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BE JHTREMOSHRATEHHPDREENN, BIREIER, BHESHEM McAb3GY I 3HIIK
Bt fEINEEh, 3GO-HPDA By + BB FHPDN BB £ BCC823 M EMVIES17E,
SH11-HPDXRBAHIRE 8.6 ff. HHMI BT RE LALAE, AERNIGRNRRE—IHE.
P BE  EEROREA N E ST &5 R4, #E%E%L%ﬁ@d\mﬁiﬁ% FHIM cAb
HHPDHEMIEA.

X8 BITEDUA: MUMRATAEY: KBEY: REER

HLipson fI GrayV% ¥k esh 13S7 B:(PDT) LK, PDTELR i K &AL Jy— ik
ITRRIE RO B, X B 70 B0 2 BE R R e 07 HPD w MR AR B RS, MRS
PDT &7 IR AE BB BROCBEIR RAE L, BERRERZR. B ol MR 23
AR R ER R RO BRI /NG . FEEMcAbR R, £ MAYE 52
BRUABRBE RO N, A £ SR 45 R TR T B Wi BOEE B M A SO $1 B McAb
3GOF3H 11 5SHPDZZHE, HFFL 4 -~ sk BN Rl L B4 & B2 Rt 1B 98 25 00 R o 25 SRIE
5 TMcAaztHPDE) A fEH o

ME R EE

P HPDHALR T HI T B A B 26t (5mg/ml), CH-IZE5 48,1 x 10
Bq130 (Cimmol), Jy F#gHF W& A B B4k BGC 823, A& 4iE B-30F
AFLEE McF-7a R h R R4 R AR (nu/nu, Balb/c HR), 2 $ &%, 4~54
%, WHILEENKRFZZRIHYP L. 3G9 3H11 McAbHAFT AL EH &P  ZMAPS-
1004 fE 3 i fh®,

TEOHHECE%EFE BHPD50ul, 100pls120pl51-72 343 (ZHRERWNE B
LT RE£E B 2500 pl (2mg/ml)JR ¥ 30 min, JGi0 McAb 1 mg (Img/m)Z Y 1min, 33
Sephadex G-25%E, (K425 cm, B 21 cm), 2£ [ i JyPBS ,HPD 5McAbZ ¢ #42Backman
DU 508 4h 5 Yt BT W i KoR KR B IE MR B Fibe. D BEETE#ITE &o

AXTF19884F 4 F 6 B kH,
*REHEXEREA
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TBMAEEERE  BELISAROWE IR MIE TE, LELISAYE L (Bio-Rab)il
22 BEMIIN 492 nm ODfH . 1) 25 ¥k AF g Mc Ab { BH 1 58 i, 15 55/ i TeG (NTsG)Jy A 14
X o

ZBMOHPDESENE GBMRE) DUNRRBC HR I 2% 10°/ml, i ARRIKE
HIHPD = &2 ey, W& 1E, JH K395 nmig 40W 27 53¢ 50 min, JE 7410 em, 1h),
B R0 540 nm OD{ . LA ML Bl i8%8, WECHPDMIT I,

SR GIRIE BGC 823 ML T96 FM, 2~3 % 10%/ L. MBumERES, INC*H]-
ZEBRI8,5Bq (0,5uCi/F) K& 3% /N M IEM T LRI R iie 5% CO, i NI H4~5
he IMASFFB RN M2, HPD 5 NIsG-HPD, §E77 1,5h 5 25, HimH 1.5h
e BN I, WK630nm, FRSE15min, BEE 24 h)5, TIBackman LS 38019
RN BB & 20 cpmfl, REGFE. SRELEDEIE, KFEHME.

PR A SR R R AEN IR WA B3 + 7, 5: 587 2 3(3G9/3
H11) %%, A& RRNE AR FIMS, FHEAZN M 3Go-HPD, 1hjE it

#jm AN3H11-HPD,

ERMAERIE® R BRI 6HE, ER TR x10° BGC 82341/ .
6 hiE, ipX By, HPD i PBS, & 4427 B HPD 1mg/keZy T .48h Ji, ML XHUR
J¢20 min, FEE 6 cm, ME &AM K/ANCKRH X EHD AR,

& R

—. XBUHES5EE

HPD 3G9, SH1VEIE 5wk IR T B, 254 45 5 ik “ 4R A 70 4 ¥ L (HPD /McAb)
IR BY) (K1) TLCKH, 3G9, SHI1LI KA 4545 1) 3G9-HPDAI SH11-HPD 3 {-T
JE &, THPDRIRIE 0.8,
=. XBHOHEESE

LELISA Y AR 4 F LB 3G9 - HPDASH11-HP D 580 45 i 1) 5% A1 /7 L Mc Abfr) 35
HF100%, TTEEFBEWETREYE, 4S5 FHEES3/1 PLFR, BURIEYER 90~100%, X4
FHARBH6/100 E, HidkE 0 FHERI60~70%, ZHA%E1

Tab 1, Antibody activity of conjugates with different molecular ratio and
their cytotoxicity on target cells

Molecular ratio MeADb activity _f__f_gwc_zt_o:mi‘iifjdé) o
Conjngate HPD/M . ICes i

cAb (%) (HPD, g/ ml) McAb-HPD/HPD

46/1 67 3.0 10.5

3G9-HPD 32/1 100 1.8 17,0

14/1 100 8.6 3,7

48/1 62 1,0 8.0

SH1I-HPD 33/1 90 3.7 8.6

23/1 92 7.4 4.3
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B R B I LA SHPDIE L, R IHPD 5McAbR TS 37 1 FUR 16 .
m, kob 3 iR

BT R 32~33/1 1% 3G9-HpD % SH11-HPD % BGC823 40 i 3 ff5 R K H-
PO A IR BIRE . IR 4150% 5515 R(1G,,)#4THLEK, 3G9-HPD #5174%; 3H 11-HPD {2
8. 617, T BELL J46~48/ 11, & BEMIM % 115 AR T > 16 J338~33/1 BRI K 45
K, SEEMTFEEENZOER—%. B0 T 14~23/18, IHEER FFMELED.
Ak, HPD 5 3G9 &% SH11 3 B BEEE LIFS HITE 33 /1 AR A S W EE T B Fh 2L
e & 0 P B R 53 B . % 3G9-HPD #1 3H11-HPD I3 : 7, 5: 557 : SWILBIAE,

e, BT 3G9-HPD I S , 2% 53t R 2 #1755 3G9 -HPD R (5 K L 3H11-
HPDE 1 %, AT R A RAEIN BINMEM, & 0¥, 5 Bhd &3, E
F P BYINIEG-HPD16 yg (43 HIH2G9-HPD 1 2H11-HPD %58, 0f A4, 3 B3 (5 %
55 IRI 5 #9 HPD AAfL, FUA30%,

Tab 2, Cytotoxicity of conjugates 3G9-HPD and 3H11-HPD

alone or in different combination on targer cells

Conjugate Combination ratio Cytotoxicity(McAb-HPD/HPD
3G9-HPD —_— 17.0
3H11-HPD — 8.6
3G9-HPD/3H11-HPD 3:7 9,4* 4,5%"
5:5 11,8 9,6
7:3 12,9 11,0

*Combined scheme: two conjugates were administrated simultaneously,
**Sequence Scheme: 3GI9-HPD and 3HI1-HPD were administrated in sequence with

interval of 1 hour,

Tab 3., The survival time of tumor-bearing nude mice with

different treatment

Mean survival time (days)

Groups No, of nude mice (z £sSD) P
PBS 5 35,24+2,2
HPD 5 31.0%3.4 >0.05
NIgG-HPD 5 32,2%1.8 >0.05
3G9-HPD 6 51,8+5,2 <0,05*
3H11-HPD 6 47.0%6.0 <{0.05"
Combination 5:5 6 49,8%6,4 <0.05"

*McAb: HPD

A, XBEHXTEMEEROGEFERGER
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VL= 40 B #BGC-823, B-80FIMCcF-7 {ESE 4 i, M £Z 3G9-HPD 1 3H11-HPD %
DU R 48 B A AR 40 B B 2% 05 PR A, B R P2 B 070 1~ 8 p/ mIIK BE I, % BGC 82348
MR RBRIRGER, M SMcADEXNEHBMAL BaER LA GEER (B 1),
AR EERR N

BEB 5 U5 4. (1) PBS4; (2) HPD4; (3) NIgG-HPD#4; (4) 3G9-HPD#;
(5) 3H11-HPD 4Hi(6) 3G9-HPD : 3H11-HPD (5:5) 4A&4H, #H BGC 823 MG
d7& 3 BA A~340) £MHBIIE, TETRBH A~64) d 10~13XANFI/NEHTL
bile &xtRAMBESHBRTREYA, MEE die 1, 3G9-HPD4 L HPD 4th%
BEREER,d25 1, ZHXBY S HPD 4 H B 25 (P<0,01), HH13G9-HPD
He HBMBA2RARKMNE, SHII-HPDMAS H &8 1 RAREKME (H2). £4465H
W# 3. A d37~40 K, PBS, HPD 71 NIgG-HPD H/NE &S5 T, Ti3G9-HPD,
3H11-HPDRIA G MV HAEF N H B0 51,845,2,47,0+6,0 F149,8+6,4 K, HH xR
HP TR (K3),
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Fig 1, Cytotoxicity of conjugates on McAb- Fig 2. The inhibition of tumor {n vivo
reactive cells and McAb-nonre active cells, with different treatment, O—O 3G9-
A—A3G9-HPD. BGC 823. [J—[13H11-HPD HPD; A—A NIgG-HPD;[1—[JCombina-
B-80; O—O 3H11-HPD, BGC 823,@0—@® tionbs5 — HPD; A—A 3H11-HPD;
3G9-HPD,B—80; X-X 3G9-HPD McF-T7; @ OPrBS. McAb-HPD: HPD .*P<0,05
A—A3H11-HPD McF-7, **p0,01,
it

1983 4E Mew WS k% HP 55/ RSN RMcADb #il8 B B . 19854 0 S
HP 55 A\ [ L9548 % 5 FICAMALBMcAD 3B, R BEJE 6 HP B RSN R 53 R %5100~
2001% 1986 4F FBRFL VS W HP S5H ATHE RN McAb B, SR RV R E 9,5 15,
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3% ) BB 8 McAb3GY 1 SH11 DIBR{LIERR R 5HPDR BX. H P LI3G9-HPD HIRAR
B 4T, WBGC823 Ml % (5 fE A LLHPD R F 17 1%, 3H11-HPD KRG /E M E8. 615 JEMT
BRBENENTRESZ R, el 3G9-HPDE KAF MM IME 1ERARHE B H /R
f7PDTHRHPD % M E H7.5~10 mg/kg A ED  RLINA 1mg/keg AEHPD REXW L7
o RET BB ER, KB McAb 3t HPD S5 A (Ef, 7] (EHPD £ Hh & T iR 4
B, BRE TR BB R

A3 H McAbL HPD RERMIIIR B4y F3EAT TIRE, = 4 FLHEh 1+ 32~33 W, %1%
EFB R, HFIIETL : 20 W, BRARZBRYIAIE R IHTE 00~100%, HEFXGERARK
§9, Mo FHITERIL 2 46~43 B, BRI PN MR 07 R W0 1K B L, #HIMcAb
5HPDIRE 5 FIb, BB ZBRYIEEMXGERNERSR

F Rt MR B E AR BIH & AR ARER TR 51 8 (R T T 320
£, WEBNRGASESTH. SREREY, HMTRDE GO BE— 8
WVEF B o ELE 3% 05 Y F B 35 7F A 42 2319 3G9-HPD LL R MR 18 RASRNREER
BintER, RENAMBEEM. EbhrlichUDEwR e, MM A RITRER Z B McAb
REBTEE GRS, BXALREXHE McAb MERI N LERE. B F—&
AR E K McAb REE 2 RMER, RV £ BFBARK 3G9 i1 3H11
REATEBORIAREHENMcAL, et RIHBRER. BT 5% A ZRHHA
BRESHEXR? Hitk, #—FUELRABKNRZEYOAS AN, FREEHATRMNE
BLRRLEN,

B XEsmEsERIE
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EXPERIMENTAL S5TUDY OF ANTI-TUMOR EFFECT WITH CONJU-
GATcS OF MONOCLONAL ANTIBODIES AND HEMATOPCHPHYRIN
DERIVATIVE

SX Xv, NQ Wang and ZW Dong

(Beijing Institue for Cancer Research,Beijit'g 10031)

ABSTRACT Hematoporphyrin derivative (HPD) is a photosensitizer for use
in photodynamic therapy (PDT),In this paper, HPD was conjugated with mo-
noclonal antibodies 3G9 or 3H11 for use against gastric cancer in order to
enhance the photosensitive effect and reduce side effect of PDT_ The biological
activities of the McAb conjugates were demonstrated, The killing effect on BGC-
823 cells of 3G9-HPD or 3H11-HPD conjugates plus exposure to light showed
17 fold and 8,6 fold greater cytotoxicity,respectively than free HPD at an equi-
valent HPD concentration in vitro, When 2G2-HPD and 3H11-HPD were used
in combination at 7 : 3, 5:5and 3 : 7 proportion,the cytotoxicity was increa-
sed 12,9, 11,8 and 9,4 fold on target cells, respectively, The resuls indi-
cate that the cytotoxicity was not further enhanced by the combination scheme,
When tumor-bearing nude mice were treated with the different conjuga-
tcs, Significant inhibition of tumor growth was observed and the survival
period of animals was markedly prolonged in comparison with PBS, free HPD
and NIgG-HPD treaiad grougs,

Key words Monoclonal antibedy; Hematoporphyrin derivatve; Conjugate;

Antitumor effect





