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PTZs
ROS assay
quinine
erythromycin
quinine singlet oxygen
superoxide anion
erythromycin
PTZs type
11 singlet oxygen
Superoxide anion
TD, FP, PP
fluorinated PTZs
ROS ROS
FP TF TD MQ PM CP PC PP
PTZs ROS
ROS
assay criteria [singlet oxygen (AA440 nm
x 103): 25; superoxide anion (AAsso nmX
103): 20] PTZs

ROS data MEC

PTZs

PTZs

cassette-dosing PK analyses
8 PTZs
(5 mg/kg each, p.o.)

, PK
PTZs
Tmax 3-4.5h MQ
Tmax 17 h
PTZs
Crmax 10-120 ng/mL
Cmax PTZs
:FP TF
T™O MQ PP PC PM CP PTZs
0.03-0.39 h!
PTZs
PTZs
4.5h Cmax 4.5
h ( )
PTZs PTZs
FP (637
ng/g tissue) (548 ng/g tissue)
Kp 5.6

ml/g tissue, 4.8 mL/g tissue
FP (Cmax 120



ng/mL) PT%Zs

PP FP
PP Kp FP In vivo PTZs
4 PTZs PTZs
TD positive/negative controls (100 mg/kg)
72 uv uv
ng/g tissue, 40 ng/g tissue PTZs
PM 80 mg/kg CP
PM UVA
336 nglg PTZs
tissue, 162 ng/g tissue
guinine uv
PM log P vehicle
(data not shown)
uv , quinine b*
:PP FP PM MQ PC TF CP erythromycin
TD uv AE 3.7+2.1
PP FP Quinine PTZs
PTZs uv
AE (data not shown)
TD Cp FP uv L* (AL*:
1 Decision matrix for photosafety evaluation
Non-halogenated group Fluorinated group Chlorinated group
MQ PM D FP TF CpP PP PC

Photochemical properties
UV absorption
A/ (Mem™)

302 nm/4,350 299 nm/3,700 312 nm/4,250 | 308 nm/3,550 307 nm/3,350 | 306 nm/3,850 308 nm/4,050 309 nm/4,050

1
0,
(A X10) 245 226 323 224
ROS assay o
2
(AAsgo X 10%) 0 0 1 0
[2] [2] [2] [2]
Distribution to UV-exposed tissues
Skin (ng/g tissue)© 21l 336.3 72.3 199.7
ele @2)¢ (41.5) (1.2) @3)
e 135.1 162.0 39.8 152.9
Eyes (ng/g tissue) 2.7 (20.0) 0.7) (33)
(71 [2] (71 [2]
Total score 8 8 8 12 10 7 11 9

* Risk scores in parentheses. ® ROS data for PTZs at a concentration of 200 uM. ¢, tissue
concentration of PTZs at 4.5 h after oral cassette-dosing. 4 K, values (mL/g tissue) in
parentheses. White cells, risk score 0—1; gray cells, 2-3; and black cells, 4-5.



11.4+0.7) b* (Ab*: 3.4+0.7)
a* (Aa*: -8.240.9)
FP

TF PC AE
quinine
(P
0.05) non-halogenated PTZs
uv AE
PTZs uv

non-halogenated PTZs PTZs

D-1 ROS assay
Atlas Suntest series Seric
SXL-2500V2 ROS assay
ROS assay

transferability predictive capacity

D-2

decision matrix
PTZs ( D

decision matrix

Matrix
decision PTZs

PK

uv ROS
uv
ROS
uv
ROS
uv
MEC 1,000 M'em™
MEC
PK
decision
matrix

ICH S10 draft guideline



MEC

ROS /
5
UV/ROS
/
4 FP
TF
(total score: 10) /
PP (total score: 11)
Total score 89 PC,
MQ, PM, TD
/
Cp
( : 6) /
( © 1)
(total
score: 7)
PTZs
:Fp PP TF PC MQ PM TD
CPp in vivo
PTZs

: fluorinated PTZs chlorinated

PTZs non-halogenated PTZs

decision matrix

CP

CP

CPp

in vivo

Cp
cytochrome P450 (CYP) 1A2
3A4 N-demethylation
2D6 7-hydroxylation

desmethylchlorpromazine
Desmethylchlorpromazine
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CP

CP

ROS assay
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CP

CP

CP
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