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Figures
1 Body weights: P 1
2 Food consumption: P
3 Body weights: F;
Tables
1 Clinical signs: P 1
2 Body weights: P 2
3 Food consumption: P 6
4 Mating and fertility findings: P 10
5 Absolute organ weights: P 11
6 Relative organ weights: P 12
7 Macroscopic findings: P 13
8 Histopathological findings: P 14
9 Postnatal courses: F; 16
10 External findings: F; 19
11 Clinical signs: F, 20
12 Body weights: F; 21
Addenda
1 Clinical signs of individual animals: P 1
2 Body weights of individual animals: P 55
3 Food consumption of individual animals: P 59
4 Mating and fertility findings of individual animals: P 63
5 Absolute organ weights of individual animals: P 68
6 Relative organ weights of individual animals: P 70
7 Pathological findings of individual animals: P 72
8 Postnatal courses per dam: F, 80
9 External findings per dam: F; 96
10 Clinical signs per dam: F; 100
11 Body weights per dam: F; 104
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TMAH / (OECD
421) 10 10 Crj: CD (SD) IGS
20 mg/kg/day
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2 3
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P 5 mg/kg/day
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4,
P P
(mg/kg/day) (mL/kg) (%) ( ) ( )
0 5 0 10( 1 - 10 ) 10(41 - 50 )
1 5 0.02 10(11 - 20 ) 10(51 - 60 )
5 5 0.1 10(21 - 30 ) 10(61 - 70 )
20 5 0.4 10(31 - 40 ) 10(71 - 80 )
2 (75-59-2) 10 15 23
34 50 mg/kg 34 mg/kg
50 mg/kg
23 34
mg/kg 34 mg/kg
5 10 20 mg/kg/day
28 10 mg/kg/day 5
mg/kg/day
20 mg/kg/day 5 1 mg/kg/day
5.
( )
6.
6.1
( A226 )
6.2
20.0%
0.4 wiv% 0.1 0.02 wiv%
0.4 wiv% 7
7 1 14 13
12 1
6.3
0.4 0.02 wiv% 14
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10.
P
Fi
5%
Dunnett
Kruskal-Wallis
Fi
10 Fisher
Fi
Kruskal-Wallis
( 20% ) 20 wiw%
20.0%
P
Fi
Fi
1. P
1.1 (Tablel1 Addendum 1)
:5 mg/kg/day 6
1
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Bartlett

Dunnett
P
(
)
4
Dunnett
F1
TMAH( 99.9% )
(20.0% ) 99.9%
4
1 (No. 24)
20 mg/kg/day 4

1 (No.



E16-0033

36) 1 1 17
: 1 mg/kg/day 1 1 (No. 56) 21
F1
5 mg/kg/day
16 2 (No. 62 68)
1 1 20 mg/kg/day
5
1 (No. 73) 21
22 1 (No. 76) 22
23
20 mg/kg/day 8 ) 1 (No. 78)
20 1 (No.79) 20
2
1 (No.75) 15
4
1.2 (Fig.1, Table 2 Addendum 2)
: 5 mg/kg/day 0 20 mg/kg/day 0 4
1.3 (Fig.2, Table 3 Addendum 3)
: 20 mg/kg/day 3
: 5 mg/kg/day 7 20 mg/kg/day
20
1.4 (Table 4 9 Addendum 4 8)
14 20 mg/kg/day P
1 (No. 80)
(No. 31) 3 P
17
1 mg/kg/day Fi No. 56 20
mg/kg/day 22 No. 73 No. 76
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(Table 5 6 Addendum 5 6)
(Table 7 Addendum 7)
: 1 mg/kg/day 1 20 mg/kg/day 1 (No.
31)
: 1 mg/kg/day 2 5 mg/kg/day 1 20 mg/kg/day
2 1 (No.73) 1 (No. 76)
20 mg/kg/day (8
) 2 (No.74 77) 1 (No.79)
1 (No.75)
(Table 8 Addendum 7)
+ 2 5 mg/kg/day
3 (1 ;++2 ) 3 (+,2 ;++
1 ) 20 mg/kg/day 4 (+3 ;++1 )
1 (No.31) (+++) (+)
(+) (+++)
(+) (+) 1
(+)
: 20 mg/kg/day 1 (No. 76)
(Table 9 10 Addendum 8 9)
4

(Table 11  Addendum 10)
20 mg/kg/day P
F1

(Table 12 Addendum 11)

1

20 mg/kg/day 0

(No. 75)



TMAH 0 1 5 20 mg/kg/day

P 20 mg/kg/day
21
22
TMAH
28
TMAH
22
23

P 20 mg/kg/day

1 15

TMAH
TMAH P

TMAH
TMAH
TMAH P

5 20 mg/kg/day
TMAH

20 mg/kg/day

20 mg/kg/day P 1
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Crj: CD (SD) IGS

32 P
1
1)
20
4 P
P
1 mg/kg/day
5 mg/kg/day
1 1
20 mg/kg/day P
20 0 4
p

5 20 mg/kg/day P
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TMAH
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5 mg/kg/day
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P
20 mg/kg/day P 1
0 4
P Fy
4 TMAH
TMAH P (NOAEL)
1 mg/kg/day P
NOAEL 20 mg/kg/day
TMAH NOAEL 20 mg/kg/day
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Fig. 1-1  Reproduction/developmental toxicity screening test of TMAH
Body weights : P male
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Body weights : p female (nursing period)
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Fig. 2-1 Reproduction/developmental toxicity screeniné test of TMAH
Food’ consumption : P male
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Fig. 2-2  Reproduction/developmental toxicity screening test of TMAH
Food consumption : P female {before mating)

(day of administration)
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Fig. 2-3 Reproduction/developmental toxicity screening test of TMAH
Food consumption : p female (pregnant period)
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Fig. 3-1  Reproduction/developmental toxicity screening test of TMAH
Body weights : F1 newborn male
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Fig. 3—2 Reproductxon/deve1opmenta1 toxicity screening test of TMAH
Body weights : Fi: newborn female

{(day after birth)



Table 1 Reproduction/developmental toxicity screening test of TMAH

Clinical signs: P

Sex Signs mg/kg/day vC

20

Male ta
10

ta

10

ta
10

ta

No abnormalities detected 107

10

Salivation

10

Soft stool

b | ND |t

Female ta
10

O

10

o B

fd

No abnormalities detected 10

Salivation

Decreased spontaneous locomotion

Decreased respiratory rate

Eyelid closure

Incomplete eyelid opening

B s [N N

Emaciation

WIN[(N[=—IN |00

Paleness

Staining around nose and mouth

—

D | re

Loss of hair

Wound

Scab formation

Death

a) Number of animals examined.
VC, Vehicle control
ta, terminal autopsy; sa, sacrificed; fd, found dead.
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Table 2-1 Reproduction/developmental toxicity screening tést of TMAH E16-0033
Body weights(g) : p male

Exp.group Day of administration
(mg/kg/day) 1 3 10 17 24 31
Vehicle 374.9 (10)# 383.7 (10) 410.0 (10) 430.4 (10) 455.5 (10) 479.5 (10)
control * 12.7 t 12.2 + 21.2 t 23.8 t 23.7 + 29.1
370.8 (10) 381.2 (10) 405.5 (10) 425.9 (10) 451 .8 (10) 476.0 (10)
1 t 15.3 t 16.6 + 21.0 t 24.1 t 28.2 + 31.3
372.7 (10) 383.6 (10). 407.9 (10) 426.2 (10) 451.9 (10) = 473.1 (10)
5 +12.0 t 12.7 +15.9 t 17.9 + 24.3 + 28.0
372.6 (10) 377.9 (10) 391.3 (106) 408.1 (10) 432.2 (10) 448.9 (10)
20 + 12.2 + 13.9 t 27.86 t 27.2 t 23.8 t 27.9
Mean*S.D.

# : Number of animals examined.
¢ Significantly different from vehicle control at P<0.05.
s Significantly different from vehicle control at P<0.0t.



Table 2-2 Reproduction/developmental toxicity screening test of TMAH
Body weights(g) : p female (before mating)

E16-0033

Exp.group Day of administration
(ag/kg/day) 1 3 7 14
Vehicle 244.8 (10)% 247.6 (10) 252.5 (10) 265.4 (10)
control + 6.0 + 8.7 + 11.8 + 12.9 .
245.9 (10) 251.2 (10) 256.7 (10) 271.5 (10)
1 - 6.8 t+ 6.9 + 8.6 + 9.2
244 .7 (10) 252.1 (10) 260.3 (10) 273.5 (10)
5 ¢+ 8.1 t 8.4 t 9.8 + 14.4
245.3 (10) 250.5 (10) 256.7 (10) 270.3 (10)
20 t 6.7 + 8.2 + 8.6 t 8.8
Mean*8.D.

# : Number of animals examined.
* Significantly different from vehicle control at P<0.05.
#+ Significantly different from vehicle control at P<0.01.



E18-0033

# : Number of animals examined.

* Significantly different from vehicle control at P<0,05.
* Sigpif ??EEQY, di{ggrent_ fm_l v‘e‘gi_qlg Agpntrpl‘_at P<001

Table 2-3 Reproduction/developmental toxicity screening test of TMAH
Body weights{g) : p female (pregnant period)
Exp.group Day of pregnancy
" (mg/kg/day) 0 7 14 17 20
Vehicle 270.0 (10)# 310.8 (10) 343.3 (10) 372.4 (10) 408.3 (10)
control & 14.6 + 13.3 + 15.5 t 20.1 t 26.4
276.0 (10) 313.3 (10} 347.1 (10) 374.3 (10) 411.6 (10)
1 t 9.2 1 12.1 t 12.6 t 14.8 + 21.2
274.8 (10) 314.8 (10) 352.5 (10) 378.5 (10) 4186.7 (10)
5 + 13.3 + 17.3 t 19.8 t 22.5 + 25.5
282.5 (10) 310.1 (10) 340.0 (10) 364.5 (10) 382.3 (10)
20 t 11.1 + 13.2 + 14.7 + 18.3 t 32.0
Mean+S5.D.



Table 2-4 Reproduction/developmental toxicity screening test of TMAK E16-0033
Body weights(g) : P female (nursing period)

Exp.group Day of nursing
(ng/kg/day) o] 4
Vehicle 312.0 (10)# 330.1 (10)
control + 24.9 t 23.8
319.7 (9) 334.3 (9)
1 t 15.56 + 19.3
339.2 (10)s 346.3 (10)
5 t 21.9 t 15.8
287.7 ( 8)»* 296.0 ( B)s=
20 t 16.0 + 25.6
Mean+S.D.

# . Number of animals examined.
% Significantly different from vehicle control at P<0.05.
sx Significantly different from vehicle control at P<0.01.



Table 3-1 Reproduction/developmental toxicity screening test of TMAH E16-0033
Food consumption{(g/rat/day) : p male

Exp.group Day of administration
(mg/kg/day) 1 K] 10 33
Vehicle 24.5 (10)# 25.4 (10) 24.8 (10) 25.9 (10)
control * 2.01 t 2.60 + 2.22 + 1.62
24.0 (10) 25.1 (10) 24.9 (10) 26.2 (10)
1 r 2.47 t 2.47 + 2.11 + 1.73
25.0 (10) 25.9 (10) 25.4 (10) 26.8 (10)
5 + 1.38 + 1.18 + 0.98 t 1.69
24.9 (10) 21.4 (10)ss 21.7 (10) 25.9 {10)
20 + 1.681 + 3.18 + 4.63 t 1,94
MeantS.D.

¥ : Number of animals examined.
* Significantly different from vehicle control at P<0,05.
*x Significantly different from vehicle control at P<0.01.



Table 3-2  Reproduction/developmental toxicity screening test of TMAR E16-0033

Food consumption{g/rat/day) : p female (before mating) .
Exp.group Day of administration
(mg/kg/day) 1 7 14
Vehicle 18.2 (10)# 17.8 (10) 19.3 (10}
control + 3.10 + 1.05 + 1.68
18.1 (10) 18.5 (10) 19.6 (10)
1 t 2.77 + 0.94 + 1.58
18.1 (10) 19.0 (10)s 20.2 (10)
5 t 2.85 t 1.45 r 1.94
18.1 (10) 17.1 (10) 19.3 (10)
20 + 2.11 t 0.74 t 0.77
Mean+8.D.

# : Number of animals examined.
* Significantly different from vehicle control at P<0.05.
% Significantly different from vehicle control at P<0.01.



Table 3~-3  Reproduction/developmental toxicity screening test of TMAH E16-0033
) Food consumption(g/rat/day) : p female (pregnant period) -

Exp.group . Day of pregnancy )
(ng/kg/day) 7 14 17 20
Vehicle 22.9 (10)# 24.8 (10) 25.7 (10) 22.1 (10)
control '+ 1.28 t 1.72 t 2.29 . 2.57
21.7 (10) 24.8 (10) 25.7 (10) 22.3 (10)
1 + 3.38 + 1.80 + 1.60 + 2.06
22.3 (10) 28.2 (10) 26.1 (10) 22.0 (10)
5 r 2.71 + 2.51 t 2.41 + 1,93
21.5 (10} 23.9 (10) 24.7 (10) 14.8 (10)s*
20 + 1.78 + 2.21 t 3.43 + 5.29
Mean+8$.D,

# : Number of animals examined.
* Significantly different from vehicle control at P<0.05.
*s Significantly different from vehicle control at P<0.01.



Table 3-4 Reproduction/developmental toxicity screening test of TMAH
Food consumption(g/rat/day) : P female (nursing period)

E16-0033

Exp.group Day of nursing

(mg/ke/day) 4
Vehicle 26.2 (10)#
control + 7.13
26.8( 9)
1 + 6.82
29.3 (10)
5 + 6.29
18.9 ( 8)
.20 t 9.58
Mean+S.D,

# . Number of animals examined.
% Significantly different from vehicle control at P<0.05.
*% Significantly different from vehicle control at P<0.01.



- 0T -

E16-0033

Table 4 Reproduction/developmental toxicity screening test of TMAH
Mating and fertility findings: P

Vehicle
Sex Exp.group (mg/kg/day) control 1 5 20
" Number of animals mated 10 10 10 11
Male  Number of animals that copulateda) 10 (100) 10 (100) 10 (100) 10 (91)
Number of animals that produced pregnant female” 10 (100) 10 (100) 10 (100) 10 (100)
Number of animals mated \ 10 10 10 10
Female Number of animals that copulateda) 10 (100) 10 (100) 10 (100) 10 (100)
Number of pregnant animals® : ' 10 (100) 10 (100) 10 (100) 10 (100)
Duration of mating (days required for successful copulation)d) 30£149 2.7+1.42 3.2+1.03 471544

a): Value in parentheses is percentage of the number of animals mated.

b): Value in parentheses is percentage of the number of animals that produced pregnant female/number of males that copulated.
c): Value in parentheses is percentage of the number of animals that copulated. '

d): Mean*=S.D.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 5 Reproduction/developmental toxicity screening test of TMAH E16-0033
Absolute organ weights: P

Seminal
Sex Exp.group-  Number of Heart Testis Epididymis Prostate vesicle Qvary Uterus Body weight =)
(mg/kg/day) enimals (g} () (g) (%) (g) (ng) (g) {g)
Vehicle 10 1.41 3.41 1.31 1.18 1.78 - - 484.5
control ’ + 0.11 t 0.26 + 0.09 + 0.11 + 0.28 - - + 28.9
1 10 1.38 3.22 1.28 1.22 1.78 - - 480.6
Male + 0.12 t 0.35 t 0.14 t+ 0.08 + 0.18 - - t 33.6
5 10 1.40 3.486 1.31 1.08 1.78 - - 480.0
+ 0.06 - t 0.23 + 0.08 + 0.19 + 0.22 - - + 28.0
20 10 1.32 3.29 1.28 1.02 1.52 - - 454.6
+ 0.14 {1 0.51 + 0.19 + 0.21 + 0.33 - - + 28.9
Vehicle i0 0.97 - - - - 101.8 0.71 330.1
control + 0.10 - - = - t 8.0 t 0.11 1 23.86
1 9 0.98 - - - - g8.1 0.67 334.3
Female -+ 0.11 - - .- - + 13.1 t 0.12 + 19.3
5 10 1.04 - - - - 111.6 0.67 346.3
+ 0.08 - - - - t 16.5 + 0.10 + 15.8
20 8 0.8¢ - - - - 104.6 0.63 296.0
+ 0.14 - - - - t 11.8 t 0.10 + 25.8

Mean +8.D.

a) Statistical analysis was not applied.

# Significantly different from vehicle control at P<0,05,
*x Significantly different from vehicle control at P<0.01.
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Table 8 BReproduction/developmental toxicity screening test of TMAH : . : E16-0033
Relative organ weights: P .

Seminal

Sex Exp.group Number of Heart Testis Epididymis Prostate vesicle Ovary Uterus Body weight &)
(ag/kg/day) animals (g/100g) {g/100g) {(g/100g) (g/100g) (g/100g) (ng/100g) {g/100g) (2)
Vehicle 10 0.29 0.70 0.27 0.24 0.37 - ' - 484.5
control 10.02 10.05 10.02 £10.02 $0.06@ - - + 28.9
i 10 0.29 0.87 0.28 0.25 0.38 - - 480.86
Male $0.02 10.08 10.04 10.02 $0.04 - - + 33.6
5 10 0.29 0.72 0.27 0.23 0.37 - - - 480.0
10.02 $0.05 $0.01 10.04 10.06 - - + 28.0
20 10 0.29 0.73 0.28 0.22 0.33 - - 454 .6
$0.02 $0.11 $0.04 10.04 +0.06 - - t 28.9
Vehicle 10 0.29 - - - - 30.9 0.21 . 330.1
control $0.02 - - - - St 3.0 10.04 t 23.6
1 ] 0.29 - - - - 29.5 0.20 334.3
Female - 10.02 - - - - t 4.9 10.04 + 19.3
5 10 0.30 - - - - 32.2 0.19 346.3
10.02 - - - - it 4.8 10.03 + 15.8
20 8 0.29 - - - - 35.7 0.21 296.0
10.03 - - - - t 5.8 $0.03 + 25.86

Mean *S.D.

a) Statistical analysis was not applied.

+ Significantly different from vehicle control at P<0.05,
*% Significantly different from vehicle control at P<0.01.
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Table 7 Reproduction/developmental tdxicity screening test of TMAH
Macroscopic findings: P

Male Female

Findings Vehicle control 1 5 20 Vehicle control 1 : 5 20 (mg/kg/day)
ta ta ta ta ta ta iapd ta ta - fd
10 10 10 10 10 9 1 10 8 2

No abnormalities detected 10 9 10 9 10 7 9 4
Emaciation 0 0 0 0 0 0 0 0 3
Lung , ,

Blackish change -0 0 0 0 0 0 0 0 0 1
Forestomach ' ‘

Recessed region of mucosa 0 0 0 0 0 0 0 0 1 0
Heart

Distention of atrium 0 0 0 0 0 0 0 0 0 1
Kidney .

Pelvic dilatation ; 0 1 0 0 0 0 0 0 0 0
Urinary bladder

Distended with urine 0 0 0 0 0 0 0 0 0 1
Testis v

Small 0 0 0 1
Epididymis

Whitish region 0 1 0 0

Small 0
Seminal vesicle

Small 0 0 -0 1
Thymus

Small 0 0 0 0 0 0 0 0 4 1
Adrenal ‘ )

Enlargement : 0 0 0 0 0 0 - 0 0 1 0
Skin

Loss of hair 0 0 0 0 0 2 0 1 1 0

ta, terminal autopsy; ia-pd, dam all her pups were dead; fd, found dead.
a) Number of animals examined.
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Table 8-1 Reproduction/developmental toxicity screening test of TMAH

Histopathological findings: P

Female
i 1 2 i 1 1 d
Findings Grade Vghncle control 5 0 ’ Vehicle contro 5 20 (mg/kg/day)
ta ta ta ta ta ta ia-pd ta ta fd
10¥ 10 10 10 10 9 1 10 8 2
Heart
No abnormalities detected - — - - 10/10? - = — 8/8 22
Testis
No abnormalities detected _ 10/10 - 10/10 9/10
Diffuse atrophy of seminiferous 0/10 _ 0/10 1710
t\}bu!es ____________________________________________________________________________________________________________________
Focal atrophy of seminiferous + 0/10 _ 0/10 110
L
Leydig cell hyperplasia + 0/10 - 0/10 1/10
Epididymis
No abnormalities detected 10/10 - 7/10 8/10
Decreased spermatozoa in + 0/10 - 0/10 110
Tl e e e ee e e e e e oo — oo eeeammmnomeeeemommmiemeommemeeaeeeemommaeeeemeaoemeeeemomeaeeeemoaneemememaeeeeemmeeeameans
Germ cell debris in lumen 0/10 - 0/10 1/10
Spermatic granuloma + 0/10 - /10 1710 ‘
++ 0/10 - 2/10 0/10
Prostate
- No abnormalities detected 8/10 - 7/10 6/10
+ 2/10 - 2710 3/10
Round cell infiltration =~ cesemeemcmrmccmm e it e e e en st secuia sttt s e
++ 0/10 - 1/10 1/10

ta, terminal autopsy; ia-pd, dam all her pups were dead, fd, found dead.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.

—, Not examined.
+ slight; ++ ,moderate; +++ ,severe.

E16-0033
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Table 8-2 Reproduction/developmental toxicity screening test of TMAH

Histopathological findings: P

Female
. . 1
Findings . Vehicle control 1 5 20 Vehicle control 5 20 (mg/kg/day)
ta ta ta ta ta ia-pd ta ~ta fd
10V 10 10 10 10 1 10 g8 2
Seminal vesicle
No abnormalities detected 107109 - 10/10 9/10
Focal fibrosis with cell
infiltration + 0/10 0/10 1/10
Ovary ,
No abnormalities detected 10/10 — - 88 212
Uterus
Autolysis 0/10 - - 0/8 172
No abnormalities detected 10/10 - - 88 U1
Vagina
No abnormalities detected 10/10 - - 8/8 22

ta, terminal autopsy; ia-pd, dam all her pups were dead; fd, found dead.
a) Number of animals autopsied.
b) Number of animals affected / Number of animals examined.

—, Not examined.

E16-0033
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Table 9-1
Postnatal courses : Fi

Reproduction/developmental toxicity screening test of TMAH

E16-0033

Exp.group (mg/kg/day) Vehicle control 1
Dan
Number of dams 10 . 10
Number of dams delivered live newborns a) 10 (100) 9 (90.0)

Duration of pregnancy (day) b)
Number of implantation sites ¢)

22.0% 0,00
141 [14.1% 1.79]

22,04 0,50
147 [14.7¢ 1.25)

Newborns
Sex

Male

Female

Total

Male

Female

Total

Number of newborms c)
Number of stillborns
Number of live newborns at birth ¢) d}

Sex ratio of live newborns at birth
(male/female)

Number of deads e)
Number of live newborns on day 4 e)

81 [ 6.1% 2.42]
0

61
[ 6.1t 2.42]

3 (4.9
58 (95.1)

71 [ 7.1% 1.97]
0

71
[ 7.1t 1.97]

0
71 (100).

132 [13.21 1.93]
0

132 (93.8)

{13,2¢ 1.93)

61/71
3 (2,3
129 (97.7)

85 [ 7.2t 3.07]
0

85
[ 7.2+ 3.07}

1 (15)
B4 (98.5)

61 { 6.8t 2.95]
0

81
[ 6.8+ 2,95}

1 (1.8)
60 (98.4)

126 {14.0% 1.12]
0

128 (85.7)
[14.0¢ 1,12}

85/81
2 (1.6)
124 (98.4)

a) Value in parentheses is percentage of the number of dams.

b) MeanxS.D.
¢) Value in brackets is mean+S.D.

d) Value in parentheses is percentage of the number of implantation sites.

e) Value in parentheses is percentage of the number of live newborns at birth.
* Significantly different from vehicle control at P<0.05.
# Significantly different from vehicle control at P<0.01.
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Table 9-2 Reproduction/developmental toxicity screening test of TMAH
Postnatal courses : F1
Exp.group (mg/kg/day) 5 20
Dam
Number of dams 10 9
Number of dams delivered live newborns a) 10 (100) 8 (88.9)
21.8t 0.42 22.3% 0.46

Duration of pregnancy (day) b)
Number of implantation sites ¢)

148 [14.8¢ 2.53]

123 [13.7¢ 3.81]

Newborns

Sex Male Female Total Male Female Total
Number of newborns c) 71 [ 7.1f 2.33} 64 [ 6.4% 1.90] 135 [13.5% 2.37) 45 [ 5.6¢ 1.51] 52 [ 6.5¢ 2.51] 98 {12,3t 3.54]
Number of stillborns d) 0 0 0 1 0 1 (0.8)
Number of live newborns at birth ¢) d) 71 64 135 (91.2) 44 52 96 (78.0)
[ 7.1% 2.33] [ 6.4% 1.90] [13.5% 2.37] [ 5.5 1.41] [ 6.5¢ 2.51) {12.0¢ 3.38]
Sex ratio of live newborns at birth
(male/female) 71/64 44/52
Number of deads e) 0 0 0 7 (15.9) 7 (13.5) 14 (14.6)
Number of live newborns on day 4 e) 71 (100) 64 (100) 135 (100) 37 (84.1) 45 (86.5) 82 (85.4)

a) Value in parentheses is percentage of the number of dams.

b) Mean+S.D.
c) Value in brackets is mean+$S.D.

d) Value in parentheses is percentage of the number of implantation sites.

e) Value ‘in parentheses is percentage of the number of live newborns at birth.
+ Significantly different from vehicle control at P<0.03.
*x Significantly different from vehicle control at P<0.01.
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Table 9-3 Reproduction/developmental toxicity screening test of TMAH .

Postnatal courses per dam : F,

Exp. group (mg/kg/day)

Vehicle control 1 S 20
Number of dams 10 10 10 10
Number of corpora lutea a) 148 ’ 156 | 165 155
(14.8+1.14) (15.6+1.84) (16.5+1.65) (15.5+1.96)
Pre-implantation loss l;) : 4.82+8.900 5.08+8.835 10.45+13.262  13.88+20.350

a) Value in parentheses is mean + S.D.

b) Value is mean + S.D.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.

E16-0033
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Table 10Reproduction/developmental toxicity screening test of TMAH
External findings : F, '

* Exp. group (mg/kg/day) -

Vehicle control 1 5 20
Number of dams ' 10 9 o 10 8 .
External findings on day 0
Number of newborns examined » 132 126 135 96
Number of newborns withabnormalities 0 0 0 0
‘ © ) © ©
External findings on day 4 , .
Number of newborns examined ' 129 124 - 135 82
Number of newborns with abnormalities 0 0 0 -0
0 O © ©

Value in parentheses is percentage of abnormalities.
* Significantly different from vehicle control at P<0.05,
** Significantly different from vehicle control at P<0.01.

E16-0033



Table 11 Reproduction/developmental toxicity screening test of TMAH

Clinical signs: F,

Signs
me/kg/day VvC 5 20
ta ta ta ta
10? 9 10 8
No abnormalities detected 10 9 10 7
No milk spot 1

a) Number of dams examined.
VC, Vehicle control
ta, terminal autopsy.

._20._
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Table 12

Reproduction/developmental toxicity screening test of TMAH

Body weights:F; (g) : F, newborn

E16-0033

Exp.group Day after birth
Sex (mg/kg/day) 4
Vehicle 6.6 (61)# 10.3 (58)
control + 04 + 1.1
1 6.6 (65) 10.2 (64)
+ 0.3 + 1.1
Male s 6.4 (71) 9.9 (71)
+ 0.5 + 1.3
20 5.7 (44)* 8.0 37)**
£ 09 + 2.1 .
Vehicle 6.3 (71) 9.9 (71)
control + 04 + 1.3
1 6.3 (61) 9.8 (60)
+ 05 £ 13
Female
5 6.0 (64) 9.6 (64)
+ 04 + 1.1
20 5.4 (52)** 7.5 (45)*+
: + 0.8 + 1.8
MeansS8.D.

# : Number of animals examined.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle contro! at P<0.01.



Addendum 1-1 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P male

E16-0033

Vehicle control
Animal . week 1
No. Signs 1 2 3 4 5 6 7 (day)
1  No abnormalities detected O O O O O @) O
2 No abnormalities detected O O O O ®) O O
3 No abnormalities detected O O O O O ©) O
4  No abnormalities detected O O O O O O O
5 No abnormalities detected O O O O O O O
6  No abnormalities detected O O O O O O O
7  No abnormalities detected Q O O O O O @]
8  No abnormalities detected O O O O O O O
9  No abnormalities detected O O O O O O O
10  No abnormalities detected O O O O O O O




Addendum 1-2 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P male

E16-0033

1 mg/kg/day
Animal Signs week 1

No. 1 2 3 4 s 6 7 (day)
11  No abnormalities detected O O O O O O O
12 No abnormalities detected O O O O O O O
13 No abnormalities detected O O O O O O O
14  No abnormalities detected O O O O O O O
15 No abnormalities detected O O O O O @] O
16  No abnormalities detected O O O @) O O O
17 No abnormalities detected O O O O O O O
18  No abnormalities detected [e O O O O O O
19  No abnormalities detected O O O O O O O
20 No abnormalities detected O O O O O ) O




Addendum 1-3 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P male

E16-0033

5 mg/kg/day
Animal X week 1
No. Signs 1 2 3 4 5 6 7 (day)
21  No abnormalities detected O O O Q O O O
22 No abnormalities detected O O O O O O
Salivation O
23 No abnormalities detected O O O O @) O
Salivation 0 _
24  No abnormalities detected O O O O O O O
25  No abnormalities detected O O O O O O O
26  No abnormalities detected O O O O O O @)
27  No abnormalities detected O O O O O O O
28  No abnormalities detected O O O O O O O
29  No abnormalities detected O O O O O O O
30 No abnormalities detected O O O O O @ O




Addendum 1-4 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P male

E16-0033

20 mg/kg/day
Animal Signs week 1
No. 1 2 3 4 5 6 7 (day)
31  No abnormalities detected o O O O O O O
32 No abnormalities detected O O O O O O O
33 No abnormalities detected O O O O O O
Salivation : O
34  No abnormalities detected O O O O O O
Salivation O
35 No abnormalities detected O O O O Q @) O
36  No abnormalities detected O O @)
Salivation O O O Q
37 No abnormalities detected O Q O O O O Q
38  No abnormalities detected O O O O O
Salivation , O O
39  No abnormalities detected O ) O O Q O
Salivation O
40  No abnormalities detected O O O O
~ Salivation O O O




‘ Addendum 1-5 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P male

Vehicle control

E16-0033

Animal . week 2 )

No. Signs 8 9 0 11 12 13 14 (day)
1 No abnormalities detected O O O O O O O
2 No abnormalities detected O O @) O O O @)
3 No abnormalities detected O Q O Q O O O
4  No abnormalities detected O O O O O O O
5  No abnormalities detected O O O O O O O
6  No abnormalities detected O O @) O 0) O O
7  No abnormalities detected O O O O QO O O
8  No abnormalities detected O O O O O Q O
9  No abnormalities detected O O ®) O O Q O
10 No abnormalities detected O O O O O O O




Addendum 1-6 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P male

E16-0033

1 mg/kg/day
Animal . week 2

No. Signs 3 9 0 1 12 13 14 (day)
11  No abnormalities detected O @ O O O )] O
12 No abnormalities detected - O O O O O O QO
13  No abnormalities detected O O O O O O O
14  No abnormalities detected @) Q O O O ®) O
15  No abnormalities detected O O O O O O O
16  No abnormalities detected O O O ©) Q O O
17  No abnormalities detected O O O O O O O
18  No abnormalities detected O O O O O O O
19  No abnormalities detected O O ) O O Q O
20 No abnormalities detected O O O O O O O




Addendum 1-7 chroduction/developmcmal toxicity screening test of TMAH
Clinical signs of individual animals:P male

E16-0033

5 mg/kg/day
Animal . week 2
Signs
No. ; 8 9 10 11 12 13 14 (day)
21 = No abnormalities detected O O O O O O Q
22 No abnormalities detected O O O O O O O
23 No abnormalities detected O O O O O O O
24  No abnormalities detected O O O O O ®)
Salivation O '
25  No abnormalities detected O O O O Q Q O
- 26  No abnormalities detected O O O O O O O
27  No abnormalities detected O O O O O 0O O
28  No abnormalities detected O O O O O O O
29  No abnormalities detected O O O O Q O O
30  No abnormalities detected O O O O O O
O

Salivation




Addendum 1-8 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P male

E16-0033

20 mg/kg/day
Animal . week 2
No. Signs 8 9 10 11 12 13 14 (day)
31 No abnormalities detected O O O O O O O
32 No abnormalities detected O O
Salivation QO O O O O
33 _ No abnormalities detected O ‘
Salivation O O O O O O
34  No abnormalities detected O O ) O
Salivation O O Q
35 No abnormalities detected O Q O O O O
Salivation O
36 Salivation O ®) O O O O O
37 No abnormalities detected O O O O O
Salivation O O
38 Salivation O O O O O @) O
39  No abnormalities detected O O. O O O O
Salivation O
40  No abnormalities detected O O O O
‘ Salivation O O O




Addendum 1-9 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P male

Vehicle control

E16-0033

Animal . - week 3
No. Signs 15 16 17 18 19 20 21 (day)
1~ No abnormalities detected O O O O @) O O
2  No abnormalities detected O O O O O O O
3 No abnormalities detected Q O Q O @) O O
4  No-abnormalities detected O O O O O O O
5  No abnormalities detected O O QO O O O O
6  No abnormalities detected O O Q O O O O
7  No abnormalities detected O O O O O O O
8  No abnormalities detected O O O O O O O
9  No abnormalities detected O O O O O O O
10  No abnormalities detected O O O O ) O O




Addendum 1-10 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P male

E16-0033

1 mg/kg/day
Animal , week 3

No. Signs s 16 17 18 19 20 21 (day)
11 No abnormalities detected O @] @ O O O O
12 No abnormalities detected O O O O O @) ©)
13  No abnormalities detected O O O O O O O
14  No abnormalities detected O O O O O O O
15  No abnormalities detected O O O O O O O
16  No abnormalities detected O O @) O O O O
17 No abnormalities detected O O Q O O O O
18  No abnormalities detected O O O O O O O
19  No abnormalities detected @) @) @) @) O O O
20  No abnormalities detected O O O ®) O O O

_10_



Addendum 1-11 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P male

E16-0033

5 mg/kg/day
Animal Signs week 3
No. 15 16 17 18 19 20 21 (day)
21 No abnormalities detected O O O O O O
Salivation @) )
22 No abnormalities detected O O O
Salivation O 0O @) O
23 No abnormalities detected O O O O
Salivation O O O
24  No abnormalities detected O 0O O @)
Salivation O O O
25 No abnormalities detected O O O O O O
Salivation Q
26  No abnormalities detected O O O QO
Salivation O O O
27  No abnormalities detected O O O O O O
Salivation O '
28  No abnormalities detected O O O O O O
Salivation Q
29  No abnormalities detected O O O O O O
Salivation O
30  No abnormalities detected O O O
Slivation ‘ O O O
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Addendum 1-12 Reproduction/devclopmental toxicity screening test of TMAH

/

Clinical signs of individual animals:P male

E16-0033

20 mg/kg/day
Animal Signs week 3
No. 15 16 17 18 19 20 21 (day)
31  No abnormalities detected O O O O O O O
32 Slivation O O O O O O O
33 No abnormalities detected O 0O
Slivation O O O O Q
34  No abnormalities detected O O
. Slivation O O O O O
35 No abnormalities detected O O O
Slivation O O O O
36  Slivation O O O O O O @
37 No abnormalities detected O O
Slivation O O O O O
Soft stool O
38  Slivation O O O O O O O
39 No abnormalities detected O O O
. Slivation O O O O
40  No abnormalities detected. ' O O
Slivation O O O O O

_12._
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Addendum 1-13 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P male
Vehicle control

Animal ) week 4
Signs
No. 22 23 24 25 26 27 28 (day)
1  No abnormalities detected O O O O O O O ‘
2 No abnormalities detected @) O. O O @) O O
3 No abnormalities detected O O O O O O O
4 No abnormalities detected O O O O O O O
5  No abnormalities detected O O O O O O O
6  No abnormalities detected O (@) O O O O O
7  No abnormalities detected O O O O O O O
8  No abnormalities detected O O O O O O O
9  No abnormalities detected O O O Q O O O
10 No abnormalities detected O O O O O O O
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Addendum 1-14 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P male

E16-0033

1 mg/kg/day
Animal . week 4

No. Signs 22 23 24 25 26 271 28 (day)
11  No abnormalities detected O O O Q O O O
12 No abnormalities detected O O O O O O O
13 No abnormalities detected O O O O O O O
14  No abnormalities detected O O O Q ] O O
15  No abnormalities detected O O O Q O O O
16 No abnormalities detected O O O @) O O O
17  No abnormalities detected O O O O O O ©)
18  No abnormalities detected O O O O O O O
19  No abnormalities detected O O O O O O ®)
20  No abnormalities detected O O @) O O O O

..14_



Addendum 1-15 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P male

E16-0033

5 mg/kg/day
Animal : week 4
No. Signs 2 23 24 25 26 27 28 (day)
21  No abnormalities detected O O O O O O O
22  No abnormalities detected O O
Salivation O O O O O
23 No abnormalities detected O O
Salivation O O ©) O O
24  Salivation O O . 0O O O O
25  No abnormalities detected O O O O O QO Q
26  Salivation ) O O O O O @
27  No abnormalities detected O O O O O
Salivation O O
28  No abnormalities detected O Q O ) O
Salivation @) O
29  No abnormalities detected O O O @)
Salivation O O @)
30  Slivation O O O O O O O
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Addendum 1-16 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P male

E16-0033

20 mg/kg/day
Animal . week 4
" No. Signs 2 23 24 25 26 27 28 (day)
31 No abnormalities detected O O O O O O O
32 Slivation 0 O O O @) ) O
33 No abnormalities detected O
Slivation . O O O O O
34  Slivation O O O O O O O
35 Noabnormalities detected O
Slivation O O o .0 O O
36  Slivation O O O O O O O
37  Slivation O O O O O O O
38 No abnormalities detected O
Slivation O O O O O O
39  No abnormalities detected O O
Slivation O O O O Q
40  Slivation O O O O O O O
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Addendum 1-17 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P male

Vehicle control

Animal . week 5
No. Signs 29 30 31 32 33 (day)
1 No abnormalities detected O O O O O
2 No abnormalities detected O O O O O
3 No abnormalities detected O O O O O
4  No abnormalities detected O O O O O
5  No abnormalities detected O O O O O
6  No abnormalities detected O O O O O
7  No abnormalities detected O O O O O
8  No abnormalities detected O O O O O
9 ' No abnormalities detected O O O O O
10  No abnormalities detected O ©) O O O

_17_
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Addendum 1-18 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P male

1 mg/kg/day
Animal . week 5

No. Signs 29 30 31 32 33 (day)
11  No abnormalities detected O O O O O
12 No abnormalities detected O O O O O
13 No abnormalities detected O O O O O
14  No abnormalities detected O . O O O O
15 No abnormalities detected O O O O O
16  No abnormalities detected O O O O O
17  No abnommalities detected O O O O O
18  No abnormalities detected O O O O O
19 No abnormalities detected O O O O O
20 No abnormalities detected O O O O O

_18_
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Addendum 1-19 Reproduction/devélopmental toxicity screening test of TMAH
Clinical signs of individual animals:P male

5 mg/kg/day
Animal . week 5

No. Signs 29 30 31 32 33 (day)

21 No abnormalities detected O O O: O
Salivation O

22  No abnormalities detected @)
Salivation O Q ©) @)

23 No abnormalities detected O O O O O

24  No abnormalities detected ‘ @)
Salivation O O O O

25  No abnormalities detected O O O O
Salivation O

26 No abnormalities detected O O
Salivation O Q )

27  No abnormalities detected O O QO
Salivation O O

28  No abnormalities detected O O O O
Salivation O

29  No abnormalities detected O O
Salivation O O O

30 No abnormalities detected O O
Slivation Q O

_19_
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Addendum 1-20 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P male

20 mg/kg/day
Animal Signs week 5
No. 29 30 31 32 33 (day)
31 No abnormalities detected O O O O ®)
32 No abnormalities detected O
Slivation O O O O
33  No abnormalities detected ; O
Slivation O O O O
34  No abnormalities detected O
Slivation O O O O
35 No abnormalities detected O
Slivation O O O O
36  No abnormalities detected O
Slivation O O O O
37 No abnormalities detected O
Slivation O O O O
38 No abnormalities detected Q 0O
Slivation @) O O
39  No abnormalities detected O
Slivation O O O O
40  No abnormalities detected O Q
Slivation O o) O

_20_.
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Addendum 1-21 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

Vehicle control

E16-0033

Animal Signs Before mating
No. 1 2 3 4 5 6 7 (day)
41  No abnormalities detected O O O O O O O
42  No abnormalities detected O O O O O O O
43  No abnormalities detected O O O O O O O
44  No abnormalities detected O O O O O QO O
45  No abnormalities detected O O O O O O O
46 No abnormalities detected O O O O O O O
47  No abnormalities detected O ) O O O O O
48  No abnormalities detected O O O O O ®) Q
49  No abnormalities detected ®) O O O O O O
50 No abnormalities detected @) @) O O O O ®)
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Addendum 1-22 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

E16-0033

60

1 mg/kg/day
Animal . » Before mating
No. Signs 1 2 3 4 5 6 7 (day)
51  No abnormalities detected O O O O O O O
52  No abnormalities detected O O O O O O O
53  No abnormalities detected O O O O O O O
54  No abnormalities detected O O O O O O 0O
55  No abnormalities detected O O O O O O O
56 No abnormalities detected O O @ O O O O
57  No abnormalities detected 0O O O O ©) O O
58 No abnormalities detected O O O @ O O O
59  No abnormalities detected O O O O O O O
O O O O O [®) O

No abnormalities detected
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Addendum 1-23 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

E16-0033

5 mg/kg/day
Animal Signs Before mating

No. 1 2 3 4 5 6 7 (day)
61  No abnormalities detected O O O O 0O O O
62 No abnormalities detected O O O O O O O
63  No abnormalities detected O O O O O O ®)
64 No abnormalities detected O O O O O @) O
65 No abnormalities detected O O O O O O O
66 No abnormalities detected O Q O O O O O

.67 No abnormalities detected O O O O O O O
68 No abnormalities detected O O O O O O O
69  No abnormalities detected O O O O ®) O O
70  No abnormalities detected O O O O O O @)
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Addendum 1-24 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

E16-0033

20 mg/kg/day
Animal . Before mating
No. Sigas 1 2 3 4 5 6 7 (day)
71  No abnormalities detected O O O O O O O
72 No abnormalities detected O O O O QO O O
73 No abnormalities detected O O O O O O O
74  No abnormalities detected O O O O O QO O
75  No abnormalities detected O O O @) O @) O
76  No abnormalities detected O O O O O
Salivation O O
77  No abnormalities detected O . QO O O O
Salivation O
78  No abnormalities detected O O O O O O O
79  No abnormalities detected O O O O O O @)
80  No abnormalities detected O O O O @) O
' O

Salivation
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Addendum 1-25 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

Vehicle control

E16-0033

Animal
No.

Signs

Before mating

11

(day)

41

No abnormalities detected

42

No abnormalities detected

43

No abnormalities detected

No abnormalities detected

45

No abnormalities detected

46

No abnommalities detected

47

No abnormalities detected

48

No abnormalities detected

49

No abnormalities detected

50

No abnormalities detected

Ol0|0|0|0I0|0|0|0|0O] =

O|0|0|0|0I0|0|0|0|0}»

OJ|0|0|0|0|0|0|0|0|08

O]O|0|0|0]0|0|0|0|0

O|0|0|0|0|0|0|0|00]s

O|0|0|0]|0|0|0|0|0|0]&

O|0]|0|0|0|0|0|0|0|0f=
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Addendum 1-26 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

E16-0033

1 mg/kg/day
Animal . Before mating

. Signs

~ No. 8 9 10 11 12 13 14 (day)
51  No abnormalities detected O O O @) O O O
52 No abnormalities detected O O O O O O @)
53  No abnormalities detected O O O O O O O
54  No abnormalities detected O O O O ©) @) O
55  No abnormalities detected O O O O O O O
56  No abnormalities detected O O ) O O O O
57 No abnormalities detected @) O O @) O O O
58  No abnormalities detected O O O ®) O O O
59  No abnormalities detected O O O O O O O
60 No abnormalities detected O O O ) O O O
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Addendum 1-27 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

E16-0033

5 mg/kg/day
Animal : Signs Before mating
No. 8 9 10 11 12 13 14 (day)
61  No abnormalities detected O O O O O O O
62 = No abnormalities detected O O O O O O O
63  No abnormalities detected O O Q O O O O
64 No abnormalities detected O O O O O O O
65 No abnormalities detected O O O Q O O )
66 No abnormalities detected O 0] O O O O O
67 No abnormalities detected O O O O O Q O
68 No abnormalities detected O O O O O O O
69 No abnormalities detected - O O O O O O O
70 O 0O O O O O @)

No abnormalities detected
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Addendum 1-28 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

E16-0033

20 mg/kg/day
Animal Signs Before mating
No. 8 9 10 11 12 13 14 (day)
71  No abnormalities detected O O O
Salivation @ O O O
72 No abnormalities detected O O O
Salivation O O O O
73 No abnormalities detected . O O
Salivation O O O O O
74  No abnormalities detected O O O Q O O O
25 No abnormalities detected O
Salivation O O O O O O
76  No abnormalities detected O
' Salivation O O O O O O
77  No abnormalities detected O O
Salivation O O O ®) O
78  No abnormalities detected O O O O O O
Salivation O
79 - No abnormalities detected e O O O O 0O O
80  No abnormalities detected O O O
Salivation O ’ O O O
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Addendum 1-29 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female
Vehicle control

Animal ] Mating Period (first mating)
, Signs
No. 1 2 3 4 (day)
41 No abnormalities detected @) O O
42  No abnormalities detected @) O
43
44"
45  No abnormalities detected O
46

47  No abnormalities detected
48 No abnormalities detected
49 No abnormalities detected
50 No abnormalities detected

O|0|00| |O
O|0|0|0} 1O
O|0] 0] |O

a) Signs were stated in the pregnant period since copulation was confirmed on day 1 of mating period.
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E16-0033

Addendum 1-30 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female
1 mg/kg/day
 Animal . Mating Period (first mating)
Signs
No. 2 3 4 (day)

51 No abnormalities detected
52 No abnormalities detected
53 No abnormalities detected
54  No abnormalities detected
55%
56  No abnormalities detected
57  No abnormalities detected
58 No abnormalities detected
59
60

a) Signs were stated in the pregnant period since copulation was confirmed on day 1 of mating period.

o

O|0|0

O|0(0] |0]|0]|0|0}~
O|0] [0|0|0|0
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Addendum 1-31 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

5 mg&g/day

Animal ) Mating Period (first mating)
Signs
No. 1 2 3 (day)
61  No abnormalities detected O O O
62 No abnormalities detected O O
63 No abnormalities detected O O O
64  No abnormalities detected O ©) O
65  No abnormalities detected O o
66  Wound (chest) O O
Wound (between vagina and anus) O O
Scab formation (chest) O
Scab formation (between vagina and anus) O
67  No abnormalities detected O O @
68  No abnormalities detected O
69"
70  No abnormalities detected ‘ O O

a) Signs were stated in the pregnant period since copulation was confirmed on day | of mating period.
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Addendum 1-32 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

E16-0033

20 mg/kg/day
Animal . Mating Period (first mating)
Signs

No. 1 2 3 4 5 6 7 (day)
71  Salivation O O O

72 Salivation O O O

73" ‘

74  No abnormalities detected O O O O O @) O
75%

76

77

78  No abnormalities detected O ®)

79  No abnormalities detected O O

80  No abnormalities detected O O O

Salivation O O O O

a) Signs were stated in the pregnant period since copulation was confirmed on day 1 of mating period.
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E16-0033

Addendum 1-33 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female -

20 mg/kg/day
Animal . i Mating Period (first mating)
Signs
No. 8 9 10 11 12 13 14 (day)
74  No abnormalities detected O O O O
80 Salivation O O O O O O O
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Addendum 1-34 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

20 mg/kg/day

Animal ] Mating Period (second mating)
Signs
No. v 1 2 3 (day)
80 No abnormalities detected O
Salivation O O
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Addendum 1-35 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

Vehicle control

E16-0033

Animal . Pregnant period
No. Signs 0 1 2 3 4 5 6 (day)
41 No abnormalities detected O O O O O O O
42  No abnormalities detected O O O O O O @)
43 No abnormalities detected O O O O O O O
44 No abnormalities detected O O O O ) O O
45 No abnormalities detected O O O O O O O
46 No abnormalities detected O O - 0O O O )
47 No abnormalities detected O O @) O O O @)
48 No abnormalities detected O O O O @) O O
49 No abnormalities detected O O O O O O 0O
50 No abnormalities detected O O O O O O O
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Addendum 1-36 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals;P female

E16-0033

1 mg/kg/day ;
Animal Signs Pregnant period
No. 0 1 2 3 4 5 6 (day)
51 No abnormalities detected O O O O O O O
52  No abnormalities detected O O O O O O O
53 No abnormalities detected O O O O O O O
54 No abnormalities detected O ©) O 0O O O ®)
55 No abnormalities detected O O O O O O
Loss of hair (forelimb) ‘ @)
56 No abnormalities detected O O O O O O ©)
57 No abnormalities detected O O O O O O O
58 No abnormalities detected O O O O O O O
59 No abnormalities detected ©) O O O O O @)
60 No abnormalities detected O O O O O O O
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E16-0033

Addendum 1-37 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

5 mg/kg/day
Animal Signs Pregnant period

No. 0 1 2 3 4 5 6  (day)
61 No abnormalities detected O Q O O O O 0O
62 No abnormalities detected O O O O O O @)
63 No abnormalities detected O O O O O O O
64 No abnormalities detected O O O O O 0O O
65 No abnormalities detected - O O Q O O O O
66 No abnormalities detected O O O ®)

Scab formation (chest) - O O O

Scab formation (between vaginaandanus) O O O
67 No abnormalities detected @) O O O O O @)
68 No abnormalities detected O O O O O O O
'69 No abnormalities detected O O O O Q O O
70 No abnormalities detected O O ) O O O O
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Addendum 1-38 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

E16-0033

20 mg/kg/day
Animal . Pregnant period
Signs

No. 0 1 2 3 4 5 6 (day)
71 Salivation O O O @ O O O
72  Salivation O O O O O O O
73  No abnormalities detected QO O

Salivation O O O Q O
74 No abnormalities detected O O O O O

Salivation O O
75  Salivation O O O O ®) O O
76 No abnormalities detected O O

Salivation ©) O O O O
77 No abnormalities detected O

Salivation O O O O O O
78 Salivation O O O O O @) O
79  No abnormalities detected O @) 0O @) ©) ’

Salivation O O
80 No abnormalities detected O O O

Salivation O O O ©)
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Addendum 1-39 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

Vehicle control

" E16-0033

Animal . Pregnant period
Signs

No. 7 8 9 10 11 12 13 (day)
41 No abnormalities detected O O O O O O O
42 No abnormalities detected O O (@) O O O O
43  No abnormalities detected @] @) O O O O O
44 No abnormalities detected O O O O O O O
45 No abnormalities detected O @) O @) @) O O
46 No abnormalities detected O O O O O O O
47 No abnormalities detected O O O O O O O
48 No abnormalities detected O O O O O O O
49  No abnormalities detected O O O O O O O
50 No abnormalities detected O O O] O O Q Q
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Addendum 1-40 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

E16-0033

1 mg/kg/day
Animal . Pregnant period
Signs
No. 7 8 9 10 11 12 13 (day)
51 No abnormalities detected O O O O O O O
52 No abnormalities detected O O O O O O O
53 No abnormalities detected O O O O O O O
54 No abnormalities detected O O O O Q @ O
55 Loss of hair (forelimb) O O O O @) O O
56 No abnormalities detected O O O O O O O
57 No abnormalities detected O O O O O O O
58 No abnormalities detected O O @) O O O O
59 No abnormalities detected O 0] O O O O ®)
60 No abnormalities detected O O] O O O O Q
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Addendum 1-41 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

E16-0033

5 mg/kg/day
" Animal Signs Pregnant period

No. 7 8 9 10 11 12 13 (day)
61 No abnormalities detected O ®) O O O O O
62 No abnormalities detected O O O O O O O
63 No abnormalities detected . 0O O O O O @)
64 No abnormalities detected O O O O O O O
65 No abnormalities detected O O O O O O O
66 No abnormalities detected O O O O O O O
67 No abnormalities detected O O O O O O O
68 No abnormalities detected O O O O O O O
69 No abnormalities detected O O O O O O O
70 No abnormalities detected O ] O O QO O O
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Addendum 1-42 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

E16-0033

: 20 mg/kg/day
Animal Signs Pregnant period
No. 7 8 9 10 1 12 13 (day)
71 Salivation O O O O O O O
72 No abnormalities detected O
Salivation O O O O O O
73  No abnormalities detected O
Salivation O O O @] O O
74 No abnormalities detected O O O O O ®)
Salivation O
75 Salivation O O O O O O O
76 No abnormalities detected O
Salivation O O O O 0] O
77  No abnormalities detected O
Salivation - O O @) O O O
78 No abnormalities detected O
Salivation O O O O O O
79  Salivation O O ) O O Q O
80 No abnormalities detected O O O O O O
Salivation O
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Addendum 1-43. Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

Vehicle control

E16-0033

Animal Signs Pregnant period

No. 14 15 16 17 18 19 20 (day)
41 No abnormalities detected O O O O O O O
42 No abnormalities detected O O O O O O O
43  No abnormalities detected O O O O O O QO
44  No abnormalities detected O O O O ©) O Q
45 No abnormalities detected O ©) O O O O O
46 No abnormalities detected O O O O O O O
47  No abnormalities detected O O ) O O 0] O
48 No abnormalities detected O O O O O O ®)
49  No abnormalities detected O O O O O O Q
50 No abnormalities detected O O O O O O O /
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Addendum 1-44 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

E16-0033

1 mg/kg/day
Animal . Pregnant period
Signs
No. 14 15 16 17 18 19 20 (day)
51 No abnormalities detected O O O O O O O
52 No abnormalities detected O O O O O @) @)
53 No abnormalities detected O O O @) O O @)
54 No abnormalities detected O O O O O O O
55 Loss of hair (forelimb) O O O @) @) O O
56 No abnormalities detected O O O O O @) O
57 No abnormalities detected O O O O ©) O O
58 No abnormalities detected O O O O O O O
59 No abnormalities detected O O O O O O @)
60 O O O O ©) O O

No abnormalities detected
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Addendum 1-45 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

E16-0033

5 mg/kg/day
Animal Signs Pregnant period
No. 14 15 16 17 18 19 20 (day)
61 No abnormalities detected O O O O O O O
62  No abnormalities detected O O O O O O
Salivation O
63 No abnormalities detected O O O O O O O
64 No abnormalities detected O O O O O O O
65 No abnormalities detected O O O O O O O
66 No abnormalities detected O O O O O O O
67 No abnormalities detected O O O O ©) O O
68 No abnormalities detected O 0O O O O O
Salivation O
69. ' No abnormalities detected O O O O O O O
70  No abnormalities detected O O O ©) O O O
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Addendum 1-46 Reproduction/developmental toxicity screening test of TMAH
Clinical signs of individual animals:P female

E16-0033

20 mg/kg/day
Animal . . Pregnant period
Signs
No. . 14 15 16 17 18 19 20 (day)
71  No abnormalities detected O @) O O ©) @)
Salivation O
72 No abnormalities detected O O O O
Salivation O O @)
73 No abnormalities detected @) O
Salivation O O O O O
74  No abnormalities detected ©) O ©) O O O
Salivation O
75 Salivation O O O O O O
Loss of hair (lumbus) O O O O @) O
76  No abnormalities detected O :
Salivation O O O O ® O
77 Salivation O O O O O O @)
78 No abnormalities detected O O O
Salivation O O )
Decreased spontaneous locomotion ®)
Eyelid closure O
Incomplete eyelid opening ®)
79 No abnormalities detected O O Q
Salivation O O O
Decreased spontaneous locomotion O
Decreased respiratory rate O
Eyelid closure O
Incomplete eyelid opening O
80 No abnormalities detected O Q O O O O O
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Addendum 1-47 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

Vehicle control

E16-0033

Animal . Pregnant period
Signs

No. 21 (day)
41 No abnormalities detected O

42 No abnormalities detected O

43 No abnormalities detected O

44 No abnormalities detected O

45 No abnormalities detected O

46 No abnormalities detected )

47 No abnormalities detected O

48 No abnormalities detected O

49  No abnormalities detected O

50 No abnormalities detected O
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Addendum 1-48 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

E16-0033

1 mg/kg/day
Animal , Pregnant period
Signs

No. 21 22 (day)
51 No abnormalities detected O

52 No abnormalities detected @)

53 No abnormalities detected O

54 No abnormalities detected O O

55 Loss of hair (forelimb) O

56 No abnormalities detected O O

57 No abnormalities detected O

58 No abnormalities detected O

60 O

No abnormalities detected
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Addendum 1-49 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

E16-0033

5 mg/kg/day
Animal Signs Pregnant period
No. (day)
61 No abnormalities detected
63 No abnormalities detected
64 No abnormalities detected -

65

No abnormalities detected

66

No abnormalities detected

67

No abnormalities detected

68

Loss of hair (forelimb)

69

No abnormalities detected

olololololololo|x
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Addendum 1-50 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

E16-0033

20 mg/kg/day
Animal . Pregnant period
Signs
No. 21 2 (day)
71  No abnormalities detected O
Salivation O
72 Salivation O
73  Salivation O
Decreased spontaneous locomotion O
Incomplete eyelid opening O
Staining around nose and mouth O
Death O
74 No abnormalities detected O O
75 Salivation O
Loss of hair (lumbus) O
76 No abnormalities detected O
Salivation O
Decreased spontaneous locomotion O
Decreased respiratory rate O
Incomplete eyelid opening @)
Paleness O
Staining around nose and mouth O
77 No abnormalities detected @)
78  Salivation @)
Decreased spontaneous locomotion O
Eyelid closure O
79 Salivation O
Decreased spontaneous locomotion O
80 No abnormalities detected O
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Addendum 1-51 Reproduction/developmental toxicity screening test of TMAH

Clinical éigns of individual animals:P female

" Vehicle control

Animal Signs Nursing period
No. 0 1 2 3 4 (day)
41  No abnormalities detected O O O O O
42  No abnormalities detected O O O @) O
43 No abnormalities detected O O O O O
44  No abnormalities detected O O @) o O
45  No abnormalities detected O O O O O
46  No abnormalities detected O 0O O O O
47  No abnormalities detected O O O O O
48  No abnormalities detected O O O O O
49  No abnormalities detected O O O O O
50  No abnormalities detected O O O O @)
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Addendum 1-32 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

1 mg/kg/day
Animal . Nursing period

No. Signs 0 1 2 3 4 (day)
51 No abnormalities detected O O O O O
52  No abnormalities detected O O O O O
53  No abnormalities detected O @) O O 0O
54  No abnormalities detected O O O O O
55  Loss of hair (forelimb) O O O O O
56  Sacrifice” O

57 No abnormalities detected O O O O O
58  Loss of hair (forelimb) O O O O O
59  No abnormalities detected O O O O O
60 No abnormalities detected O O @ O O

a) Sacrificed because all her pups were cannibalized.
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Addendum 1-53 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

5 mg/kg/day
Animal . Nursing period
Signs -

No. 0 1 2 3 4 (day)
61  No abnormalities detected O O O O O
62 No abnormalities detected O O O O O
63  No abnormalities detected O O O O O

- 64  No abnormalities detected O O O O O
65 No abnormalities detected O O O O O
66  No abnormalities detected O O O O @)
67 No abnormalities detected O O ®) O @)
68  Loss of hair (forelimb) O O O ) O
69 No abnormalities detected O O O O O
70 O O O O O

No abnormalities detected
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Addendum 1-54 Reproduction/developmental toxicity screening test of TMAH

Clinical signs of individual animals:P female

_20 mg/kg/day

Animal Signs Nursing period
No. 0 1 2 3 4 (day)
71  No abnormalities detected O O O O O
72 No abnormalities detected O O O O O
74  No abnormalities detected O
Salivation O O
Staining around nose and mouth O @) O O
Emaciation ’ O O O
75  Salivation O @)
Loss of hair (lumbus) O O O O O
Emaciation O
Decreased spontaneous locomotion O
Decreased respiratory rate O
Eyelid closure O
76  Incomplete eyelid opening @)
Paleness O
Staining around nose and mouth O
Death O
77  Salivation O O O O
Emaciation O
78  No abnormalities detected O O O O @)
79  No abnormalities detected O O
Salivation O O O
80 No abnormalities detected O O O O O
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Addendux 2-1  Beproduction/developmental toxicity screening test of TMAH

E16-0033
Body weights of individual animals(g) : p male
Exp.group Day of administration
(mg/kg/day) Animal ¥o. 1 3 10 17 24 31
1 383.8 3981.0 413.5 445.0 473.3 506.86
2 360.2 371.2 391.9 403.1 436.9 460.1
3 361.3 373.3 383.8 397.5 420.7 439.0
4 359.2 364.86 383.5 402.4 428.2 443.5
Vehicle 5 390.9 391.9 416.5 436.4 455.4 472.0
control 6 375.5 382.2 410.2 440.7 472.1 497.2
7 380.8 391.3 413.3 429.7 449.5 471.9
8 366.1 377.86 407.2 425.9 445.1 468.1
9 393.4 405.4 455.2 471.0 492.1 523.4
10 377.5 388.5 424.8 452.1 481.5 512.8
11 362.6 370.2 396.2 414.4 434 .4 464.8
12 386.8 396.4 425.2 440.0 468.8 488.9
13 356.7 369.8 388.1 410.86 "438.8 457 .2
14 354.9 . 360.8 375.9 390.4 410.2 430.3
15 346.1 356.0 370.1 391.2 412.8 433.8
1 16 379.1 390.7 419.7 450.1 472.5 507.7
17 378.4 387.1 409 .2 430.8 467.8 491.8
18 383.3 406 .8 435.5 458.1 495.0 526.9
19 370.1 380.1 403.8 424.1 443 .4 464.9
20 379.9 3984.2 420.3 449.1 474.8 494.0
21 384.1 385.3 429.7 457.0 488.1 5§12.1
22 375.4 386.3 412.8 417.0 447.8 466.9
23 374.3 385.8 408.7 433.2 459.7 483.5
24 385.9 408.7 434.1 446.2 491.5 524.8
25 363.2 373.4 3998.2 410.9 427.7 448.7
5 26 377.2 388.3 409.0 424.3 445.3 463.1
k 27 367.0 376.0 395.3 418.86 442 .8 461.9
28 374.3 385.0 414.7 442.7 464.1 482.8
29 355.5 364.5 385.5 406.8 422.1 437.6
30 359.7 372.6 380.4 404.8 428.4 449 .8
31 365.1 375.3 380.2 3898.5 411.9 427.9
32 363.2 374.3 397.3 411.6 425.1 4398.9
33 386.1 384.9 400.1 417.3 443.2 450.9
34 302.6 399.6 432.2 453.4 4684.7 484.3
35 367.1 353.4 324.8 3490.8 383.1 388.0
20 36 383.4 392.1 406.5 426.3 450.8 474.9
37 375.1 383.3 395.4 412.2 444 .7 467.9
38 359.9 368.4 380.86 401.3 423.0 442.9
39 356.3 362.8 381.5 396.4 425.0 443.6
40 377.4 385.0 404.8 423.6 450.5 469.0
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Addendum 2-2

Reproduction/developmental toxicity screening test of TMAH
Body weights of individual animsls(g) :

p female (before mating)

E16-0033

Exp.group Day of administration
(mg/kg/day) Animal No. 1 3 7 14
41 245.7 242.5 250.0 282.1
42 245.3 262.7 270.0 282.1
43 241.8 239.3 242.8 247.1
44 249.7 244.86 2498.2 264.6
Vehicle 45 253.8 247.9 246.2 275.9
control 46 240.1 232.9 231.0 244.9
47 237.7 248.3 253.1 259.2
48 237.7 252.3 258.2 273.1
49 243.0 247.5 254.4 263.7
50 253.7 258.4 269.5 280.9
51 243.0 253.6 265.3 272.1
52 250.5 243.4 250.9 273.1
53 238.7 243.0 243.1 252.5
54 244.9 - 258.4 263.2 267.6
55 258.7 260.2 264.9 282.8
1 586 241.7 253.1 260.1 271.3
57 246.9 259.8 263.7 274.2
58 240.0 247.7 253.0 276.2
59 240.4 241.8 243.4 261.8
80 252.6 252.8 259.8 283.2
81 241.2 242.6 250.1 259.8
62 243.0 257.0 266.3 281.86
63 234.7 238.6 243.3 251.0
64 247.8 250.4 260.0 270.2
65 250.3 258.8 264.9 276.86
5 66 238.0 245.0 252.0 266.0
67 240.1 255.5 271.7 284.8
68 258.1 266.7 272.7 288.2
69 256.4 256.3 266.7 286.3
70 237.8 250.3 2565.2 261.2
71 243.2 247.3 251.7 261.4
72 251.0 251.6 260.7 268.7
73 256.2 265.6 272.0 280.2
T4 238.4 245.7 251.8 264.7
75 241.1 238.5 247.8 284.3
20 76 253.1 252.86 253.3 272.0
77 245.0 241.8 248.8 265.0
78 237.3 252.86 257.5 271.1
79 249.0 261.4 270.8 200.2
80 239.1 246.7 252.4 265.5
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Addendum 2-3

Reproduction/developmental toxicity screening test of TMAK

E16-0033

Body weights of individual animals(g) : P female (pregnant period)

Exp.group Day of pregnancy
(mg/kg/day} Animal No. 0 7 14 17 20
41 269.5 305.9 333.4 358.5 383.6
42 287.4 . 323.0 360.5 395.7 445.0
43 246.7 294.8 329.0 352.8 375.3
44 287.2 302.0 335.0 357.1 392.4
Vehicle 45 278.5 311.9 341.3 373.9 411.2
control 46 244.4 288.8 318.8 346.8 378.9
47 270.2 312.2 339.4 365.6 407 .4
48 273.2 320.8 353.5 378.0 425.7
‘49 275.3 315.6 352.5 385.8 428.5
50 287.6 332.6 3690.5 409.3 446.8
51 286.0 325.0 358.5 382.7 422.9
52 271.9 315.5 348.7 380.4 427.0
53 263.5 300.1 335.9 356.9 393.9
54 273.9 300.9 330.7 360.2 389.0
55 290.9 338.8 372.8 404.2 449.3
1 56 272.9 2988.5 334.7 355.1 376.1
57 279.9 314.5 353.1 381.7 424.0
58 275.0 313.1 342.3 3689.8 416.1
59 262.7 308.4 348.86 373.5 408.6
80 283.3 320.4 346.8 378.6 409.5
61 263.2 291.9 315.5 329.2 356.3
62 283.1 324.5 364.3 392.4 428.9
83 260.0 286.5 332.3 361.8 397.4
64 281.5 307.1 3562.7 380.5 423.3
85 281.7 311.5 347.3 378.2 423.5
5 66 261.8 304.6 340.5 366.8 . 411.5
67 261.6 323.1 363.3 392.1 430.8
68 284.5 328.7 370.2 392.8 431.6
69 2989.3 350.4 384.4 411.9 450.2
70 2698.1 310.1 354.3 379.2 413.3
71 276.8 324.9 347.2 371.8 388.7
72 281.6 321.2 354.7 379.3 394.7
73 283.5 300.4 328.9 353.3 354.3
74 297.3 329.6 351.8 379.6 423.7
75 270.6 282.0 311.3 321.3 313.4
20 76 272.1 297.8 336.6 370.3 415.1
77 287.5 294.9 329.8 356.8 368.7
78 284.2 310.3 330.9 356.3 372.2
79 293.2 314.0 355.2 379.8 393.7
80 298.5 315.9 353.2 376.4 3908.4
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Addendum 2-4

Beproduction/developmental toxicity screening test of TMAH

Body weights of individual animals(g) :

P female (nursing period)

E16-0033

Exp.group Day of nursing
(mg/kg/day) Animal No, o 4

41 305.8 312.7

42 336.7 3863.5

43 301.7 308.9

44 308.2 333.5

Vehicle 45 280.9 329.1

control 46 280.2 314.1

47 319.0 323.5

48 315.9 344.1

- 49 307.3 299.8

50 364.6 371.8

51 321.7 336.8

52 330.4 357.8

53 322.3 331.3

54 280.3- 329.2

1 55 312.2 335.2

57 342.8 368.0

58 304.1 308.0

59 328.0 328.5

60 325.3 311.2

61 308.4 316.4

62 351.9 363.2

63 322.7 326.5

64 321.0 358.3

85 330.6 353.8

5 66 317.8 348.2

67 349.7 360.9

68 366.4 359.9

69 372.4 335.9

70 350.8 341.9

71 273.0 300.2

72 282.6 302.9

74 296.4 295.5

75 265.1 246.8

20 77 275.9 274 .4

78 299.8 327.0

79 296.0 299.8

80 312.4 321.5
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Addendum 3-1 Reproduction/developmental toxicity screening test of TMAH E16-0033
) Food consumption of individual animals(g/rat/day) : p gale

Exp.group Day of administration
(mg/kg/day) Animal No. 1 3 © 10 a3
1 23.3 24.6 24.0 26.6
2 23.4 23.4 22.6 26.5
3 21.1 27.3 24.1 24.8
4 25.5 22.7 23.0 23.7
Vehicle 5 28.2 23.3 23.6 23.3
control 6 24.7 23.8 23.8 25.7
7 25.2 26.5 25.0 26.7
8 23.9 24.8 25.1 25.1
9 26.4 31.3 30.2 28.4
10 22.8 26.6 26.6 27.8
11 22.3 21.9 23.0 26.2
12 22.5 28.0 25.2 25.1
13 20.7 22.8 23.9 24.5
14 24.3 23.8 23.7 25.86
15 20.9 22.2 21.0 25.8
1 18 25.8 28.1 27.2 28.6
17 26.9 27.1 25.2 26.9
18 27.8 28.3 27.9 30.2
19 23.3 23.8 25.1 23.9
20 25.6 26.9 26.9 26.8
21 24.8 25.0 26.1 28.4
22 25.0 28.0 24.7 25.4
23 25.5 27.5 25.8 26.4
24 28.1 27.5 27.2 30.7
2% 25.6 26.3 26.3 26.1
5 26 23.7 25.4 24.0 27.1
27 24.6 26.3 24.7 27.0
28 23.0 24.4 24.8 26.0
29 25.3 24.1 24.8 24.9
30 24.0 26.86 25.5 25.9
31 25.4 21.3 21.8 27.4
32 23.1 23.7 23.0 24.6
33 25.5 17.6 20.3 26.5
34 25.5 24.4 27.2 27.5
35 23.17 14.7 10.0 21.2
20 38 26.4 23.1 22.9 27.4
37 24.6 19.5 19.7 25.8
38 22.5 22.8 24.0 25.5
39 27.9 23.1 23.6 25.7
40 24.1 23.6 24.3 27.3




_09_

Addendum 3-2

Reproduction/developmental toxicity screening test of TMAH

Food consumption of individual animals(g/rat/day) :

E16-0033
p female (before mating)

Exp.group Day of administration
(mg/kg/day) Animsl No. 1 7 14

41 18.2 17.1 20.3

42 13.4 19.5 196.9

43 18.3 17.0 17.5

44 21.0 17.0 18.0

Vehicle 45 20.9 18.5 20.8

control 46 20.3 16.4 17.0

47 17.8 17.6 18.1

48 14.0 18.0 18.9

49 15.0 17.2 19.1

50 22.0 1.4 22.4

51 17.2 18.8 19.1

52 21.8 17.8 20.3

53 18.0 18.1 19.4

54 15.3 18.9 17.8

55 21.4 20.8 22.3

1 56 13.4 17.3 17.7

57 15.4 17.8 18.3

68 20.2 18.8 19.5

589 18.3 17.7 19.5

60 20.0 18.1 21.8

81 19.9 17.2 17.9

82 13.2 18.3 19.5

63 18.0 17.1 18.8

64 19.4 18.8 19.8

65 21.4 20.8 22.0

5 66 16.8 17.7 19.1

87 1i5.8 21.1 21.5

68 18.2 20.0 20.5

89 21.7 20.2 24.2

70 16.3 18.7 18.3

71 18.1 16.1 18.0

72 17.6 16.8 18.8

73 18.5 17.9 18.9

T4 15.4 16.4 18.4

75 18.8 16.9 19.4

20 76 21.0 17.7 18.8

77 21.2 16.3 19.2

78 14.8 18.0 19.5

79 17.1 17.9 20.7

80 18.8 17.3 19.8
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Addendum 3-3 Reproduction/developmental toxicity screening test of TMAH Ei6-0033
Food consumption of individual animals(g/rat/day) : p female (pregnant period)

Exp.group Day of pregnancy
(mg/kg/day) Animal No. 7 14 17 20
41 23.8 24.3 23.1 17.7
42 21.9 26.86 29.0 25.7
43 23.1 25.8 26.5 21.0
44 20.6 22.86 23.7 20.5
Vehicle 45 22.1 22.86 25.0 21.0
control 46 23.2 24 .4 25.4 21.1
47 22.6 23.4 24.0 22.8
48 24.0 25.8 25.6 26.2
49 22.4 24.6 24.3 21.4
50 25.3 27.9 ) 30.1 23.9
51 15.1 24.86 23.4 22.7
52 23.4 24.2 26.7 24.1
53 21.1 24.4 25.1 21.2
54 20.8 22 .4 25.0 21.1
55 27.1 27.7 28.0 21.4
1 58 18.0 24.0 25.2 24.9
57 21.4 24.5 26.0 25.8
58 22.8 23.8 23.4 21.5
58 23.6 26.5 27.9 20.0
80 24.3 25.8 26.1 19.8
61 19.4 21.7 21.3 19.4
82 23.7 28.4 27.3 23.2
83 21.7 24.2 26.5 22.17
64 17.5 25.1 24.1 18.5
65 21.7 26.86 27.9 20.86
5 66 21.4 24.4 25.3 22.9
67 23.5 27.9 29.1 24.0
68 23.1 26.2 25.5 23.3
69 27.8 30.7 29.1 21.4
70 23.3 26.5 25.0 23.8
71 24.17 25.0 29.0 19.1
72 22.9 26.2 27.0 16.4
73 20.4 21.0 22.3 10.4
74 22.1 24.3 26.3 22.7
75 19.1 21.3 19.5 7.3
20 76 21.3 25.8 - 29.1 18.7
77 20.1 24.3 22.2 11.1
78 20.5 20.4 24 .6 12.4
79 23.6 26.3 20.4 9.5
80 20.2 24.3 26.3 20.3
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Addendun 3-4

Reproduction/developmental toxicity screening test of TMAH E16-0033
Food consumption of individual animals(g/rat/day) : P female (nursing period)

Exp.group Day of nursing
(ng/kg/day) Animal No. 4
41 19.7
42 31.8
43 21.8
44 34.2
Vehicle 45 27.2
control 48 25.86
47 21.86
48 28.5
49 13.9
50 37.2
51 23.4
52 31.5
53 28.7
54 35.2
1 55 28.5
57 35.7
58 18.4
59 23.9
60 16.1
61 23.7
62 30.7
63 32.8
64 35.2
65 34.1
5 66 36.4
87 31.0
88 27.9
69 15.8
70 25.4
71 32.4
72 18.7
74 14.3
20 75 3.8
77 14.7
78 28.8
79 12.3
80 26.2




E16-0033

Addendum 4-1 Reproduction/developmental toxicity screening test of TMAH
Mating and fertility findings of individual animals (first mating): P

Exp.group Mating couple Copulation® Duration of” Pregnancy’
(mg/kg/day) Female No. Male No. . confirmation mating (day) confirmation
41 1 O ‘ 4 O ‘

42 2 o 3 @

43 3 @) 1 O

44 4 @) 1 O

Vehicle 45 5 O 5 O

control 46 6 O 1 O

47 7 O 4 O

48 8 O 3 O

49 9 O 4 O

50 10 O 4 O

#: O; Confirmed, X; Not confirmed.
a): Value represents the days required for successful copulation.
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E16-0033

Addendum 4-2 Reproduction/developmental toxicity screening test of TMAH
Mating and fertility findings of individual animals (first mating): P

Exp.group Mating couple Copulation# Duration of” Pregnancy#
(mg/kg/day) Female No. Male No. confirmation mating (day) confirmation
51 11 O 4 @)
52 12 o8 5 O
53 13 O 4 O
54 14 O 3 O
. 55 15 O 1 O
56 16 O 3 O
57 17 @ 3 O
58 18 @ 2 O
59 19 O 1 O
60 20 O 1 O

#: O; Confirmed, X ; Not confirmed.
a): Value represents the days required for successful copulation.
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E16-0033

Addendum 4-3 Reproduction/developmental toxicity screening test of TMAH
Mating and fertility findings of individual animals (first mating): P

Exp.group Mating couple Copulation# Duration of” Pregnancy#
(mg/kg/day) Female No. Male No. . confirmation mating (day) confirmation
61 21 O 4 O
62 22 O 3 O
63 23 O 4 O
64 24 O 4 O
5 65 25 O 3 O
66 26 O 4 O
67 27 O 4 0O
68 28 O 2 O
69 29 @ 1 O
70 30 O 3 O

#: O; Confirmed, X; Not confirmed.
a): Value represents the days required for successful copulation.
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E16-0033

Addendum 4-4 Reproduction/developmental toxicity screening test of TMAH
Mating and fertility findings of individual animals (first mating): P

Exp.group Mating couple Copulation# Duration of” Pregnancy# ‘
(mg/kg/day) Female No. Male No. confirmation mating (day) confirmation
71 31 ' O 4 O
72 32 O 4 @]
73 33 O 1 oY
74 34 O 12 O
20 75 35 O 1 O
76 36 O 1 O
77 37 O 1 O
78 38 O 3 O
79 39 O 3 O
80 40 X - -

#: O; Confirmed, X ; Not confirmed.
a): Value represents the days required for successful copulation.
b):Death at pregnant on day 22.
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Addendum 4-5 Reproduction/developmental toxicity screening test of TMAH
Mating and fertility findings of individual animals (second mating): P

E16-0033

Exp.group Mating couple Copulation® Duration of” Pregnancy”
(mg/kg/day) Female No. Male No. confirmation mating (day) confirmation
20 80 - 31 O 3% @)

#: O; Confirmed, X; Not confirmed.
a): Value represents the days required for successful copulation.
b):Total mating period is 17 days of 14 days(first mating) and 3 days(second mating).
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Addendum 5-1 Reproduction/developmental toxicity screening test of TMAH E16-0033
Absolute organ weights of individual animals: P

. Seminal
Sex Exp.group Heart Testis Epididynris Prostate vesicle Qvary Uterus Body weight
(»g/kg/day) Animal No. (g) {g) (g (g) (g) (=g) (g) (g)
1 1.37 3.59 1.41 1.10 ~1.85 - - 506.8
2 1.45 3.30 1.25 0.91 1.24 - - 464.3
3 1.39 3.33 1.28 1.24 1.81 - - 444.6
4 1.31 3.19 . 1.38 1.13 2.08 - - 447.8
Vehicle 5 1.50 3.64 1.35 1.13 1.53 - - 478.6
control 6 1.286 3.37 1.29 1.33 1.89 - - 502.1
. 7 1.55 2.89 1.19 1.24 1.61 - - 477.9
8 1.35 3.57 1.286 1.19 1.62 - - 474 .2
b] 1.36 3.44 1.47 1.18 1.71 - - 529.4
10 1.59 3.78 1.20 1.17 2.23 - - 519.1
11 1.33 2.65 0.93 1.20 1.56 - - 464.9
12 1.52 3.69 1.43 1.42 1.87 - - 497.8
13 1.28 3.17 1.27 1.24 1.83 - - 461.1
14 1.27 2.78 1.25 1.17 1.87 - - 431.3
1 15 1.27 3.75 1.39 1.11 1.82 - - 439.0
186 1.31 2.99 1.39 1.13 1.73 - - 508.5
17 1.50 3.35 1.256 1.14 1.55 = - 496.1
18 1.43 3.28 1.19 1.29 1.77 - - 537.9
19 1.25 3.17 1.286 1.23 1.74 - -~ 465.6
Male 20 1.58 3.34 1.28 1.23 2.20 - - 504.4
21 1.39 3.40 1.38 1.00 1.58 - - 520.3
22 1.36 3.02 1.25 0.96 1.43 - - 469.9
23 1.41 3.29 1.25 1.26 1.98 - - 489.1
24 1.39 3.82 1.37 1.34 1.72 - - 529.1
5 25 1.29 3.50 1.38 0.90 1.88 - - 455.2
26 1.48 3.62 1.31 0.74 1.48 - - 471.9
27 1.48 3.57 1.38 1.28 1.88 - - 477.6
28 1.43 3.70 1.38 1.08 1.87 - - 488.7
29 1.39 3.34 1.10 1.20 1.84 - - 440.86
30 1.35 3.34 1.29 1.11 2.12 - - 457.1
31 1.25 2.02 0.84 0.80 0.886 - - 433.2
32 1.22 3.02 1.21 1.08 1.56 -~ - 445.8
33 1.483 3.16 1.24 1.03 1.55 - - 459.6
34 1.42 3.52 1.34 1.13 1.88 - - "486.1
20 35 1.04 3.34 1.20 0.77 1.18 - - 390.7
36 1.48 3.89 1.58 0.89 1.84 - - 482.3
37 1.31 3.53 1.386 1.13 1.42 - - 473.5
38 1.31 3.52 1.33 0.65 1.386 - - 444 .1
39 1.48 3.80 1.35 1.30 1.70 - - 450.4
40 1.28 3.30 1.31 1.29 1.85 - - 480.0




Addendum 5-2 Beproduction/developmental toxicity screening test of TMAH ) E16-0033
Absolute organ weights of individual animals: P

Seminal :
Sex Exp.group Heart Testis Epididymis Prostate vesicle Ovary Uterus Body weight
(eg/kg/day} Animal No. (g) (g) (g} (g) (g} {mg) (g) ()
41 0.88 - - - - 90.9 0.78 312.7
42 1.18 - - - - 100.7 0.81 363.5
43 1.00 - - - - 115.0 0.56 308.9
44 0.95 - - - - 96.0 0.61 333.5
Vehicle 45 0.87 - - - -~ 101.0 0.61 329.1
contral 46 0.88 - - - - 104.1 0.83 314.1
47 0.98 - - - - 96.9 0.62 323.5
48 1.10 - - - - 96.1 0.70 344.1
49 0.91 - - - - 101.6 0.88 299 .8
50 1.01 - - - - 115.4 0.65 371.8
51 0.95 - - - - 83.5 0.67 336.6
52 1.05 - - - - 109.8 0.64 357.8
53 0.86 - - - - 102.86 0.73 331.3
54 0.93 - - - - 78.3 0.48 328.2
1 55 1.01 - - - - 106.3 0.88 336.2
58 a) 1.09 - - - - 105.1 1.96 332.7
87 1.186 - - - - 80.7 0.51 369.0
58 0.78 - - - - 107.5 0.69 308.0
59 1.05 - - - - 88.4 0.78 329.5
| Female , 80 0.89 - - - - 114.7 0.71 311.2
: 81 0.94 - - - - 91.3 0.54 316.4
% 62 1.18 - - - - 101.1 0.74 363.2
83 0.95 - - - - 138.5 0.80 326.5
! 84 1.07 - - - - 132.9 0.74 356.3
5 65 1.08 - - - - 100.6 0.67 353.8
66 1.08 - - - - 103.7 0.54 348.2
67 1.07 - - - - 128.1 0.69 360.9
68 1.00 - - - - 117.7 0.80 359.8
89 0.91 - - - - 97.3 0.58 335.9
70 1.12 - - - - 104.7 0.63 341.9
71 1.05 - - - - 122.3 0.68 300.2
72 0.85 - - - - 88.1 0.78 302.9
73 b) 1.24 - - - - 108.3 4.75 340.86
74 0.73 - - - - 90.6 0.85 295.5
20 75 0.68 - - - - 107.4 .52 246.8
76 b) 1.68 - - - - 115.4 7.41 372.4
77 0.73 - - - - 113.7 0.51 274.4
78 0.99 - - - - 102.0 0.53 327.0
79 0.91 - - - - 113.1 0.75 299.8
80 0.92 - - - - 88.9 0.64 321.6

a) Dam all her pups were dead.
b) Dead animal,
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Addendum 6-1 Reproduction/developmental toxicity screening test of TMAH E16-0033 -
Relative organ weights of individual animals: P : Male
Seminal
Exp.group Heart Testis Epididymis Prostate vesicle QOvary Uterus Body weight
(mg/kg/day) Animal No. (g/100g) (g/100g) {g/100g) {g/100g) (g/100g) {mg/100g) (g/100g) (z)
1 0.27 0.71 0.28 0.22 0.37 - - 506.6
2 0.31 0.71 0.27 0.20 0.27 - - 464.3
3 0.31 0.75 0.29 0.28 0.41 - - 444.6
4 0.28 0.71 0.31 0.25 0.47 - - 447.8
Vehicle 5 0.31 0.7¢6 0.28 0.24 0.32 - - 478.6
control 6 0.25 0.67 0.26 0.26 0.38 - - 502.1
7 0.32 0.60 0.25 0.28 0.34 - - 477.9
8 0.28 0.75 0.27 0.25 0.34 - - 474.2
9 0.26 0.65 0.28 0.22 0.32 - - 529.4
10 0.31 0.73 0.23 0.23 0.43 - - 519.1
11 0.29 0.587 0.20 0.26 0.34 - - 464.9
12 0.31 0.74 0.29 0.29 0.38 - - 497.6
13 0.28 0.69 0.28 0.27 0.40 - - 461.1
14 0.29 0.64 0.29 0.27 0.43 - - 431.3
1 15 0.29 0.85 0.32 0.25 0.41 - - 439.0
16 0.26 0.59 0.27 0.22 0.34 - - 508.5
17 0.30 0.68 0.25 0.23 0.31 - - 496.1
i8 0.27 0.61 0.22 0.24 0.33 - - 537.9
19 0.27 Q.68 0.27 0.26 0.37 - - 465.6
20 0.31 0.68 0.25 0.24 0.44 - - 504.4
21 0.27 0.85 0.27 0.19 0.30 - - 520.83
22 0.29 0.64 0.27 0.20 0.30 - - 469.9
23 0.2¢9 0.67 0.286 0.286 0.40 - - 489.1
24 0.26 0.72 0.26 0.25 0.33 - - 529.1
5 25 0.28 .77 0.30 0.20 0.41 - - 455.2
26 0.31 0.77 0.28 0.186 0.31 - - 471.9
27 0.31 0.75 0.28 0.28 0.39 - - 477.86
28 0.29 0.76 0.28 0.22 0.38 - - 488 .7
29 0.32 0.76 0.25 0.27 0.42 - - 440.6
30 0.30 0.73 0.28 0.24 0.46 - - 457.1
31 0.29 0.47 .19 0.21 0.20 - - 433.2
32 0.27 0.68 0.27 0.24 0.35 - - 445 .8
33 0.31 0.69 0.27 0.22 0.34 - - 459.6
34 0.29 0.72 0.28 0.23 0.39 - - 486.1
20 35 0.27 0.85 0.31 0.20 0.30 - - 390.7
36 0.31 0.81 0.33 0.18 0.38 - - 482.3
37 0.28 0.75 0.29 0.24 0.30 - - 473.5
38 0.29 0.78 0.30 0.15 0.31 - - 444.1
39 0.33 0.80 .30 0.29 0.38 - - 450.4
40 0.27 0.69 0.27 0.27 0.39 - -~ 480.0
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Addendum 6-2 Reproduction/developmental toxicity screening test of TMAH
i Relative organ weights of individual animals: P : Female

E18-0033

Seminal
Exp.group . Heart Testis Epididynis Prostate vesicle Ovary Uterus Body weight
{mg/kg/day) Animal No. (g/100g) (g/100g) (g/100g) {g/100g) (g/100g) {ng/100g) {g/100g) (g)
41 0.28 - - - - 28.1 0.25 312.7
42 0.32 - - - - 27.7 0.22 363.5
43 0.32 - - - - 37.2 0.18 308.9
’ 44 0.28 - - - - 28.8 0.18 333.5
Vehicle 45 0.26 - - - - 30.7 0.19 329.1
control 46 0.28 - - - - 33.1 0.26 314.1
47 0.30 - - - - 30.0 0.19 323.5
48 0.32 - - - - 27.9 0.20 344.1
49 0.30 - - - - 33.9 0.29 299.8
50 0.27 - - ~ - 31.0 0.17 371.8
51 0.28 - - - - 27.8 0.20 336.6
52 0.29 - - - - 30.7 0.18 357.8
53 0.29 - - - - 31.0 0.22 331.3
54 0.28. - - - - 23.8 0.15 329.2
1 55 0.30 - - - - 31.7 0.286 335.2
56 a) 0.33 - - - - 31.86 0.59 332.7
57 0.31 - - - - 21.9 0.14 369.0
58 0.286 - - - - 34.8 0.22 309.0
59 0.32 - - - - 27.1 0.24 329.5
60 0.29 - - - - 36.9 0.23 311.2
61 0.30 - - - - 28.9 0.17 316.4
62 0.32 - - - - 27.8 0.20 363.2
63 0.29 - - - - 42 .4 0.25 326.5
64 0.30 - - - - 37.3 0.21 356.3
5 85 0.31 - - - - 28.4 0.19 353.8
66 0.31 - - - - 29.8 0.16 348.2
87 0.30 - - - - 35.5 0.19 360.9
68 0.28 - - - - 32.7 0.22 359.9
69 0.27 - - - - 29.0 0.17 335.9
70 0.33 - - - - 30.8 0.18 341.9
71 0.35 - - - - 40.7 0.23 300.2
72 0.28 - - - - 32.4 0.25 302.9
73 b) 0.36 - - - - 31.8 1.39 340.6
74 0.25 - - - - 30.7 0.22 295.5
20 75 0.27 - - - - 43.5 0.21 246.8
78 b) 0.45 - - - - 31.0 1.99 372.4
77 0.27 - - - - 41.4 0.19 274.4
78 0.30 - - - - 31.2 0.16 327.0
79 0.30 - - - - 37.7 0.25 299.8
80 0.29 - - - - 28.0 0.20 321.5

a) Dam all her pups were dead.
b) Dead snimal.



E16-0033

Addendum 7-1 Reproduction/developmental toxicity screening test of TMAH
Pathological findings of individual animals: P
Animal

Sex Exp.group No. Fate Macroscopic findings Histopathological findings®”
1 ta No abnormalities detected Prostate
e emaeaeeaneimasesemeseseessessenssesacesmammeememond Round cell infiltration + . __
..... 2 _ta_Noabnormalitiesdetected  Noabnormalitiesdetected
..... 3.....ta Noabnormalitiesdetected _  Noabnormalitiesdetected
..... 4 .....1a Noabnommalitiesdetected _ __ Noabnormalities detected
Male  Vehicle control ----3en-no. 2. NO.80normalities detected | Noabnormalities detected ...
..... 6 ...t Noabnormalitiesdetected  Noabnormalities detected &
..... 7......1a_ Noabnormalities detected ~ Noabnormalities detected
..... 8 .....ta Noabnormalitiesdetected _ Noabnormalities detected .
9 ta No abnormalities detected Prostate
............................................................. Round cell infiltration+_______ .
10 ta No abnormalities detected No abnormalities detected
a) Organs/tissues examined as follows: testes, epididymides, prostate and seminal vesicle.
ta, terminal autopsy.
+, slight.
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E16-0033

Addendum 7-2 Reproduction/developmental toxicity screening test of TMAH
Pathological findings of individual animals: P
Exp.group Animal

Sex (mg/kg/day) No. Fate Macroscopic findings Histopathological findings

.11 ta_ Noabnormalitiesdetected ~  Notexamined . -
.12 ta_Noabnormalitiesdetected ~  Notexamined .~
.13 m Noabnommalitiesdetected  Notexamined
.14t Noabnommalitiesdetected Notexamined

15 ta Kidney Not examined

Pelvic dilatation (right)
Male 1 Epididymis

reeeneaenenean. Vhitish region (left, cauda, ¢4 mm)
.16 ta Noabnomalitiesdeteted  Notexamined
17 ta_Noabnormalitiesdetected ~~ Notexamined
.18 ta Noabnomalitiesdetected  Notexamined
.19 ta Noabnommalitiesdetected  Notexamined

20 ta No abnormalities detected Not examined

ta, terminal autopsy.
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E16-0033

Addendum 7-3 Reproduction/developmental toxicity screening test of TMAH
Pathological findings of individual animals: P
Exp.group Animal

Sex (mg/kg/day) No. [Fate Macroscopic findings Histopathological findings®
21 ta No abnormalities detected Epididymis
............................................................. Spermatic granuloma ++
22 ta No abnormalities detected Prostate
............................................................. Round cell infiltration ++ ______ .. ..
2318 Nosbnormalitiesdetected =~~~ Nosbnormaliiesdetected
24 ta - No abnormalities detected Epididymis
e emeeameemeameceesaseeececeeseseenmaceemanenns Spermatic granuloma +
Male 5 .25 Noabnormalitiesdetected | Noabnommalitiesdetected
26 ta No abnormalities detected Prostate
............................................................. Round cell infiltration +
27 ta No abnormalities detected Epididymis
............................................................. Spermatic granuloma ++
.28 .t Noabnommalitiesdetected = Noabnormaliiesdetected ...
w2218 Nosbnormalitiesdetected | Noabnormalitiesdetected .
30 ta No abnormalities detected Prostate
Round cell infiltration +
a) Organs/tissues examined as follows: testes, epididymides, prostate and seminal vesicle.
ta, terminal autopsy.

+, slight; ++, moderate.
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Addendum 7-4 Reproduction/developmental toxicity screening test of TMAH

Pathological ﬁndings of individual animals: P

E16-0033

Exp.group Animal

Sex (mg/kg/day) No. Macroscopic findings Histopathological findings®
31 Testis Testis
Small (left) Diffuse atrophy of seminiferous
Epididymis tubules +++
Small (left) Focal atrophy of seminiferous
Seminal vesicle tubules +
Small Leydig cell hyperplasia +
Epididymis
Decreased spermatozoa in jumen +++
Germ cell debris in lumen +
Seminal vesicle
eeeeeemmmeeeeeeessmeeessssmseessessommeseeseesmesseessnnd Focal fibrosis with cell infiltration +
W32 e No abnommalities detected ~~ Noabnormalitiesdetected
Male 20 33 No abnormalities detected Prostate
............................................................. Round cell infiltration +
34 No abnormalities detected Epididymis
............................................................. Spermatic granuloma+
35 No abnormalities detected Prostate
............................................................. Round cell infiltration +______
36 No abnormalities detected Prostate
............................................................. Round cell infilration ++ ...
37 No abnormalities detected Prostate
............................................................. Round cell infiltration+ ______________
L V. No abnormaliies detected = Noabunomaliiesdetected
S SO No abnormalities detected . Noabnormalitiesdetected
40 No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: testes, epididymides, prostate and seminal vesicle.

ta, terminal autopsy.
+, slight; ++, moderate; +++, severe.
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Addendum 7-5 Reproduction/developmental toxicity screening test of TMAH
Pathological findings of individual animals: P

Sex Exp.group Ax;;::al Fate Macroscopic findings Histopathological findings®
ALt Noabnormalitiesdetected ~~ Noabnormalities detected =~
.42 ta Noabnormalitiesdetected  Noabnormalities detected
.43 ta Noabnormalitiesdetected ~ Noabnormalities detected
.44 ta Noabnormalitiesdetected ~ No abnormalities detected
) 45 ta No abnormalities detected No abnormalities detected
Female Vehicle control  -=--=cseemoemcnencieancianoae- R SO S e el bbbl
.... 46 _ ..ta_Noabnormalitiesdetected  No abnormalities detected
A7 1 Noabnormalitiesdetected ~~ No abnormalities detected
..A8 .t Noabnormalities detected =~ Noabrormalities detected
.49 .1 Noabnormalitiesdetected ~ Noabnormalities detected
50 ta No abnormalities detected No abnormalities detected
a) Organs/tissues examined as follows: heart, ovaries, uterus and vagina.
ta, terminal autopsy. '
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E16-0033

Addendum 7-6 Reproduction/developmental toxicity screening test of TMAH |
Pathological findings of individual animals: P
Exp.group Animal

Sex (mg/kg/day) No. Fate Macroscopic findings Histopathological findings

| ' L. 18 Noabnormalities detected . . Notexamined o i
.32 ta_Noabnomaliiesdetected  Notexamined
.33t Noabnomalitesdetected Notexamined
.34 .12 Noabnommalitiesdetected Notexamined

55 ta Skin Not examined

Loss of hair (forelimb)

Female | SRRl -omseesemessimaeas-- T e h Lt iR DL LA EEL TR AR AL RRLE
..e.35, . Japd No abnormalities detected Notexamined oo
w2 Noabnormalities detected | | Notexamined e

58 ta Skin Not examined
cemeameneeneeeee 0SS OF BRI (forelimb) e
2. 12 Noabnomaliies detected ~  Notexamined e

60 ta No abnormalities detected Not examined

ta, terminal autopsy; ia-pd, dam all her pups were dead.
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Addendum 7-7 Reproduction/developmental toxicity screening test of TMAH
Pathological findings of individual animals: P
Exp.group Animal

Sex (mg/kg/day) No. Fate Macroscopic findings Histopathological findings
.61 .ta_ Noabnormalitiesdetected = Notexamined
.62 ta Noabnormalitiesdetected ~ Notexamined
.63 1 Noasbnormalitiesdetected ~ Notexamined
.64 ta Noabnormalitiesdetected ~ Notexamined
.65 ta Noabnormalitiesdetected  Notexamined
Female 5 .66 ta Noabnormalitiesdetected  Notexamined
.67 ta_Noabnormalities detected Notexamined
68 ta Skin ) "I:Iot examine& h
....... Loss of hair (forelimbs)
69 ta No abnormalities detected . Not examined
720 Tt No abnormalities detected  Not examined
ta, terminal autopsy.
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Addendum 7-8 Reproduction/developmental toxicity screening test of TMAH
Pathological findings of individual animals: P

E16-0033

Exp.group

Animal

Sex (mg/kg/day) No. Fate Macroscopic findings Histopathological findings”
~Jb B Nosnommalitiesdetected ~  _  Noabnommalitiesdetected .~
w2 12 Noabnormalities detected . Noabnormalities detected

73 fd Lung No abnormalities detected
Blackish change (cranial lobe and Lung
moddle lobe of right lung) Not examined
Heart
.................. Distention of atrium eeeeeeeaeeeeeeaeenann
74 ta Emaciation " No abnormalities detected
Thymus Thymus
S ... SO Notexamined . ..
75 ta Emaciation No al;nonnalities detected
Thymus Thymus
Small Not examined
Skin Skin .
ececenececeneo 0SS OF R Qumban) | Notexamined ..o
76 fd. Urinary bladder No abnormalities detected
Female 90 Distended with urine Urinary bla‘dder
Thymus Not examined
Small Uterus
! Autolysis
Thymus
............................................................. Notexamined . ..
77 ta Emaciation No abnormalities detected
Thymus Thymus
ORISR Notexamined .o,
..78.....1a_ Noabnormalitiesdetected Noabnommalitiesdetected
79 ta - Forestomach No abnormalities detected
Recessed region of mucosa Forestomach
(multiple, ¢ 1 mm-2x5 mm) Not examined
Thymus ‘ Thymus
Small Not examined
Adrenal ‘Adrenal
.............. Enlargement (bilateral) Notexamined . .iceeeeeeenens
B 82). ta No abnormalities deteé;ed ) ".N‘o Xgﬂonnalities detected

a) Organs/tissues examined as follows: heart, ovaries, uterus and vagina.

ta, terminal autopsy; fd, found dead.
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Addendum 8-1 Reproduction/developmental toxicity screening test of TMAH E16-0033
Postnatal courses per dam : F1
Exp.group (eg/kg/day) Dam No. 41 42 43 44
Dam
Duration of pregnancy (day) 22 22 22 22
Number of implantation sites 14 15 10 13
Newborns
Sex Male Female  Total Male  Female Total Male Female Total Male Female  Total
Vehicle Number of newborns 8 4 12 7 7 14 2 7 9 3 9 12
control Number of stillborns 0 0 0 0 0 0 0 0 0 0 0 0
Number of live mewborns at birth a) 8 4 12 7 7 14 2 7 9 3 (] 12
(85.7) (93.3) (90.0) (92.3)
Number of deads 1 0 1 0 0 0 0 0 0 0 0 0
Number of live newborns on day 4 b) 7 4 11 7 7 14 2 7 9 3 ] 12
(87.5) (100) (91.7) (100) (100) (100) (100) (100) (100) (100) (100) (100)

a) Value in parentheses is percentage of the number of implantation sites.
b) Value in parentheses is percentage of the number of live newborns at birth.
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Addendum 8~2  Reproduction/developmental toxicity screening test of TMAH
Postnatal courses per dam : F:

E16-0033

Exp.group (mg/kg/day) Dam No. 45 46 47 48
Dan
Duration of pregnancy (day) 22 22 22 22
Number of implantation sites . 18 13 14 15
Newborns
Sex Male Female Total Male Female  Total Male  Female  Total Male Female  Total
Vehicle Number of newborns ' 8 8 16 7 6 13 3 11 14 7 7 14
control Number of stillborns 0 0 0 0 0 0 0 0 0 0 0 0
Number of live newborns at birth a) 8 8 18 7 . ] 13 3 11 14 7 7 14
(100) (100) (100) (93.3)
Number of deads b) 0 Q 0 0 0 0 0 0 0 1 0 1
[ 1] [ 1]
Number of live newborns on day 4 c) 8 8 18 7 6 13 3 11 14 8 7 13
‘ (100) (100) {100) (100) (100) (100) (85.7) (100) (92.9)

(100) (100) (100)

a) Value in parentheses is percentage of the number of implantation sites.
b) Value in brackets is the number of cannibalism.
¢) Value in parentheses is percentage of the number of live newborns at birth.
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Addendum 8-3 Reproduction/developmental toxicity screening test of TMAH
Postnatal courses per dam : Fi

E16-0033

Exp.group (mg/kg/day) Dam No. 49 50.
Dam
Duration of pregnancy (day) 22 22
Number of implantation sites . 15 18
Newborns :
Sex Male Female Total Male Female Total
Vehicle Number of newborns 8 5 13 8 7 15
control Number of stillborns 0 0 0 0 0 0
Nusber of live newborns af birth a) 8 5 13 8 7 15
(86.7) (93.8)
Number of deads 0 0 0 0 1
Number of live newborns on day 4 b) 8 5 13 7 14
. (160) (100) (100) (87.5) {(100) (93.3)

a) Value in parentheses is percentage of the number of implantation sites. ¥
b) Value in parentheses is percentage of the number of live newborns at birth.
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Addendum 8-4 Reproduction/developmental toxicity screening test of TMAH E16-0033
Postnatal courses per dam : Fi
Exp.group (mg/kg/day) Dam No. 51 52 - 53 54
Dam
Duration of pregnancy (day) 22 22 22 23
Number of implantation sites 14 18 13 15
Newborns
Sex Female  Total Male  Female  Total Male  Female Total Male  Female  Total
Number of newborns 5 14 8 8 14 5 7 12 ] 5 14
1 Number of stillborns 0 0 0 0 0 0 0 0 0 0 0
Nusber of live newborns at birth a) 5 14 8 8 14 5 7 12 9 5 14
. (100) (87.5) (92.3) (83.3)
Number of deads 0 0 0 0 0 0 1 1 0 0 0
Number of live newborns on day 4 b) 5 14 6 8 14 5 8 11 9 5 14
{100) (100) {100) (100) (100) (100) (85.7) (981.7) {100) (100) (100)

a) Value in parentheses is percentage of the number of implantation sites.
b) Value in parentheses is percentage of thg ‘ngm.be'r _qf live newborns at birth.
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Addendum 8-5 Reproduction/developmental toxicity screening test of TMAH . _ , E16-0033
Postnatal courses per dam : F1

Exp.group {mg/kg/day) Dam No. 55 56 c) 57 58
Dam
Duration of pregnancy (day) 22 - 22 22
Number of implantation sites 17 14 13 15
Newborns .
Sex Male  Female Total Male  Female = Total Male  Female  Total Male Female  Total
Number of newborns 12 4 16 - - - 11 2 13 4 10 14
1 Number of stillborns 0 0 0 - - - 0 0 0 0 0 0
Number of live newborns at birth a) 12 4 16 - - - 11 2 13 4 10 14
(94.1) (100) (93.3)
Number of deads 1 0 1 - - - 0 0 0 0 0 0
Number of live newborns on day 4 b) 11 4 15 - - - 11 2 13 4 10 14
(91.7) (100) (93.8) (100) (100) (100) (100) (100) (100)

a) Value gn parentheses is percentage of the number of implantation éites.
b) Value_a in parentheses is percentage of the number of live newborns at birth.
c) Sacrlfgled because of cannibalism of all pups during the delivery.
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Addendum 8-6 Reproduction/developmental toxicity screening test of TMAH
Postnatal courses per dam : Fi

£16-0033

Exp.group (mg/kg/day) Dam No. 58 60
Dam
- Duration of pregnancy (day) 21 22
Number of implantation sites 15 15
Newborns
Sex Male Female  Total Male Female  Total
Number of newborns 4 10 14 5 10 15
1 Number of stillborns 0 0 0 0 0 0
Number of live newborns at birth a) 4 10 14 5 10 15
(83.3) (100)
Number of deads 0 0 0 0 0 0
Number of live newborns on day 4 b} 4 10 14 5 10 15
o {100) (100) (100) {100) (100} (100)

a) Value @n parentheses is percentage of the number of implantation sites.
b} Value in parentheses is percentage of the number of live newborns at birth.
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Addendum 8-7 Reproduction/developmental toxicity screening test of TMAH

E16-0033
Postnatal courses per dam : Fi
Exp.group (mg/kg/day) Dam No. © 81 62 83 64
Dam
Duration of pregnancy (day) 22 21 22 22
Number of implantation sites 8 18 18 16
Newborns
Sex Male Female  Total Male Female Total Male  Female  Total Male Female  Total
Number of newborns 4 4 8 9 7 18 8 7 15 11 3 14
5 Number of stillborns 0 0 _0 0 0 0 0 0 0 0 0 0
Number of live newborns &t birth a) 4 4 8 9 7 16 8 7 15 11 3 14
{100) {100) (93.8) (87.5)
Number of deads ‘ 0 0 0 0 0 0 0 0 0 0 0 0
Nugber of live newborns on day 4 b) 4 4 8 9 7 16 8 7 15 11 3 14
. (100) (100) (100) {(100) (100) - (100) (100) (100). (100) (100) (100) (100)

a) Value in parentheses is percentage of the mumber of implantation sites.
b) Value in parentheses is percentage of the number of live newborns at birth.
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Addendum 8-8 Reproduction/developmental toxicity screening test of TMAH E16-0033
Postnatal courses per dam : F1 ‘
Exp.group (mg/kg/day) Dam No. 85 66 87 88
Dam
Duration of pregnancy (day) 22 22 22 22
Number of implantation sites 15 15 16 15
Newborns -
Sex Female  Total Male  Female Total Male  Female  Total Male Female  Total
Number of newborns 9 15 4 9 13 ] 8 15 7 7 14
5 Number of stillborns 0 0 0 0 0 0 0 0 0 0 0
Number of live newborns at birth a) 9 15 9 13 9 8 15 7 7 14
{100) (88.7) (83.8) (93.3)
Number of deads 0 e 0 0 0 0 0 0 0 0 0
Number of live newborns on day 4 b) 9 15 4 ] 13 9 6 15 7 7 14
. {(100) (100) {100) (100) (100) {100) (100) (100) {100) (100) (100)

a) Value in parentheses is percentaze‘ot the number of implantation sites.

~b) Value in parentheses is percentage of the number of live newborns at birth.
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Addendum 8-9 Beproduction/developmental toxicity screening test of TMAH
Postnatal courses per dam : Fi

E16-0033

Exp.group (mg/kg/day) ’ Dan No. 89 70
Dan
Duration of pregnancy (day) 22 21
Number of implantation sites 14 17
Newborns
: Sex Male Female Total Male  Female Total
Number of newborns 8 ] 14 5 6 11
5 Number of stillborns . 0 0 0 0 0 0
Number of live newborns at birth a) 8 6 14 5 8 11
(100) (64.7)
Number of deads 0 0 0 0 0 0
Number of live newborns on day 4 b) 8 6 14 5 6 11
(100) (100) (100) (100) (100) (100)

a) Value in parentheses is percentage of the number of implantation sites.
b) Value in parentheses is percentage of the number of live newborns at birth.
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Addendum 8-10 Reproduction/developmental toxicity screening test of TMAH E16-0033
Postnatal courses per dam : F1
Exp.group (mg/kg/day) Dan No. 71 72 74 75
Dam
Duration of pregnancy (day) 23 22 23 22
Number of implantation sites 15 14 15 4
Newborns i
Sex - Male  Female Total Male  Female  Total Male  Female  Total _ Male  Female  Total"
Number of newborns (] 7 13 6 7 13 4 9 14 3 1 4
20 {1} 4
- Number of stillborns ] 0 0 0 0 0 0 0 0 0
Number of live newborns at birth a) ] 7 13 7 13 4 9 13 1 4
(86.7) (92.9) {88.7) {100)
Number of deads b) 0 0 0 1 2 3 0 0 0 1 0 1
. [ 1] [ 11~
Number of live newborns on day 4 ¢) 6 7 13 5 5 10 4 9 13 2 1 3
(100) (100) (100) (83.3) (71.4) (78.9) (100) (100) (100) (68.7) (100) {75.0)

a) Value in parentheses is percentage of the number of implantation sites.

b) Value in brackets is the number of cannibaliss.

c) Va}ne in parentheses is percentage of the number of live newborns at birth.
d) Owing to cannibalism, sex and death could not be discriminated.
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Addendum 8-11 Reproduction/developmental toxicity screening test of TMAH E16-0033
Postnatal courses per dam @ Fi
Exp.group (mg/kg/day) Dam No. 78 77 178 79
Dan
Duration of pregnancy (day) - 22 22 22
Number of implantation sites 15 18 13 17
Newborns
Sex Male  Female Total Male  Female Total Male  Female  Total Male Female  Total
Number of newborns - - - 7 8 15 7 5 12 7 8 15
20 [ 11 d)
Number of stillborns a) - - - 0 0 0 0 0 0 1 0 1
( 5.9)
Nusmber of live newborns at birth a) - - - 7 8 15 7 5 12 8 8 14
' (93.8) (92.3) (82.4)
Number of deads h) - - - 0 0 0 0 0 0 5 5 10
' [s1 [5] (10]
Number of live newborns on day 4 c¢) - - - 7 8 15 7 5 12 1 3 4
(100) (100) (100) (100) (100)  (100) {16.7) {37.5) (28.8)

“a) Value in parentheses is percentage of the number of implantation sites.

b) Value in brackets is the number of cannibalism.

¢) Value in parentheses is percentage of the number of live newborns at birth.
d) Owing to cannibalism, sex and death could not be discriminated.
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Addendum 8-12 Reproduction/developmental toxicity screening test of TMAH
Postnatal courses per dam : Fi

E16-0033

Exp.group (mg/kg/day) Dam No. . 80
Dan
Duration of pregnancy (day) 22
Number of implantation sites 14
Newborns
Sex Male Female  Total
Number of newborns 5 7 12
20 Number of stillborns 0 0 0
' Number of live newborns at birth a) 5 7 12
(85.7)
‘Number of deads . 0 0 0
Number of live newborns on day 4 b) 5 7 12

(100) (100) (100)

a) Value in parentheses is percentage of the number of implantation sites.
b) Value in parentheses is percentage of the number of live newborns at birth.
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Addendum 8-13 Reproduction/developmental toxicity screening test of TMAH

Postnatal courses per dam : F,

E16-0033

Exp. group ' Dam No.
(mg/kg/day) a1 42 43 44 45 46 47 48 49 50
. Number of corpora lutea 14 16 14 13 16 14 14 15 16 . 16
Vehicle control ' 625 0

Pre-implantation loss a) 0 6.25 28.57 -0 0 7.14 0 0
a) value is (Number of corpora lutea - Number of implantation sites) / Number of corpora lutea X 100. '
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Addendum 8-14

Reproduction/developmental toxicity screening test of TMAH
Postnatal courses per dam : F,;

E16-0033

Exp. group Dam No.
(mg/kg/day) 51 52 53 54 55 56 57 58 59 60
. Number of corpora lutea . 14 16 18 15 19 14 13 15 16 16
Pre-implantation loss a) 0 0 . 2778 0. 10.53 0 0 0 6.25

a) value is (Number of corpora lutea - Number of implantation sites) / Number of corpora lutea X 100.

6.25
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Addendum 8-15 Reproduction/developmental toxicity screening test of TMAH
Postnatal courses per dam : F,

E16-0033

Exp. group Dam No.
(mg/kg/day) 61 62 63 64 65 66 67 68 69 70
s Number of corpora lutea 14 16 16 19 15 15 18 18 16 118
Pre-implantation loss a) 42.86 0 0 15.79 0 0 11.11 16.67 12.50 5.56

a) value is (Number of corpora lutea - Number of implantation sites) / Number of corpora lutea X 100.
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Addendum 8-16

Reproduction/developmental toxicity screening test of TMAH
Postnatal courses per dam : F;

E16-0033

Exp. group Dam No.
(mg/kg/day) 71 72 73 74 75 76 77 78 79 80
20 Number of corpora lutea 18 4 14 17 12 15 17 ‘ 17 17 14
Pre-implantation loss a) 16.67 0 14.29 11.76 66.67 0 5.88 23.53 0 0

a) value is (Number of corpora lutea - Number of implantation sites) / Number of corpora lutea X 100.
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Addendum 9-1 Reproduction/developmental toxicity screening test of TMAH
External findings : F,

Exp. group ‘ Dam No. .
(mg/kg/day) ' 41 42 43 44 45 46 47 48 49 50
’ on day 0 o ‘
Number of newbomns examined 12 14 12 16 13 14 14 13 15
. Number of newborns with abnormalities 0 0 0 0 0 ] 0 0 0
Vehicle control . . .
: on day 4
Number of newborns examined 11 14 12 16 13 14 13 13 14
Number of newbons with abnormalities 0 -0 0 0 0 0 0 0 0
o

E16-0033
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Addendum 9-2 Reproduction/developmental toxicity screening test of TMAH
External findings : F,
Exp. group Dam No. )
(mg/kg/day) 51 52 53 54 55 57 58 59 60
) onday0 _
Number of newboms examined 14 14 12 14 16 13 14 14 15
Number of newborns with abnormalities 0 0 0 0 0 0 0 0 0
! on day 4
Number of newborns examined 14 14 11 14 15 13 14 14 15
0 0 0 0 0 0 0’ 0

. Number of newborns with abnormalities 0

E16-0033
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Addendum 9-3  Reproduction/developmental toxicity screening test of TMAH

External findings : F,

Exp. group Dam No. |
(mg/kg/day) ' 61 62 63 64 65 - 66 67 68 69 70
on day 0 _
Number of newborns examined 8 16 15 14 15 13 IS 14 14 11
p Number of newborns with abnormalities 0 0 0 0 0 0 0 0 0
on day 4 ‘
Number of newborns examined 16 15 14 15 13 15 14 " 14 11
Number of newborns with abnormalities 0 0 0 0 0 0 0 0 0 0

E16-0033
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Addendum 9-4 Reproduction/developmental toxicity screening test of TMAH
| External findings : F, |
Exp. group Dam No.
(mg/kg/day) ' 71T 74 75 77 78 79 80
on day 0
Number of newborns examined 13 13 13 4 15 12 14 12
20 Number of newborns with abnormalities 0 0. 0 0o ] 0 0 0
onday4
Number of newborns examined 13 10 13 3 15 12 12
Number of newborns with abnormalities 0 0 0 0 0 0 0

E16-0033



Addendum 10-1 Reproduction/developmental'toxicity screening test of TMAH

Clinical signs per dam:F,
Vehicle control
Dam Signs Nursing period
No. 0 1 2 3 4 (day)
41  No abnormalities detected + + + + +
42  No abnormalities detected + + + + +
43  No abnormalities detected + + + + +
44  No abnormalities detected + + + + +
45 - No abnormalities detected + + + + +
46 No abnormalities detected + + + + +
47 No abnormalities detected + C+ + + +
48 No abnormalities detected + + + + +
49  No abnommalities detected + + + + +
50 + + . + + +

No abnormalities detected

- 100 -
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Addendum 10-2 Reproduction/developmental toxicity screening test of TMAH

Clinical signs per dam:F,
1 mg/kg

Dam Signs Nursing period

No. 0 1 2 3 4 (day)
51 No abnormalities detected + + + + +
52 No abnormalities detected + + + + +
53  No abnormalities detected + + + + +
54  No abnormalities detected + + + +- +
55 No abnormalities detected + + + + +
57 No abnormalities detected + + + + +
58 No abnormalities detected + + + + +
59  No abnormalities detected + + + + +
60 No abnormalities detected + + + + +

- 101 -

E16-0033



Addendum 10-3 Reproduction/developmental toxicity screening test of TMAH

Clinical signs per dam:F,;
5 mg/kg

Dam Signs Nursing period

No. 0 1 2 3 4 (day)
61 No abnormalities detected + + + + +
62  No abnormalities detected + + + + +
63  No abnormalities detected + + + + +
64  No abnormalities detected + + + + +
65 No abnormalities detected + + + + +
66  No abnormalities detected + + + + +
67 No abnormalities detected + + + + +
68 No abnormalities detected + + + + +
69  No abnormalities detected + + + + +
70  No abnormalities detected + + + + +

-102 -
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Addendum 10-4 Reproduction/developmental toxicity screening test of TMAH

Clinical signs per dam:F,
20 mg/kg «

Dam Signs Nursing period

No. 0 1 2 3 4 (day)
71 No abnormalities detected + + + + +
72 No abnormalities detected + + + + +
74  No abnormalities detected + + + + +
75  No milk spot + + + + +

77  No abnormalities detected + + + + +
78  No abnormalities detected + + + + +
79 No abnormalities detected + + + + +
80 No abnormalities detected + + + + +

- 103 -
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Addendum 11-1

Reproduction/developmental toxicity screening test of TMAH

Body weights per dam:F, (g') : F; newborn

E16-0033

Exp.group Day after birth
(mg/kg/day) DamNo.  Sex 0 4

’ 41 Male 6.53 ( 8) 1027 (7
Female 617 (4 10.00 ( 4)

42 Male 6.69 ( 7) 1030 ( 7)

Female 653 (1 10.07 ( 7)

43 Male 7.00 ( 2) 11.60 ( 2)

Female 6.67( 7 11.66 ( 7)

44 Male 6.90 ( 3) 12.10 ( 3)

Female 6.58 ( 9) 11.50 ( 9)

45 Male 6.01 ( 8) 9.35 ( 8)

Vehicle , ‘ Female 539 ( 8) 7.39 ( 8)
control 46 Male 663 (7 9.03(7)
Female 6.43 ( 6) 8.82 ( 6)

47 Male 7.13( 3) 9.37( 3)

Female 6.58 (11) 9.19 (11)

48 Male 670 ( 7) 11.02 ( 6)

Female 624 (1) 1037 (7)

| 49 Male 6.72 ( 8) 8.93 ( 8)
— : Female 6.52 ( 5) 9.10 ( 5)
2 50 Male 6.06 ( 8) 113 (7)
| Female 584 (7 1077 (1)
51 Male 6.69 ( 9) 10.31 ( 9)

' Female 6.52 ( 5) 10.16 ( 5)
52 Male 6.70 ( 6) 9.83 ( 6)

Female 6.38 ( 8) 9.50 ( 8)

53 Male 6.98 ( 5) 12.34 ( 5)

Female 6.63 ( 7) 11.93 ( 6)

54 Male 6.86 ( 9) 10.81 ( 9)

Female 6.68 ( 5) 10.22 ( 5)

55 Male 6.88 (12) 10.02 (11)

1 Female 6.78 ( 4) 9.83 ( 4)

56 a) - -

57 Male 6.53 (11) 11.38 (11)

Female 6.30 ( 2) 1120 ( 2)

58 Male 6.70 ( 4) 9.25( 4)

Female 5.96 (10) 8.39 (10)

59 Male 597 ( 4) 8.95( 4)

Female 5.44 (10) 8.07 (10)

60 Male 6.18 ( 5) 8.96 ( 5)

Female 5.80 (10) 8.62 (10)

a) Sucrified because of cannibalism of all pups during the delivery.
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Addendum 11-2 Re.production/dcvclopmcntal toxicity screening test of TMAH
Body weights per dam:F, (g) : F, newborn
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Exp.group Day after birth
(mg/kg/day)  Dam No. Sex 0 4

61 Male 6.91 ( 4) 12.83 ( 4)

Female 6.01 ( 4) 11.33 ( 4)

62 Male 512(9) 781 (9)

Female 507(7) 823 (7

63 Male 6.50 ( 8) 853( 8

Female 6.23 (1) 790 (D

64 Male 6.71 (11) 10.55 (11)

Female 6.23 ( 3) 1023 ( 3)

65 Male 6.30 ( 6) 9.85 ( 6)

5 Female 5.94 (9) 9.37 (9

66 Male 6.53 ( 4) 10.55 ( 4)

Female 6.32 ( 9) 10.51 (9

67 Male 596 ( 9) 9.78(9)

Female ~ 5.82 ( 6) 10.42 ( 6)

68 Male 666 (7) 993 (7

Female 6.14 (7) 931 (7

69 Male 639(8 - 9.41 ( 8)

Female 6.15 ( 6) 9.27 ( 6)

70 Male 6.44 ( 5) 9.88 ( 5)

Female 5.68 ( 6) 9.20 ( 6)

71 Male 6.25 ( 6) 9.73 ( 6)

‘ Female 6.04 ( 7) 929 (7)

72 Male 6.11 ( 6) 9.86 ( 5)

Female 552(7 8.68 ( 5)

74 Male 5.48 ( 4) 7.05 ( 4)

Female 528 (9) 6.83 (9

75 Male 6.70 ( 3) 5.05(2)

20 Female 620 ( 1) 490 (1)
77 Male 451( 7 574 (7 -

. Female 433 (8) 540 ( 8

78 Male 584 (7 1 924(7)

Female 5.78 ( 5) 8.92 (5

79 Male 437 ( 6) 6.90 ( 1)

Female 3.98 ( 8) 6.53 (3)

80 Male 6.50 ( 5) 10.44 ( 5)
- Female 6.01 ( 7) 9.56 ( 7)
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HBRAE® [TMAH OAR/RBEBMRA 7 ) —= FRBR(OECD TR A K5
A ¥ 421)E16-0033)1 12 BT 5B E OB EHM P OLEE L HEIRT 5,
7o, MBRTFOBBRDEOREELHERT 5,

REB®HEE WRE DR TEMERER
R T OHERYDE OREERR

B = H BHRHMEOREMFIR 2004411 A 12 B (R 5-BRLEET)
20054 1H I3H(EREHIMIRT#)
FHEPOFBRDEOLEMERR  20044E11 5128
-20044£11 B 26

RBRER [TMAH DAEFE/FEABHEER Y V—= 7HBROECD TR M A K5
A ¥ 421)(E16-0033)) 123 1T 2 B E IR GEHMPEE TH > 7=,
0.4 K% 0%0.02 wv%iABLET OMBRYE IIRBE 14 AFMEETH - 7=,
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1.2
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REBtE

HRYE
& B
KEBIET FFAFAT =T A
Al 4:TMAH
CAS &5 75-59-2
oy &S
N
AR
I
B R
ZREFEBRVEREE, Sy Xy b )TRE L,
B EARIK
®» E
0.4 KRU*0.02 wiv%
1N
KK
B &R
ERFEBRVERES)TRE LI,

2. RBRFE

2.1

22

23

WRYE DR EMRR
HRNEOREHH P OREME. B 5B & B EHIMK TR ICEERE Y
ne b9 7 4—HPLOZAWTHEIET A LiIcL VRERLT,
BRESMKETRIZ, BEBRERTO n< N 7T AL BB L TE— 7 BREOHE
IR BN L 2R L,
72¥. HPLC JIEIXI MR AE K BEFRIITITo 72,
TR P OHERDE DL EHHR
0.4 %100.02 wh%RBIEZ BRIZBWTIREL., BE#%. 7HERV 14 BKIZ
HELY n=1 THU 7Y T LT, BEKTHRE, HPLC IZ X V) R ERE
FREL. AMEZOBEICHTIELOFELRER L,
EREE R ORS
MEERIT, MESICHAN L,
MBUETOERYELEERBROPMERICHERYWE 0.5045 g(MiEMER
0.1009 g). T 7 B ICHBRYE 0.5023 g(FIEERIET 0.1005 g), M 14 HEIZ
THRWE 0.5044 g(PLEEREIER 0.1009 ) ZIEHIZE Y & VMK 200 X IEREIZ 100
mL & L. BRI 1,000 pg/mL & L7z, T HE2HBBKTHER L, SEBEK L
L7,
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TRE R TEHEVAVR IR : 40.4 pg/mL
BT Rk R 40.2 pg/mL
FR 14 BEE EREAIRBE: 40.4 ug/mL
24 HLEBE
1) #HBRYEOLZEERR
B EBRAAATICIT 2.3 TR TR L - AMNER OFEERIE S HPLC RbHe L7,
B TRICIIERYE % 0.5193 g(MERIEX 0.1039 )2 BV Eo7-, =
UK ZMNZ 100 mL IZER Lz, ZOWK% 1 mL Bk, HEkEmMz
25mLICER L, ZhE HPLC R EE LT,
2) WMETOHEBRDE O R VEEERER
0.4 ZTR0.02 wh%TRBHEIZ DOWTLLT O X 5 R BBEEL T 1=,
(1) 0.4 wiv%3RBuK
FEUR ImL ZIEREICE D, BRKEIZ, EREIZIOmML & Lz, Zhk
D 1mLEZERICED, BRUKEMA, EREIC10mL & Lk, Zh% HPLC
HEHFEREE 10002 L,
(2) 0.02 whv%IFRRIE
FRE 2mL ZEREICE Y, ERKEMMZ, ERIC10mL & Lz, Zh#
HPLC BEHFERE R 5)E LT,
25 SrEOPE
1) HPLC ¥4
(1) fE/ABEEE LC-93

y: CCPS( ' —(¥k))
B tHaE: CM-8020(3K / —(#£))
HThA—T CO-8020(3E / —(¥))
(2) BESM
BT A TSKgel IC-Cation I/l HR
10ecmX4.6 mmID. X7 L Al
b T LR 40°C
BEE: 2 mmol/L 74#E8
bii}--¢ 0.5 mL/min
EAR: 10 uL |
2) GREANVTFT—a v
(1) ®BEHE

23 ECHM L BE R D 40.4 pg/mL OB R UHERK%Z HPLC T
BEL, HBRHEOY— I/ BICHESEN LERERLL,
(2) E#E
23 TEHCHRB L - AME% OEBEREZERKTHRL T 202, 404 R
80.7 pg/mL OEREEE L AB L7, ZOEBEKRE HPLCICK W RIE LT,

_.4_
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B - R ERE(pg/mL), HMIIERHROY— 7 GHs L-RERE
ERR L7z, B/ FEICL VB LN EIREROMEBIRES 0999 2L ETH
5T LEHER LI,
BHTRIE(R NEBH)

23FETHM L - ANEROBEEFRRELERATHRL T 202, 404 RV
80.7 pg/mL OIEEFREZFHY L 72(FWE n=3), Th b DEEEK % HPLC
THEIEREL, 252) QFETERLEZRERL VR EREZEH L,
FTRORICIVEEREEZRD -, EEIX 202 pg/mL OERBEEFIZEWV
T-1.3, 33 KU'2.3%, 40.4 pg/mL OFEHEEIKIZINT 0.2, 4.9 KU 3.4%,
80.7 pg/mL DEHEFIEIZEBNT0.1, 02 RP24%THoT-, £z, HBEIZ
20.2 pg/mL OEHEERIZIB T 2.4%, 40.4 pg/mL OEHEER BT 2.3%,
80.7 pg/mL DEHEERIZBWT 13%TH o7, BERLI0%LNTHY, »
D, BEN SBUTTHHZ L 2HR L, 2B, EERVHEEIX, NER
AL /INERUTEIMETRRLE,

BERE —RERE

RE%) = SR

100

B E B E DR EREE

RED = e O THE

100

3. MURHPOEBMEOLEERBIZI T 57 — 5 0E
FRHifE

3.1

32

33

v mRERHES L,

ERSITIE

%9 40 pg/mL OIEMEEEEAVT 1| RRETITo 7,
SRR OB EBEOR M

FROHERITHE > THEBRDEREC: w2 BH L, HEBRIEDEF3
HricdTRR LT,

_CsxAxD
As x 10,000

Cs: EEEKRTOHERYERE (ng/mL)
As: BERBRBFOHEBRHE Y — 7 EH

A : % HPLC REIH O%BRME v — 7 mH
D : % HPLC REOFRER
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4. HBRAUE
4.1 HEBROEOZTHERR
BEBMAIIRUOBREHEKR TRICHE L= v~ b 75 A% Figl RO Fig2 iz
~L7T,
BREMBKTRIZBELEZZ o~ NS A3 EHBETIO I n~ h 50k
HE L TE— 7 BREOMRFRBICELIZA O ho T,
42 RARBEPOEKBYE OZEERR
Table 1 ICFAYMK T OHEBYEOREHRBERE R L,
0.4 BT 0.02 wh%IRBHRIZ DWW THRBIER OBRBRYERE TR EMIZA L
100+10%DFHEIZH o7z, F/-, 7T BHERV 14 BEORBK P OB EME L
FBUE & OB R R B IZ 3 L 100x10% DI H - 7=,

Table 1 Chemical stability of the test substance in dose formulations

Nominal conc. Time point of Actual conc R.N. R.P.
(wiv%) measurement (wiv%) %) (%)
Immediately after
preparation 0.398 9.5 )
0.4 7 day after 0397 99.3 99.7
preparation
14 day after 0.403 101 101
preparation
Immediately after
preparation 0.0194 97.0 )
0.02 7 day after 00201 | 101 104
preparation
14 day after 0.0193 96.5 99.5
preparation

R.N.: Rate of the nominal concentration
R.P.: Rate of the final concentration to the concentration measured immediately

after preparation
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Sample peak
k 1
A -
00 2.6 50 7.5 10. olmin)

Fig.1 Chromatogram measured prior to the administration period

Sample peak

U(

0.0 2.5 5.0 1.5 10. glmin)
Fig. 2 Chromatogram measured after the end of the administration period
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