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Table 8. Tumor Growth Inhibitory Effects of AGL Analogues on Mice Subcutaneously Inoculated with B16 Cells
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Natori et al. 1994 Tetrahedron

maximum TGIR (%)

compd X Y Z E m n single MMC AGLs + MMC
AGL-502 OH 0OH 0OH CHI(CHg)z 2 n 86.8 61.5 94.6
AGL-519 0OH OH OH CH; 21 12 82.4 61.5 90.6
AGL-509 OH OH OH CHs 21 6 46.2 46.5 85.1
AGL-510 0OH OH OH CHy 21 10 94.1 46.5 774
AGL-512 OH OH OH CHs 21 13 57.9 64.0 91.9
AGL-548 0OH 0OH 0OH CHs 23 13 92.8 87.3 27,7
AGL-549 0OH 0OH OH CHs 23 14 723 87.3 97.1
AGL-560 OH 0OH OH CHj 23 15 92.8 87.3 94.3
AGL-512 0OH 0OH OH CHgy 2 13 57.9 64.0 918
AGL-525 OH OH H CHy 21 13 65.0 64 8 90.8
AGL-506 OH H OH CHs 21 13 81.3 T0.7 98.5
AGL-514 - 0OH H H CH3 21 13 68.9 64.0 99.1
AGL-535" H H H CHs 21 13 40.7 80.0 914
AGL-517 OH H H CHg 11 13 54.2 64.1 84.4
AGL-536 0OH H H CH3y 15 13 78.1 64.1 B0.3
AGL-544 OH H H CHs 17 13 53.1 39.4 90.4
AGL-543 0OH H H CHs 19 13 56.9 39.4 85.0
AGL-514 0OH H CHs 21 13 68.9 64.0 99.1
r= ﬂl"!‘ﬂ-!""ﬂﬂ""ﬂﬂ'"'ﬂﬂ""ﬁl‘ """ ARSSSTTRSSATERRSSNRATRRSSSRRS .1 1
1 AGL-582 0OH 0OH H CHg 23 13 53.8 67.6 86.70 1

% 02 epimeric mixture, ® AGL-548 and AGL582 were administerad at days 6, 10, and 14. Tumor volume of each mouse was measured
on days 8, 12, 16, and 20, and maximum TGIRz are shown in this table.
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Figure 1. Tumor growth inhibitory effects oflAGL-9b land
AGL-502 in combination with or without adrlan&}'ﬁrrmrfmce
subcutaneously inoculated with B16 cells. B16 cells (1 = 108
were subcutaneously inculated into female BDF; mice on day
0. AGL-9b and AGL-502 were intravenously administered on
days 1, 5, and 9, and ADR was intraperitoneally administered
on day 1. The mean of six mice is shown here: , control; s,
AGL-8b (100 ugkg); O, AGL-502 (100 ug'kg); @, ADR (10 mg/
kg); &, ADR + AGL-9b; m, ADR + AGL-502.
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2001: Sharif S, Arrenza GA, Zucker P, et al. “Activation of natural
killer T cells by a-galactosylceramide treatment prevents the onset
and recurrence of autoimmune type 1 diabetes.” Nat Med, 7:1057.
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Drug Formulation and Administration. The climcal
dosage form of KRN7000 was supplied as wials contamning
Ivophilized KENT7000 (0.2 mg), sucrose (56 mg), L-histidine
(7.5 mg). and polysorbate 20 (5 mg) and was stored at 2°C to
8°C. Just before admimstration, KRN7000 was reconstituted a
with 1 ml of water. KEN7000 was adnumstered by slow 1.v.
infusion on days 1, 8. and 15 of a 4-weekly cycle. Before drug
admimistration, signs and symptoms of toxicity had to have
disappeared. Doses admimistered and number of patients in-
cluded at each dose level are summanzed in Table 1.
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Fig. 4 Serum IFN-y (4) and IL-12 (B) in patients with high pretreatment NEKT-cell numbers (=333/ml; n = 10). Serum samples were collected
before the first administration; at 1, 2, 4, 8, 10, and 24 h after the first administration; and on day 15 (before the third administration); and at 2, 4,
10, and 24 h after administration. Data represent the means of duplicate ELISA assays. Patient 3 showed an increase of both IFN-y and IL-12 levels
after the first administration. Closed symbols, the four patients with TNF-o and GM-CSF responses on KRN7000 (M, patient 3; A, patient 5; @, patient
9: ¥, patient 17). Arrows, the three first weekly injections.
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