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Animals : F344/DuCrj rats

: no treatment (soybean—free diet and tap water)
7/ : 001 and 2.5% decabromodiphenyl ether (DBDE) in diet
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Fig. 3. Experimental design (3)
400
300 =
3 200
P s
‘M: ooy 3 koo KRR R K *
100 T
#
e
0 I'I\III L | e | L L L L 1 1 1 I -
0 5 10 15 20 25 30 35 40 45 (Week)
Pl DHPN l
* male female
DMBA (female) CONT —— =
HBCD 0.01% — —t—
* (HBCD-1 * (°TU) p<0,05 ***p<0.01 vs CONT L e
HBCD 1% —— —o—
PTU 0.0008%  —*— —R—

Fig. 4. Body weight curves of rats exposed to DHPN and DMBA
following prepubertal HBCD or PTU treatment
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Fig. 5. Body weight curves of rats exposed to DHPN and DMBA
following prepubertal TBBPA treatment

Table 1
Final body and organ weights of dams fed diet containing HBCD or PTU
Dose (%) 0 (CONT) 0.01 0.1 1 PTU
No. of animals 5 5 9 5 5
Final body weight (g) 2042 20642 207+5 216+8%  215+9*
Absolute organ weights
Liver (@) 87+03  84+02  93+05* 11.3+£09™ 88+05
Thyroids (mg) 1243 101 111 13+3 372%™
Relative organ weights * e -
Liver (%) 4340.1 41+0.1 45+02  52+03™ 41+01
Thyroids (mgh) 61 541 5+0 61 171"

Each value represents the mean+S.D. - p<0.05 e p<0.001 vs CONT



Table 2 Final body and organ weights of rats exposed to DHPN
and DMBA following prepubertal HBCD or PTU treatment

Dose (%) 0 (Control)  0.01 0.1 1 PTU
Male No. of animals 20 20 24 25 25
Final body weight (g) 353+25 358+19 353%31 345+22 366+20
Absolute organ weights
Liver (g) 93+10 89x07 89+13 88%x09 92+08
Kidneys (g) 34+31 42+48 40*+44 40x75 28+14
Thyroids (mg) 68182 6664 1124205 41x17 47+19
Relative organ weights
Liver (g%) 2601 25+01*% 25+02*% 26+02 25+01*
Kidneys (g%) 1.0+09 12+14 11%x13 12+22 08+04
Thyroids (mg%) 19423 1817 34+67 12+5 13%5
Female No. of animals 17 19 15 12 14
Final body weight (g) 202+18  199+14 20116 185+19* 217+15%
Absolute organ weights
Liver (g) 56+12 55+07 53+05 45+05* 54407
Kidneys (g) 35+6.7 29+41 33+52 31+3.1 3643
Thyroids (mg) 33+14 2912 313 267 365
Relative organ weights
Liver (g%) 28+04 28+03 25+07 24+03™ 25+02*
Kidneys (g%) 174E32 1.5%k£22  18%x22 17X*16 1.71:22
Thyroids (mgh) 1717 14+6 1615 1414 172
Each value represents the mean+S.D. . p<0.05 ** p<0.01 vs CONT

Table 3 Proliferative lesions in liver of rats exposed to DHPN and
DMBA following prepubertal HBCD or PTU treatment

Hepatecellular adenoma +

Nt Focus of cellular alteration Hepatocellular adenoma Hepatocellular carcinoma
Group L carcinoma
at
Incidence Muttiplicity Incidence Multiplicity Incidence Multiplicity Incidence Multiphicity

Male Raeal 22 20 ( 91 ) 1018 #* 714 0 0 0

diet

PTU .

4 ( ) 57 =573 0 0

Q.0008% 2 22 82 ) 0

:;?:?f 0 14 ( 70) 260 % 291% 1 C 5) 005 %02 0 1 ( 5) 005 % 02

H

BCo 25 21 ( 84 ) 320 87 ™ 0 0 0

0.1%

HB:D 25 25 ( 100 ) 548 + 444 1 ( 4) 004 = 020 1] 1 ( 4) 004 + 020

Basal 5 X \ : .
Female St 24 21 ( 8 ) 650 =+ 475 1 ( &) 004 =+ 020 0 10 4) 004 + 020

il 18 16 ( 89 ) 1467 = 1120° 5 (28) 033 05" 0 5 (28) 033 + 059"

0.0006% ‘ B ‘ i :

:2(1:3 23 19 ( 83 ) 1222 + 944 10 (43 )% 070 * 106" 2 (9) 003 = 029 10 ( 43)° 0718 %= 124"

HBCD g 5 3 ( \

Q1% 23 18 ( 78 ) 974 = 836 4 (17) 035 = 088 2 (8 ) 008 = 029 § (( 2) 043 + 104

HBCO 16 1 o{ 69 ) 606 =+ 789 3 (19) 025 = 0S8 0 3 (19) 025 =+ 058

1%
* #= Signfcartly dfferert fam covespording basal det goup atp@106, 0.01, respectivaly




Table 4 Proliferative lesions in kidney of rats exposed to DHPN
and DMBA following prepubertal HBCD or PTU treatment

Renal cell adenoma +

Basophilic tubules Renal cell hyperplasia Renal cel adenoma Renal cell carcinoma ¥
G No. of carcinoma
roug
rat
Incid i Multiphoity Incidk Multiok taald Multinhieit: Incid Multiohici
Male B:I:: 22 14 ( 64 ) 077 % 069 o ( & ) 045 =+ 060 4 ( 18 ) 027 + 083 0 4 ( 18) 027 + 0863
PTU b
0.0008% 24 1 ( 67 ) 082 %078 15 ( 83 ) 079 =+ 0.88 5 (21) 025 =053 17¢(2) 033 + 056 12 {( 50 ) 058 + 065
HBCD t 3
001% 20 9 (45 ) 045 x 051 6( 30) 040 = 068 5§ (25) 035 x o087 6 ( 30) 030 = 047 10 ( 5 ) 065 * 075
HBCD 5 ¢ " ¢
o 25 15 ( 60 ) 060 = 050 5( 20) 020 = 041 6 ( 24 ) 024 =04 § ( 20 ) 032 *= 069 10 ( 40 ) 056 =+ 082
HBCD 5
% 25 12 ( 48 ) 080 = 0N 7( 28) 028 = 046 5 (20) 020 %041 a(nr) 012 =+ 033 8 (32) 032 + D48
Famale E;;:I 24 4 ( 17) 025 + 061 1 { 46 ) 067 = 087 2 ( 8) 008 028 0 W 008 = D28
u:TU 18 4 (2) 038 + 085 9( 60 ) 087 + 084 3 (17) 022 +055 0 3(17) 022 + 055
';%?E 23 8 (35) 061 * D94 8(3) 065 = 103 3(13) 013 034 3 (13) 013 £+ 034 a{a) 026 =+ 045
HECD r X . y '
o1% 23 7 (30} 035 * 057 30 13) 017 = 048 2( 9) 003 02 1 { 4) 004 = 021 3l ) 013 %= 034
HBCD y \
1% 16 3 {13) 031 £ 078 7( 44) 063 = 089 3 (18) 031 079 0 3 (mw) 031 + 078
*, a%: Sigr y differant from cor basal diet group st pCD0S, 0.01, respectively

Table 5 Proliferative lesions in kidney of rats exposed to DHPN
and DMBA following prepubertal HBCD or PTU treatment

Transitional cell papilloma +

Transitional cell hy Ti tonal call il Tr | cel carcinoma Nephroblastoma
. No. of =
t
- Nroidein Mutiphety Icidance Muttplcity Intidence Mutiplcity e " Makiphorty
Male B;’t" 2 10 (4 ) 05 =080 O 7 ( 32 ) 036 = 058 7 (32) 036 =05 19 ( 88 ) 132 o072
e -
UPTU‘ 24 7 (20) 033 056 4C 17) 037 +038 9 ( 3 ) 042 £05 10 (42 ) 05 =078 17 ( 71 ) 100 +078
:3103 20 7 (35) 040 £080 3( 15) 0I5 037 6 ( 30 ) 03 = 058 B (4 ) 05 =068 15 ( 75 ) 115 +08
HBCD ;
1% 25 T (28) 028 + 048 3 12) 012 +033 12 ( 48 ) 052 % 059 4 (56 ) 064 = 054 1w (72) 086 =073
HBCD 3
w5 7 (28) 028 +£046 1( 4) 004 020 5( 20) 020 =04 6 (24) 024 044 17 ( 68 ) 076 =080
Famale B;:' 2 2 ( B) 008 £028 2( B) o008 028 3¢ 13) 013 =03 4 (1) 02 xom 12 ( %0) 087 =076
PTU . .
18 4 (22) 02 043 2¢ 11) 0O +032 0 2 (1) Oft £032 18 ( 89 ) 111 + 058
0.0006%
HBCD
001% 23 2 ( 8) 000 =+ 029 2( 9) 009 o020 3 (13) 013 03 s i) 022 =+ 042 15 ( 65 ) 091 =079
HBCD , . - .
b B4 (1) o7 xow a1 ( 4) o4 xo 1{ 4) 004 =021 2 ( 9) 009 £020 14 ( 61 ) 087 + 081
HBCD p
o 1 2 (13) 019 054 O 2 ( 13) 013 % 034 2 (13) 013 £034 13 ( 81 ) 125 +077




Table 6 Proliferative lesions in thyroid of rats exposed to DHPN
and DMBA following prepubertal HBCD or PTU treatment

Follicular cell adenoma +

Focal follicular cell hyperplasia Follicular cell adenoma Follicular cell carcinoma

Group Mo, of carcinoma
Incidence Multiplicity Incid Muttiplicity Incid Muiltiplicity Incidence Multiplicity
Male B:;:: 22 18 ( 82) 25 + 179 13 (5 ) 081 =09 15 (68) 127 =124 18 ( 82 ) 218 = 176
PTU - - 5 . .
cooes ¥ 82507 oa2 %10 2(029) 04z %072 8(33)° 05 =083" 12 (5) 082 =110
HBCD 7 03 79 ) + ) 47 =1 ) -
Cow 1 18 (85) 33 x2 15079 ) 163 + 116 15 (79 ) 147 =192 18 ( 85 ) 311 + 166
HBCD 5 ; :
o B 2 (8) 284 %210 19 (76 ) 144 + 128 19 (76 ) 100 + 087 24 ( 96 ) 244 + 136
HBCD .
- 25 18 (72) 112 + 097 15 (60 ) 092 + 095 11 (44) 060 £091 18 ( 72 ) 152 + 153
Female B;i:' 24 13(54) 082 = 135 M (46) 079 + 110 4(17) 017 £038 13 ( 54 ) 096 + 1.2
nmpm B 2 (1) o xo0:2”  2(1) om +o3 0 2¢1)" on o3
HBGD
o B W (61) 108 = 108 1M (48) 083 + 111 3(13) 017 048 3 ( 57 ) 100 £ 124
“:ﬁ‘“ 2 12(5) 091 % 119 B(3) 045 + 067 4(18) 018 039 9 ( 41 ) 064 + 090
HBCD e
- 1§ B(S50) 06 x 079 7048) 063 % 089 2(13) 019 + 054 7(44) 081 £ 11

= = Significently different from corresponding basal diet group at p¢0.05, 0.01, respactively

Table 7 Proliferative lesions in thyroid of rats exposed to DHPN
and DMBA following prepubertal HBCD or PTU treatment

No. of C—cell hyperplasia C-cell adenoma C~-cell carcinoma C~cell adenoma + carcinoma
Group n'“
Incidence Multiplicity Incidence Multiphcity Incidence Multiplicity Incidence Multiplicity
Male B:,:f' 2 0 10 5) 005 = 021 0 1¢ 5) 005 %021
PIU 24 2¢( &) 008 =+ o028 2( 8) 008 % 028 208) 008 + 028 40 17) 017 o038
0.0006% : : k
’;?f 1 3 (16) 016 = 037 0 10(5) 005 02 1¢ 5) 005 %023
"g’g" 25  3(12) 01z = 03 1( 4) 004 % 020 3(12) 012 =033 4016 016 %037
HBCD .
+ 25 4(16) 016 = 03 3(12) 012 + 033 10 4) 004 =020 40 16) 018 %0
Female B;_:' 24 2( 8) 008 = 028 1( 4) 004 + 020 10 4) 004 %020 2( 8) 008 =028
PIU  q8  2( 11 ) 011 = 032 10 6) 008 = 024 2 (1) o1 +o03 3(17) 017 =038
0.0008% ¥ Y : H =
HBCD ,
ow B 20 9) 00 x 02 3(13) 013 = 034 209) 009 %029 4 (17) o022 +o05
HBCD (
b 2 10 5) 005 % o2 10 5) 005 + 021 1(5) 005 %021 2( 9) o009 +029
HBCD 5 1( 6) 006 + 025 1(6) 006 +025 2 (13) 013 + 034

1%




Table 8 Proliferative lesions in lung of rats exposed to DHPN and
DMBA following prepubertal HBCD or PTU treatment

u Alvsolar cell Inperplasia Adirworn Adsnoosrcinoma Ad +Ad ; s cell carcinoma
o. of
Group
rat ek s ik 1 " YT E o F Y s Bl bl 1 . Multink
E
Male B;;:' 20 21 (100 ) 100 £000 21 (100 ) 100 £000 19 ( 9 ) 090 %030 21 ( 100 ) 190 + 030 5 ( 24 ) 024 + 044
oﬁs 23 23 (100 ) 100 £000 23 (100 ) 100 £ 000 19 ( 83 ) 083 £ 039 23 ( 100 ) 183 038 2 ( 9) 0080 % 020
*;EI'J?E 19 19 (100) 100 %000 18 (100 ) 100 £ 000 19 ( 100 ) 100 # 000 19 ( 100 ) 200 =000 2 ( 11 ) O % 032
HBOD 24 24 (100 ) 100 £000 24 (100 ) 100 £ 000 22 ( S2) 082 x 028 24 (100 ) 192 £ 028 3 (13) 013 = 0M
HBCD s )
. 24 24 (700) 100 £000 24 ( 100 ) 100 =000 20 ( 83 ) 0B3 =038 24 ( 100 ) 183 %038 0
Fomse °o% 22 22 (100) 100 £000 2 ( 9 ) 09 X028 18 ( 73) O7F £ 046 20 ( B ) 164 086 4 (18) 018 0N
PTU . - .
1 1 1 ¥ 1 A o *= D44 . 1 T 1 .7 1]
i 7 16 ( %4) 094 £024 13 65) 076 =0 S ( 20) 020 £ 047 13 ( 76) 108 % 075
::%‘I::' 22 22 (100 ) 100 £ 000 22 ( 100 ) 100 £ 000 18 ( 82 ) 082 £ 038 22 ( 100) 182 £03%8 3 ( 14) 014 % 035
HBCO
B9 22 22 (100) 100 000 22 (100) 100 £ 000 18 ( 82) 082 * 030 22 ( 100) 182 038 0
MBSO 45 15 (100 ) 100 £ 000 15 (100 ) 100 £ 000 12 ( B0 ) 080 % 04l 15 (100 ) 180 £ 04t 1 ( 7) 007 %02
», +: Sigr y diffsrent from ding basal dist group at <003, 0.01, respectively

Table 9 Proliferative lesions in esophagus of rats exposed to DHPN
and DMBA following prepubertal HBCD or PTU treatment

Papilloma + Squamous cell

Ne. of Epithelial hyperplasia Papilloma Squamous cell carcinoma Adriindne
Group -
rat
Incidence Multiplicity Incidence Multiplicity Incidence Multiplicity Incidence Multiplicity
Basal
Male Puy 22 8 (27) 045 +086 4 ( 18) 018 £039 1 ( 5) 005 = 021 5 (23) 023 % 043
PTU y . » . -
0.0006 24 12 ( 50 ) 063 = 0N 13 (54) 071 £075 4 (17 ) 021 += 051 15 ( 63 ) 0982 = 083
HBCD -
BC0 20 16 (80) 125 £ 102 3 (15) 015 0 3 (15) 0I5 0¥ 5 (25) 030 =057
HBCD
e 25 13 (52) 116 £149 7 (28 ) 028 +£ 046 3 ( 12 ) 012 +£033 10 ( 40 ) 040 = 050
e
Hﬁfu 25 18 (76) 128 £117 6 ( 24 ) 028 + 044 O 6 ( 24) 024 = 044
Eamide B;a:e.l 24 14 (58) 104 £108 6 ( 25) 020 055 0 8 ( 25) 029 % 055
PTU )
oo 18 M (1) 108 xn S (28) 039 000 2 (11) 011 +£032 6 ( 33) 050 = 086
atd ") 7 ( 9) +
0 23 13 (57) 130 £149 11 (48) 081 2072 2 ( 9) 003 020 11 (48) 00 088
“f&o 22 13 (59) 100 =107 6 (27) 03 £0713 0 6 ( 27) 036 + 073
“?20 1 9 (S6) 131 +£13 6 (38) 050 £013 0 6 (38 ) 050 =+ 073

», #+ Signficantly differant from correspanding basal diet group at p<0.08, 0.01, respectivaly



Table 10 Proliferative lesions in urinary bladder of rats exposed to DHPN
and DMBA following prepubertal HBCD or PTU treatment

Transitional cell hyperplasia

Papilloma, transitional cell

Carcinoma, transitional cell

Papilloma + carcinoma
Group N:":'f
Incidence Multiplicity Incidence Multiplicity Incidence Multiplicity Incidence Multiplicity
Male B;:: 22 6 ( 27) 03 + 4073 5 ( 23 Q21 * 055 2 ( 9) 009 %029 7 (32) 03 o058
PTU 24 9 (38 ) 05 X072 1 ( 4 004 =+ 020 2 ( 8) 008 x 028 3 (13) 013 %= 034
0.0006% ‘ :
HBCD y
001% 20 8 ( 40 ) 055 =+ 083 1 ¢ 8§ 005 + 022 1 ( §5) 005 % 022 2 (10) 010 o031
HBCD y
01% 25 4 (16 ) 020 =x= 050 2 (8 008 =+ 0.28 3 (12) 012 £ 033 5 (20) 02 =+ 041
HBCD
1% 25 2 { 8) 008 =+ 028 4 (16 020 =+ 050 1 ( 4) 004 + 020 §(2) 024 =+ 052
Basal
Female ot 24 Q 0 0 0
Py 18 4 ( 22 )" 033 % 089 4 (22)" 022 + 043 1 ( 6 ) 006 + 024 5 (28)° 028 + 046
0.0006% ‘ i :
F;BD?S? 23 4 (17 )" 017 =+ 0439 @t 9 009 * 029 1 ( 4) 004 % 021 2 ( 9) D013 % 046
HOB&D 22 2 ( 9) 009 £029 3 ( 14) 014 =035 0 3 (14) 014 =035
Mo 18 0 1 ( 6) 006 £025 2 ( 13) Q19 £05 3 (19 ) 025 + 058
- diftarent from basal diet group st p<Q.0S

Table 11

Proliferative lesions in mammary gland of female rats exposed to
DHPN and DMBA following prepubertal HBCD or PTU treatment

Has oF Adenoma Adenocarcinoma Fioroma Fibroadenoma All lesions
Group o‘to ———
L [ncidence  Multiplicity Incidence Multiplicity Incidence Multiplicity Incidence Multiplicity Incidence Multiplicity
Bosal 24 1(4) 004020 3(13) 021 £ 086 3(13) 013 =03 4(17) 021 £051 6(25) 058 % 114
PTU s
0.0006% 18 0 1( 6) 006 + 024 0 0 1( 6) 008 + 024
HBCD
0.01% 23 0 6( 26) 026 £ 045 1( 4) 004 £ 021 4 (17) 017 £ 039 8 (35) 048 *+ 073
HBCD
01% 23 0 1( 4) 004 = 021 2( 9) 009 = 029 3(13) 017 = 049 6(26) 03 + 056
HBOD 45 19 0 0 1( 6) 006+024 1( 6) 006 + 024




Table 12
Final body and organ weights of dams fed diet containing TBBPA

Dose (%) 0 (CONT) 0.01 0.1 1
No. of animals 6 6 6 6
Final body weight (g) 209+9 2086 2039 2084
Absolute organ weights
Liver (2) 9.0+0.7 8.5x0.6 8.4+0.7 8.2+05
Kidneys (& 1.5%0.1 1.4%0.1 1.4%0.1 1.5+0.1
Thyroids (mg) 98+08  11.8+08*  108+15  132+08™
Relative organ weights
Li.ver (g%) 43+0.2 41+02 ‘41£0.2 3.9+0.3
Kldney.vs (g%) 0.7%0.0 0.7+0.0 0.7+0.0 0.7%+0.0
Thyroids (mgk) 47404 57402 5.4+10 6.3+0.4 *
Each value represents the mean+S.D. > p<0.05 o p<0.01 vs CONT

Table 13 Final body and organ weights of rats exposed to DHPN
and DMBA following prepubertal TBBPA treatment

Dose (%) 0 (Control) 0.01 0.1 1
Male No. of animals 13 12 15 15
Final body weight (g) 31549 35053 349136 332131
Absolute organ weights
Liver (g) 92+14 95+15 10.0+0.9 89+15
Kidneys (g) 9.0+141 961143 10.4x£16.0 35x1.7
Thyroids (mg) 1251112 75105 5355 43+23
Relative organ weights
Kidneys (g%) 3.1+50 28+38 3.2+5.1 1.0+05
Thyroids (mg%) 42+35 22430 15+16** 157%
Female No. of animals 23 13 17 14
Final body weight (g) 200£30 20417 205+21 199138
Absolute organ weights
Liver (g) 6.3+1.0 6.8+09 6614 6.5+0.9
Kidneys (g) 53+98 6.3+8.2 10.4%+16.6 140+18.8
Relative organ weights
Liver (g%) 3.1x03 3.3x05 3.2x08 3.1x03
Kidneys (g%) 2646 3.1%+40 54+83 6.9+9.2

Each value represents the mean=S.D. ** 5<0.01 vs CONT



Table 14 Final body and organ weights of rats treated with DBDE

Male Age at sacrifice 3 week 6 week
Dose (%) 0 (CONT) 0.01 25 0 (CONT) 0.1 2.5
No. of animals 5 5 4 8 5 5

Final body weights (g} 35.2+22 33.7%1.7 338%+1.7 1176 108+7 100+10™
Absolute organ weights

Liverila} 12401 12401 18+01™ 42405 42407 44+08
Kidneys (&) 04+00 04+00 04+00 10400 09+0.1 09+01*
Thyroids (me) 46+04 46+05 47+03  88+06 81+07 90+13
Relativi ights

T 34+02 36+00 55+02* 36403 39405 44+04%
Kidneys (g%) 11200 1.1£00 1.1£00  09+00 09+01 09+00
Thyroids (mg®) 13106 137+13 139+15  75+05 75402 89+09*

Female No. of animals 4 4 5 5 4 5

Final body weight &)  33.21.7 333428 31.241.2 98+4  91+3% 92+3
Absolute organ weights

o 11401 12+02 17+01* 36203 33+03 41403
Ktk (4 04£00 04+00 04+00  09+01 08+01 08+00
Thyroids (mg) 49+06 52405 52+06  81+06 73+08 90+09
Relati i

e " " 34401 35202 56+£02™ 37402 36+02 44£02%
e () 11£00 1.1£00 11400  09+01 09+01 0901

Thyroids (mg¥) 147+1.9 15504 16716 83+09 80+09 98+08%*

*k

*p<0.05 ™ p<0.01 vs CONT

Table 15 Serum hormone levels of rats treated with DBDE

Dose (%) 0 (CONT) 0.1 25

Male No. of animals 8 5 5

T4 (ng/mL) 40+04 41+03 27+02*
T3 (ng/mL) 1.1+£01 1.1+01 1.0%0.1
TSH (ug/dL) 46+06 45+04 40404
Female No. of animals 5 4 5
T4 (ng/mL) 3.1+05 30+05 22+03%*
T3 (ng/mL) 1.0+01 1.0%01 0.9=0.1
TSH (ug/dL) 40+04 44+04 5112

¥ <005 ™ p<0.01 vs CONT
Table 16 Proliferave activity of thyroid follicular cells of rats treated with DBDE

Age at sacrifice 3 week 6 week
Dose (%) 0 (CONT) 0.01 2.5 0 (CONT) 0.1 25
Male No. of animals 5 5 4 8 5 5
BrdU-labeling index (%) 5015 54+11 48+18 1610 18+19 0.8+09
Female  No. of animals 4 4 5 5 4 5

BrdU-labeling index (%)  4.1+£09 43%x11 4.8+20 1.3+06 11£10 27%21
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Reduced pup weight 100 10 10

severity of the effects at the LEL dose observed
1 in the critical study, and 2) maternal toxicity
olaft puiats e 0 1 {mortality) and developmental toxicity (cleft palate)
observed in the mouse teratology studies

decrease pup srvival 1000 10 10 10

Reduced pup weight 100 10 10

Reduced pup weight 100 10 10

Neurodevelopmental effects 100 10 10

decrease in the size of the litters 1000 10 10 10

Reduced pup weights 300 3 10 10 database deficiencies
Reduced body weight 100 10 10

slightly dilated ureters in fetuses;

st olienrivn witat 300 10 10 3 lack of multigeneration

2 . i no multigeneration reproductive study and no
Delayed fetal ossification 300 3 10 0 difnitive developes ¥ tiaelty itiihes
Incrgased incidence of renal tubular 100 10 10
dilation
ReduceFl fertility in the F1/F2b 100 10 10
generation
Excessive loss of litters 1000 10 10 10 poor quality of the database on chronic toxicity.
Decreased pup body weight 1000 10 10 10 deficiencies in the available database.
skeletal variations 300 3 10 10 database deficiencies

lack of developmental neurotoxicity data and
300 3 10 10 definitive neurotoxicity data in general, and any
chronic toxicity data.

Reduced fetal body weight, skeletal
variations, and increased fetal death;

reduction in the number of viable

fetuses

Deoreassd biody weight 300 10 10 3 the lack of a chronic feeding study in a second
species 5

Reducsd weight 3000 10 10 10 equivocal evidence of developmental effects and

data gaps
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