ABSTRACT

“PYRIDINONE COMPOUNDS FOR USE IN PHOTODYNAMIC THERAPY”

A compound which is a compound of formula (I) or any salt thereof: wherein R1 is a Ci-C6
alkyl group, R2 is H or a Ci-C6 alkyl group, R3 is H or a Ci-C6 alkyl group, and n is an integer

from O to 5.
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AP2-18 (250 pM)

Vs
ALA (250 um) Significantly greater than
ALA (500 u\v) n.s ¢ Bignificantly less than
ALA (1000 uM) ns No significant difference
ALA (250 pM) + CP94 (250 uM) n.s

ALA (500 pM) + CP94 (500 uM) n.
ALA (1000 pM) + CP94 (1000 M) n

5

S
MAL (25C pM)
MAL (500 pM) P<0.001

S

5

MAL (1000 uM) n.
MAL {250 uM) + CPS4 (250 uM) n.

MAL (500 pM) + CP94 (500 uM} n.s

MAL (1000 uM) + CP94 (1000 pM) n.s
AP-18 (250 pM) ]

AP-18 (500 pM)
AP-18 (1000 uM)

AP2-18 (500 pM)

VS
ALA (250 pM) P<0.001
ALA (500 pM) P<0.001
ALA (1000 pM) P<0.01
ALA (250 UM) + CP94 (250 uM) n.s
ALA (500 M) + CP84 (500 M) ns
ALA (1000 M) + CP4 (1000 M) ns
MAL (250 uM) P<0.001
MAL (500 M) P<0.001
MAL (1000 pM) P<0.05
MAL (250 M) + CP94 (250 uM) P<0.05
MAL (500 M) + CP94 (500 pM) n.s
MAL (1000 pM) + CP94 (1000 uM) n.s
AP-18 (250 LiM) n.s
AP-18 (500 M) I
AP-18 (1000 uM) n.s
AP2-18 (1000 M)

Vs
ALA (250 M) P<0.001
ALA (500 {IM) P<0.001
ALA (1000 pM) P<0.001
ALA (250 uM) + CP94 (250 M) P<0.001
ALA (500 M) + CPS4 (500 M) P<0.05
ALA (1000 uM) + CP94 (1000 pM) P<0.001
MAL (250 LM P<0.001
MAL (500 M) P<0.001
MAL (1000 M) P<0.001
MAL (250 pM) + CP94 (250 M) P<0.001 : .
MAL (500 M) + CP94 (500 uM) P<0.004 Figure 9A(ii)
MAL {1000 M) + CP94 (1000 M) P<0.01
AP-18 (250 M) P<0.01

AP-18 (500 M)
AP-18 (1000 M)
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AP2-18 {250 pM)

VS
ALA (250 uv) P<0.001 Significantly greater than
ALA (500 uM) P<0.01 Significantly less than
ALA (1000 pny P<0.05 . No significant difference
ALA (250 p\) + CP94 (250 Uy n.s
ALA (500 pM) + CP94 (500 uM) n.s
ALA (1000 pM} + CP94 (1000 uM) n.s
MAL (250 pny P<0.001
MAL (500 pm)
MAL {1000 pM} n.s
MAL (250 uM) + CP94 (250 M) n.s
MAL (500 pM) + CP94 (500 uM) n.s
MAL (1000 pM) + CP94 (1000 M) n.s
AP-18 (250 uM) I
AP-18 (500 pM) n.s

AP-18 (1000 pM)

AP2-18 (500 pM)

VS

ALA (250 M) P<0.001
ALA (500 pM) P<0.001
ALA (1000 pM) P<0.001
ALA (250 uM) + CP94 (250 M) n.s
ALA (500 uM) + CP94 (500 M) ns
ALA (1000 pM) + CP94 (1000 pM) n.s
MAL (250 uM) P<0.001
MAL (500 M) P<0.001
MAL (1000 uM) P<0.01
MAL (250 uM) + CP94 (250 pM) P<0.001
MAL (500 M) + CP94 (500 uM) P<0.01
MAL (1000 uM) + CPS4 (1000 UMy n.s
AP-18 (250 pM) n.s
AP-18 (500 M) ]
AP-18 (1000 pM) n.s

AP2-18 (1000 pM)

VS
ALA (250 uM) P<0.001
ALA (500 M) P<0.001
ALA (1000 pM) P<0.001
ALA (250 pM) + CP94 (250 pM) P<0.001
ALA (500 M) + CP94 (500 {M) .
ALA (1000 uM) + CP94 (1000 pM)  [IGEDREEE
MAL (250 uM) P<0.001
MAL (500 M) P<0.001
MAL (1000 pM) P<0.001 . .
MAL (250 uM) + CP94 (250 pM) P<0.001 Figure 9B(ii)
MAL (500 uM) + CP94 (500 uM) P<0.001
MAL (1600 pM) + CP94 (1000 ph)  [EDRE
AP-18 (250 M) P<0.001

AP-18 (500 pM)
AP-18 (1000 M)
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AP2-18 (250 UM}
w5
ALA (250 My P<0.001 Significantly greater than
ALA (500 ph1y P<0.001 Significantty less than
ALA (1000 pM) P<0.01 . No significant difference
ALA (250 uM) + CP94 (250 pM) n.s
ALA (500 pM) + CP94 (500 uM) n.s
ALA (1000 uM) + CP94 (1000 M) n.s
MAL (250 pM)
MAL (500 pM) P<0.001
MAL (1000 pM) n.s
MAL (250 uM) + CPS4 (250 M)
MAL (50C uM) + CP94 (500 uM) P<0.05
MAL (1000 uM) + CP94 (1000 pM) n.s
AP-18 (250 pM) ]
AP-18 (500 M)
AP-18 (1000 pM)
AP2-18 (500 uM)
Vs
ALA (250 pM) P<0.001
ALA (500 pM) P<0.001
ALA (1000 uM) P<0.001
ALA (250 IM) + CP94 (250 pM) n.s
ALA (500 pM) + CP94 (500 pM) n.s
ALA (1000 uM) + CP94 (1000 pM) n.s
MAL (250 M) P<0.001
MAL {500 M) P<0.001
MAL (1000 pM) P<0.001
MAL (250 pM) + CPS4 (250 uM) P<0.001
MAL (500 M) + CPg4 (500 pM) P<0.001
MAL (1000 M) + CP94 {1000 pM) ns
AP-18 (250 UM) n.s
AP-18 (500 pM) T
AP-18 (1000 puM) .
AP2-18 (1000 puM)
Vs
ALA (250 pv) P<0.001
ALA (500 pv) P<0.001
ALA (1000 uM) P<0.001
ALA (250 uM) + CP84 (250 pM) P<0.001
ALA (500 M) + CP94 (500 pl) P<0.05
ALA (1000 pM) + CP94 (1000 uM) P<0.001
MAL (250 uM) P<0.001 . .
MAL ((500 M) P<0.001 Figure 9C(ii)
MAL (1000 pM) P<0.001
MAL (250 pM) + CP84 (250 M) P<0.001
MAL (500 uM) + CP%4 (500 M) P<0.001
MAL (1000 uM) + CP94 (1000 uM) P<0.001
AP-18 (250 uM) P<0.001
AP-18 (500 pM) P<0.05

AP-18 (10G0 pM)
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AP2-1§ (260 pM}

ve
Untreated n.s
ALA (250 pM) n.s Significantly greater than
ALA (500 uM) n.s Significantly less than
ALA {1000 uM) n.s ns No significant difference
ALA (250 pM) + CP94 (250 uM} n.s
ALA (500 M) + CP94 (500 uM) n.s
ALA (1000 pM) + CP94 (1000 uM) n.s
MAL (250 uM) n.s
MAL (500 pM) n.s
MAL {1000 uh) n.s
MAL (250 uM) + CP94 (250 uM) ns
MAL (500 pM} + CP94 (500 pM) n.s
MAL (1000 pM) + CP84 (1000 pM) n.s
AP-18 (250 M) ]
AP-18 (500 uM) n.s
AP-18 (1000 pM) n.s
AP2-18 (500 M)

Vs
Untreated n.s
ALA (250 uM) ns
ALA (500 pM) n.s
ALA (1000 uM)
ALA (250 uM} + CP94 (250 1M} n.s
ALA (500 uM) + CP94 (500 uM) ns
ALA (1000 M) + CP94 (1000 pM) n.s
MAL (250 M) n.s
MAL (500 uM) ns
MAL (1000 pM) ns
MAL (250 pM} + CP94 (250 M) ns
MAL (500 pM) + CP94 (500 uMj n.s
MAL (1000 puM) + CP94 (1000 uh) n.s
AP-18 (250 pM} n.s
AP-18 (500 M) I
AP-18 (1000 phy n.s
AP2-18 (1000 pM} s
Untreated n.s
ALA (250 u\) n.s
ALA (306 uM} n.s
ALA (1000 pM) n.s
ALA (250 uh) + CP94 (250 pM) n.s
ALA (800 pM) + CP94 (500 uM) ns
ALA (1000 uM) + CP84 (1000 pV) n.s
MAL {250 pM) n.s
MAL (500 pv n.s . .
MAL (1000 M) ns Figure 11A(ii)
MAL (250 pM) + CP94 (250 1M} n.s
MAL (500 uM) + CP94 (500 uM) n.s
MAL (1060 pM} + CP84 (1000 uM}) n.s
AP-18 (250 uM) n.s
AP-18 (500 pM) n.s
AP-18 (1000 M) I
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AP2-18 (250 pM)

VS
Untreated ns
ALA (250 pM) n.s Significantly greater than
ALA (500 pM) n.s Significantly less than
ALA (1000 uM) n.s n.s No significant difference
ALA (250 uM) + CPS4 (250 un) n.s
ALA (500 puM) + CP84 (500 pi)
ALA (1000 uM) + CP94 (1000 pM) P<0.001
MAL (25C puM) ns
MAL (500 pM) n.s
MAL (100G p\ n.s
MAL (250 uM) + CPg4 (250 pM) n.s
MAL (500 yM) + CPS4 (500 pM) n.s
MAL (1000 uM) + CP84 (1000 pM)
AP-18 (250 pM)
AP-18 (500 pM) n.s
AP-18 (100G M) : n.s
AP2-18 (500 pM)
Vs
Untreated n.s
ALA (250 puMy n.s
ALA (500 pM} n.s
ALA (1000 um)
ALA (250 uM) + CP94 (250 M) n.s
ALA (500 uM) + CP94 (500 pM)
ALA (1000 pM) + CP94 (1000 M) P<0.001
MAL (250 uM) n.s
MAL (500 uM) n.s
MAL (1000 piv) n.s
MAL (250 uM) + CP84 (250 uM) n.s
MAL (500 pM) + CP94 (500 jiM) n.s
MAL {1000 uM) + CP94 (1000 uM)
AP-18 (250 M) n.s
AP-18 (500 M) I
AP-18 (1000 uM) n.s
AP2-18 (1000 uM) vs
Untreated n.s
ALA (250 v n.s
ALA (500 ph) n.s

ALA (1000 pM) n.s
ALA (250 M) + CP94 (250 pM) n.s

ALA (500 uM) + CP94 (500 piv)
ALA (1000 pM) + CP94 (100C pM) P<0.001
MAL (25C piM) n.s

MAL (500 pM) n.s

MAL (1000 uM) n.s

MAL (250 uM) + CP84 (250 pM) n.s

MAL (5CC M) + CP94 (500 M) n.s
MAL (1000 puM) + CP%4 (1000 uM)
AP-18 (250 pM) n.s
AP-18 (500 M)

n.s
AP-18 (1000 pM) I

Figure 11B(ii)
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AP2-18 (250 pM)

Vs
Untreated P<0.001
ALA (250 pM) P<0.01 Significantfy greater than
ALA (500 pM) P<0.05 Significantly less than
ALA (1000 pM) n.s n.s No significant difference
ALA (250 pM) + CP84 (250 uM) n.s
ALA (500 pM) + CP94 (500 uM) ns
ALA (1000 puM) + CP94 (1000 uw) n.s
MAL (250 uM) P<0.001
MAL (500 M) P<0.001
MAL (16C0 pM) P<0.001
MAL (250 pM) + CP94 (250 uM) P<0.001
MAL (500 pM) + CP94 (500 M) P<0.001

MAL (1000 uM) + CP94 (1000 p)
AP-18 (250 uM)

AP-18 (500 pM)

AP-18 (1000 yM)

AP2-18 (500 pM)

Vs

Untreated P<0.001
ALA (250 pM) P<0.01
ALA (500 uM) ' P<0.05
ALA {1000 M) n.s
ALA (250 M) + CP94 (250 M) n.s
ALA (500 pM) + CP94 (500 uM) ns
ALA (1000 M) + CP94 (1000 M) n.s
MAL (250 pM) P<0.001
MAL (500 pM) P<0.001
MAL (1000 uM) P<0.001
MAL (250 M) + CP94 (250 M) P<0.001
MAL (500 uM) + CP94 (500 M) P<0.001
MAL {1000 pM) + CP94 (1000 uM) n.s
AP-18 (250 pM) ns
AP-18 {500 uM)
_AP-18 (1000 pM) n.s
AP2-18 (1000 pM) vs

Untreated P<0.001
ALA (250 M) P<0.01
ALA (500 M) P<0.05
ALA (1000 pM) n.s
ALA (250 uM) + CP94 (250 uM) n.s
ALA (500 uM) + CP94 (500 uM) n.s
ALA (1000 uM) + CP94 (1000 M) n.s
MAL (250 M) P<0.001
MAL (500 piM) P<0.001
MAL (1000 M) P<0.001
MAL (250 uM) + CP94 (250 uM) P<0.001 .
MAL (500 pM) + CP94 (500 uM) P<0.001 Figu re 11C(")
MAL (1000 pM} + CP24 (1000 pM) ns

AP-18 (250 pM)
AP-18 (500 M)
AP-18 (1000 uM)

(H. SUBRAMANIAM)
of SUBRAMANIAM & ASSOCIATES
Attorneys for the applicants
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