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e R oME (Fis0) - OB/ &5 E 01k ZnPP (Hsp-32/H0-1 DFLEHA]) @ PEG 1k ZnPP
FEEWE L OVSMA-ZnPP X B Z FEMEL KGR 2 ENTE T, & <IZPEG-ZnPP DA
IX ZnPP |Z A~X—H— NH,~CH,CH,~NH, Z#3E A LC, ZD7 I /J FEIZ PEG ZFEH ST, WiE &
% EPR Zh &7 L7223, PEG O DMEEFHME~OEMMEIL R0 o7, QLA L, SMA-ZnPP &
IV DRAFE~DELY IAZA L PEG-ZnPP £ 0 & 4-8 f58h=RN K ovo 72, @SMA-ZnPP 2 & /LML
WD A ENT- 21T, LT o7 BBy & OBEfRIZ X0 FREE L, free @ ZnPP & i L
7o @PEG-ZnPP I3IEEEMRIC L <ERE L, 0%, ZoRpro7n 77— (B B IO
FA— NI (XD RBITT 2 FREA YIRS, free @ ZnPP ZfitH L7=, GLED Y 420nm
DOWENZ X V. in vitro OABEFEMA Kyse510, ATL A MT-2, CML AR K562, FLyE M
D SW30 72 LTkt L, Boifazh Rk S vz,

WFZERCR-OMEEE (Z3L) : We prepared two types of polymeric drugs having anti-HO-1 and
antitumor activities, (i) PEGylated ZnPP (covalently linked ) and (ii) SMA-ZnPP micelles.
Cell uptake was several fold faster in SMA-ZnPP micelles than PEG-ZnPP conjugates. They
exhibited both in vitro cytotoxicity and in vivo antitumor activity having ICy, of 1-7
uMand 10mg/kg in vivo respectively. They also exhibited enhanced cytotoxicity to human
tumor cells (CML cell line, K562; ATL cell line, MT-2; esophageal cell line, Kyse 510)
in culture under the exposure to LED light at 420nm. Mouse tumors were more effectively
suppressed with SMA-ZnPP plus LED light at 420nm than drug alone both in vivo and in vitro.
PEG-ZnPP conjugates (covalent) undergo hydrolytic cleavage by serine and thiol proteases
in the tumor tissue and released free ZnPP, whereas SMA-ZnPP micelles underwent micelle
disintegration upon the contact with to cell membrane components such as lecithin, and
released the drug ZnPP effectively in cells.
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Body distribution of PEG-ZnPP at 96hr after i.v. injection
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Cellline PEG- SMA-
ZnPP ZnPP  ZoPP

Cancer cell
MT-2 Human T-cell Leuk a5 18 35
Raji 2
Human B-cell Leuk
Daudi 5 5
K562 CML 2 2
ASPC1  Human panc cell [:] 12 10
KYSES510 Humanesopha cell =50 =50 18
Hela Human cervic cell =50 =50 =50
Sw480  Human colon cell 13 =50 26
Normal cell
Mock  Canine kidney epith cell =50 =50 25

RPE Human retinal pigm epith cell 550 >50 >50
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