
Liver 2 10 10 6 12/28 (42.9)
Kidney 0 12 7 9 12/28 (42.9)
Urinary bladder 19 5 1 0 24/25 (96.0)
Intestine 2 5 9 11 7/27 (25.9)
Others 0 1 1 9 1/11 ( 9.1)

(+): high uptake, (+):

moderate uptake, (+): faint uptake, (—): background level
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Table 9 Summary of scintigraphic interpretation for patients with malignant tumor by each hospital

No. of cases
Primary site Positive ratio (%)
) (+) () (=)
Gastric Ca. 3 4 0 0 7/7 (100)
Colorectal Ca. 6 2 0 0 8/8 (100)
Gall bladder and Cholangiocarci. 1 1 0 0 2/2 (100)
Pancreas Ca. 1 2 0 0 3/3 (100)
Lung Ca. 3 3 0 3 6/9 (67)
Uterine Ca. 2 1 0 0 3/3 (1090)
Others 2 0 1 0 2/3 (67)
Total 18 13 1 3 31/35( 89)

(4+): definitely positive, (+): probably positive, (+): probably negative, (—): definitely negative
No. of (1) +No. of (+)
Total No. of lesions

Positive ratio=

Table 10 Summary of scintigraphic interpretation for lesions by each hospital

. No. of cases Positive ratio

Site (%)

) (+ () (=) °
Stomach 0 4 1 0 4/5 ( 80)
Colon 6 2 1 0 8/9 ( 89)
Liver and gall bladder 3 4 1 1 719 (78)
Pancreas 1 2 0 0 3/3 (100)
Retroperitoneum 0 1 1 0 1/2 ( 50)
Lymphnode 0 2 0 1 2/3 (67)
Lung 4 3 1 4 7/12 ( 58)
Brain 1 0 0 1 1/2 ( 50)
Others 6 0 0 2 6/8 (75)
Total 21 18 5 9 39/53 ( 74)

(): deﬁnitely positive, (+): probably positive, (4): probably negative, (—): definitely negative
No. of (4)+No. of (+)
Total No. of patients

Positive ratio=

Table 11 Summary of scintigraphic interpretations for lesions by committee

Group I Group II Group 111 Total
A B A B A B A B
Positive ratio 45.3 49.1 32.1 47.2 52.8 49.1 41.5 50.9 %

Total No. of lesions=53

A: without clinical information, B: with clinical information

Group I: nine medical doctors who had experiences of immunoscintigraphy
Group II: five medical doctors who had no experiences of immunoscintigraphy
Group III: the other three members (two technicians and one chemist)
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FRAT L7 HiplL v X & CT i < ffai o e
RahTwic (Fig. 4 EBY). JREHRZARZHNIE
EMUBISIE T & o 7. [RERO IMACIS-1 #
HBE#D v v F 75 4 (Fig. 4 TE) T, (LKL
BOME 7 — Mg A b, FFNEESE R KRG
EELTWS. 6RfiktRTix, Mh v s 77

vy R L, FNEBR EhEERE R L.
72 BB O K [ o S5 13 o B ~ o 4B
MR L b iz, A L) v F 757 4 RifT
o fih CEA i3 354 ng/ml, CA 19-9 3 12,000
Uml Pl nwFhbEbd CEETH - 1.

2) JfiEf 2

T3g et HEGEERL L s, BS8a
12 H IS BEATARE RS & 207 & ARSI A BIBR 1N 2347
bhle. BEMe2E | A X Y w2 F AR 1L
bz, [F4ES H20H, IMACIS-1 £ 4 7 v v F
757 4 ZREATL, BEEERR X ORI REERM

Metastatic Liver Tumor of Rectal Cancer
(57 y Male CEA 358 ng/m/ CA 19-9 12,000 U/m/)

IMACIS |
Ant. Ohr

IMACIS 1
Ant. 9bhr.

Fig. 4 X-ray CT and images with IMACIS-1 in a patient with liver metastases from
rectal cancer. In upper panel, X-ray CT showed multiple low density areas in the
liver. Early image with IMACIS-1 showed photodeficient areas in the liver which
corresponded to metastatic liver tumors (left lower panel). Image with IMACIS-1
at 96 hours after injection showed abnormal accumulations of activities in the liver.
Activity in the left upper quadrant was considered to be a physiological accumula-
tion in the stomach by the free radioactive iodine (right lower panel).
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XCT (1987.9.22)

Fig. 5 X-ray CT and images with IMACIS-1 in a patient with recurrent colon cancer
and liver metastases. Image with IMACIS-1 showed abnormal radionuclide
deposits in the liver and the midportion of the upper abdomen. X-ray CT taken
at the next day showed the local recurrent tumor (right upper panel) and illdefined
low density areas in the liver (left lower panel). Metastatic liver tumors were
shown more clearly on the X-ray CT image taken 4 months later (right lower

panel).

B 7z (Fig. 5 &£ LBY).

TS H2 AMfT L7 X8 CT T, BEER
WoOIEFFFR LB (Fig. 5 FEB). IR
AR 72 R — 1 BRI 2 R L,  FFEsf o AT HE
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S S R S iz (Fig. S A TEY. Aol
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Iv. = =
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& 5 it EIA ki X 5 i CEA JlE 25 B W ERIK
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2RV 7u—FAfifEERVIEA L)V UF TS
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Summary

Clinical Evaluation of Immunoscintigraphy with '3'I Anti-CEA and
31T anti-CA 19-9 Monoclonal Antibody Cocktail (IMACIS-1)
—Report of the Phase II Study—

Yasuhito Sasaki!, Tomio INOUE!, Noboru ORIUCHI!, Norio MITSUHASHIZ,
Teruo NAGAI2, Hitoshi IGARASHI3, Daijirou TsuJiNo4, Toshiaki TAKAHASHIY,
Tokuichi SAKAKI®, Atsushi OkAZAKIS, Toshio ANDOS, Tadayuki MAEHARAS,

Sumio SuGIYAMA?, Yoshihiko Suzuki?, Tatsuo WATANUKI® and Tetsuo NAKAJIMA?
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The clinical trials of immunoscintigraphy with
a cocktail of 13 anti CEA monoclonal antibody
F(ab’)2 and 1311 anti CA 19-9 monoclonal antibody
F(ab’)2 (IMACIS-1) were performed to evaluate the
safety and clinical usefulness. Thirty-five patients
with proven cancer in six hospitals were examined
in the phase two study. No significant changes of
the heart rates, temperature, blood pressure, re-
spiratory rates and clinical laboratory data were

observed after i.v. IMACIS-1. Significant eleva-
tion of HAMA and IgE values in serum were not
shown. Positive scintigrams which were interpreted
by each hospital were obtained in 31/35 (89 %) pa-
tients and in 39/53 (74 %) lesions. The safety and
clinical usefulness of immunoscintigraphy with
IMACIS-1 were proven in the phase two study.

Key words: Immunoscintigraphy, Monoclonal
antibody, IMACIS-1.
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