I-Addendum 11 Histopathological examinations of offspring - individual findings
continued

Exp.group Animal Fate

Sex (mglkg/day) No. Histopathological findings®

623 ta Ovary
Decreased corpora lutea ++
Increased follicular atresia ++
Uterus
Tall columnar surface epithelial cells +
Vagina
Mucification of epitheum ++

624 ta No abnormalities detected

627 ta Ovary
Increased follicular atresia +

628 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Vagina
Hyperplasia of epithelium +
Mucification of epitheum +
Squamous epithelial cyst +
Pituitary gland
Hemorrhage +

631 ta Ovary
Decreased corpora lutea ++
Increased follicular atresia ++
Uterus
Tall columnar surface epithelial cells +
Vagina
Hyperplasia of epithelium +

BPA

Female 40

632 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Uterus
Tall columnar surface epithelial cells +
Vagina
Hyperplasia of epithelium +

636 ta Ovary

Decreased corpora lutea +++
Increased follicular atresia ++

Uterus
Squamous metaplasia of glandular epithelium +
Tall columnar surface epithelial cells +

Vagina
Hyperplasia of epithelium +

a) Organs/tissues examined as follows: ovaries, uterus, vagina and pituitary gland.
ta, terminal autopsy.
1, very slight; +, slight; ++, moderate; +++, severe.
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{-Addendum 11 Histopathological examinations of offspring - individual findings
continued

Exp.grou Animal
Sex (mg/kglday)  No. Fat  Histopathological findings?

637 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Uterus
Tall columnar surface epithelial cells +
Vagina
Hyperplasia of epithelium +

638 ta Ovary

Decreased corpora lutea +++
Increased follicular atresia ++

Uterus
Squamous metaplasia of glandular epithelium +
Tall columnar surface epithelial cells +

Vagina
Hyperplasia of epithelium +
Polyp +

639 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++

Uterus
BPA

Female 40

Tall columnar surface epithelial cells +
Vagina
Hyperplasia of epithelium +

Mucification of epithelium +

643 ta No abnormalities detected

644 ta Ovary
Increased follicular atresia +

648 ta Ovary

Decreased corpora lutea +++
Increased follicular atresia ++

Uterus
Tall columnar surface epithelial cells +

Vagina
Hyperplasia of epithelium +
Mucification of epithelium +

649 ta No abnormalities detected

653 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Vagina
Hyperplasia of epithelium +

a) Organsftissues examined as follows: ovaries, uterus, vagina and pituitary gland.

ta, terminal autopsy.
+, slight; ++, moderate; +++, severe.
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I-Addendum 11 Histopathological examinations of offspring - individual findings
continued

Exp.group Animal Fate

Sex (mglkg/day) No. Histopathological findings®
654 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Vagina
Mucification of epithelium ++
658 ta No abnormalities detected
659 ta No abnormalities detected
Female BPA 663 ta No abnormalities detected
40 664 ta No abnormalities detected

666 ta No abnormalities detected

668 ta No abnormalities detected

669 ta Uterus
Tall columnar surface epithelial cells +
Vagina
Mucification of epithelium ++

671 ta No abnormalities detected

a) Organsitissues examined as follows: ovaries, uterus, vagina and pituitary gland.
ta, terminal autopsy.
+, slight; ++, moderate; +++, severe.
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I-Addendum 11 Histopathological examinations of offspring - individual findings
continued

Exp.group Animal Fate

Sex (mg/kg/day) No. Histopathological findings”

673 ta Ovary
Increased follicular atresia +
Vagina
Mucification of epithelium +

674 ta Ovary
Decreased corpora jutea +++
Increased follicular atresia ++
Uterus
Tall columnar glandular epithelial celis +
Tall columnar surface epithelial cells +
Vagina
Hyperplasia of epithelium +

678 ta No abnormalities detected

679 ta No abnormalities detected

683 ta Ovary

Decreased corpora lutea +++
increased follicular atresia ++

Uterus
Squamous metaplasia of glandular epithelium ++
Tall columnar surface epithelial cells +

Vagina

BPA Hyperplasia of epithelium +

Female
400 Mugification of epithelium %

684 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Uterus
Tall columnar surface epithelial cells +
Vagina
Hyperplasia of epithelium +

688 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Uterus
Tall columnar surface epithelial cells +
Vagina
Hyperplasia of epithelium +

689 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Uterus
Tall columnar surface epithelial cells +
Vagina
Hyperplasia of epithelium +

a) Organs/tissues examined as follows: ovaries, uterus, vagina and pituitary gland.
ta, terminal autopsy.
+, very slight; +, slight; ++, moderate; +++, severe.
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I-Addendum 11 Histopathological examinations of offspring - individual findings

continued

Exp.group

Sex (mg/kg/day)

No.

Animal

Fate

Histopathological findings?

693

ia

Lung
Nephroblastoma
Kidney
Nephroblastoma
Vagina
Vaginitis +
Pituitary gland
Rathke's pouch remnant +

(metastasis)

694

ta

No abnormallities detected

698

ta

No abnormalities detected

699

ta

Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Uterus
Squamous metaplasia of glandular epithelium +
Tall columnar surface epithelial cells +

703

ta

No abnormalities detected

704

BPA

Female 400

ta

Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Uterus
Tall columnar glandular epithelial cells +
Tall columnar surface epithelial cells +
Vagina
Hyperplasia of epithelium +

708

ta

No abnormalities detected

708

ta

Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Uterus
Tall columnar surface epithelial cells +
Vagina
Hyperplasia of epithelium +
Mucification of epithelium +

713

ta

Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Uterus
Tall columnar glandular epithelial cells +
Tall columnar surface epithelial cells ++
Vagina
Hyperplasia of epithelium +

714

ta

Ovary
Hemorrhage +

a) Organs/tissues examined as follows: ovaries, uterus, vagina, pituitary gland and macroscopic lesions.

ta, terminal autopsy.
+, slight; ++, moderate; +++, severe.
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I-Addendum 11 Histopathological examinations of offspring - individual findings
continued

Exp.grou Animal
Sex (mg[;kgglda)‘;) No, rate Histopathological findings®

718 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Uterus
Squamous metaplasia of glandular epithelium +
Vagina
Hyperplasia of epithelium +
Mucification of epithelium +

719 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Vagina
Hyperplasia of epithelium +

723 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Vagina
Hyperplasia of epithelium +

724 ta Ovary

Female EE Decreased corpora lutea +++
0.05 Increased folficular atresia ++
Uterus
Tall columnar surface epithelial cells +
Vagina

Hyperplasia of epithelium +

728 ta Ovary
Decreased corpora lutea ++
Increased follicular atresia +
Vagina
Hyperplasia of epithelium +
Mucification of epithelium £

729 ta Vagina
Mucification of epithelium +

733 ta No abnormalities detected

734 ta Vagina
Mucification of epithelium ++

738 ta Vagina
Mucification of epithelium ++

739 ta Vagina
Mugcification of epithelium +

a) Organsftissues examined as follows: ovaries, uterus, vagina and pituitary gland.
EE, Ethinyl estradiol 50 ug/kg/day.

ta, terminal autopsy.

+, very slight; +, slight; ++, moderate; +++, severe.
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I-Addendum 11 Histopathological examinations of offspring - individual findings
continued

Exp.group Animal Fate

Sex (mglkg/day) No. Histopathological findings®

743 ta Ovary

Decreased corpora lutea +++
Increased follicular atresia ++

Uterus
Tall columnar surface epithelial cells +

Vagina
Hyperplasia of epithelium +
Mucification of epithelium %

Pituitary gland
Diffuse hyperplasia in pars distalis +

744 ta Ovary
Increased follicular atresia +
Uterus
Atrophy +
Vagina
Mucification of epithelium ++

748 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Uterus

Tall columnar surface epithelial cells +
Female OE.OES Vagina

Hyperplasia of epithelium +

Mucification of epithelium +

749 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Vagina
Hyperplasia of epithelium +

753 ta Ovary

Decreased corpora lutea +++
Increased follicular atresia ++

Uterus
Squamous metaplasia of glandular epithelium +
Tall columnar surface epithelial cells +

Vagina
Hyperplasia of epithelium +
Mucification of epithelium +

754 ta Ovary
Decreased corpora lutea +++
Increased follicular atresia ++
Vagina
Hyperplasia of epithelium +

a) Organsftissues examined as follows: ovaries, uterus, vagina and pituitary gland.
EE, Ethinyl estradiol 50 ug/kg/day.

ta, terminal autopsy.

+, very slight; +, slight; ++, moderate; +++, severe.
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l-Addendum 11 Histopathological examinations of offspring - individual findings

continued
Sex Exp.group  Animal pate  ictopathological findings?
(mg/kg/day) No. P g g
758 ta Vagina
Mucification of epithelium +++
759 ta No abnormalities detected
760 ta No abnormalities detected
761 ta Vagina
Mugcification of epithelium +
Female 005 765 ta Vagina
Mugcification of epithelium +
766 ta Ovary

Decreased corpora lutea +

Increased follicular atresia +
Vagina

Mucification of epithelium ++

a) Organsitissues examined as follows: ovaries, uterus, vagina and pituitary gland.

EE, Ethinyl estradiol 50 pg/kg/day.
ta, terminal autopsy.
+, slight; ++, moderate; +++, severe.
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I-Addendum 11 Histopathological examinations of offspring - individual findings
continued

Exp.group Animal Fate

Sex Histopathological findings®

(mg/kg/day) No.
148 ia Lung

BPA Nephroblastoma
0.005 Kidney

Nephroblastoma

Male Adrenal
Not available (Not in section)
White mass in the thoracic cavity with
BPA 320 ia reddissh hydrot_horax Diagnosis:
400 thymoma (possible)

a) Organsitissues examined as follows: macroscopic lesions.
ia, interim autopsy.
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ll-Figure 2. Mean body weights of offspring - birth to weaning

Not significant

-347-



750

650

550

450

350

250

150

400

350

300

250

200

150

100

50

Male

—¢—Vehicle control
—&— BPA 0.5ug/kg/day
—"—BPA 5ug/kg/day

—®—BPA 50ug/kg/day

42 56 70 84 98 112 126 140 154 168 182

Days of age
. Female
—>— Vehicle control
—&—BPA 0.5ug/kg/day
" BPA 5ug/kg/day

—@—BPA 50ug/kg/day

42 56 70 84 98 112 126 140 154 168 182
Days of age

ll-Figure 3. Mean body weights of offspring - twenty eight to 182 days of age

-348-



6 6 6 0l oL 0l ol ol ol ol u o
8'0Z GGl Ll €.2 ¥'62 ¥'02 9’6l 9zl 6'6 ¥'8 ‘as 0s =
9'zZee 9'6¥¢ o'ove WA £'80¢ (VAR VilE L'ove 8'c0¢ G'€92 () ues vdg
L L 8 6 ol ] (1] (]! ol ol u
g'cl L r4:1} 6'92 9'6Z 622 Ll 4 98 v'L ‘as S
6'€2¢ G'o¥e g'cee vize 1'00€ L'80¥ 1'9.¢ gehe L'00€ 1092 () ueay vddg
9 9 9 L 8 ol ol oL ol ol u
Syl L'el 6 yoe 9'6Z yee L'9) 9l 44! L8 ‘as S0
z'eze 1'ese 6'6¢¢ 1'2ee ¥'60¢ L'oLY 1'9.¢ ysbe ¥'zog 9192 (6) ueapy vdg
ol ol 0l ol ol ol ol ol ol ol u 0
66 ¥zl el (A4 €e Ll 9ZL VLl €9 6L ‘as [sXililes}
£'¢e2e Live zzee z'8z¢ L'LLE Zely Gvle 8'Cye 1'20¢ 8192 (6) uesiy S0y
¥4 [ L ¥ 0 0¢ Ll vl 9 0 (Rep/oY/b7)
(sAep) poad wnpedisod (sKep) polad [euolne}san dnosb-dxg

sanjeA ueaw dnoib - swep jo sybiom Apog “1-1 slqel-l




-350-

dnoib yoes uiyum suesw 18} JO suesw Juasaidal sanjea uesyy

0l 0l 0l 0l 0l SWweq jo JequinN
SL°G €0'€ XA 62} 8v°0 'ass slews4
8¥°9S 06°G€ 1291 6.6 90'9 uespy
0l 0l 0l ol 0l swied Jo JaquInN
26'G 1G'€ €T'e Tl 150 ‘as olei
165 8Z'L€ 0G°Z1 10l 629 uespy

(6) (6) (6) (6) (6)

14 vl L 14 0 xog

(sAep) pouad wnuedjsod

|043UOD B2IYSA

sanjeA ueaw dnoub - pouad wnyued)sod Bulinp Buldsyo jo sjyblam Apog "z-1 ajqel-|




-3b1-

dnoJb yoes ulyIm sueswWw Jaj)] Jo Sueaw Jussaldal senjea Uesjy

9 9 9 9 8 swe( jo J2quinN
¥8°¢C 60°¢C 651 60°1L 9¢'0 ‘as dlewsH
(ragele; 67 ¥E 18'Gl 96°8 16'G uesiy
9 9 9 9 8 swe( jo JequinN
1484 ipe 1671 A Le0 ‘as o\
6L°LS L09¢ 9291 61’6 1£'9 uesiy
(6) (6) (6) (6) (6)
1Z ¥l L ¥ 0 Xag
(shep) pouad wnped}sod
Kep/6x/6 760 vdg
panupuod

sonjeA ueaw dnoib - pouad wnysedysod Buuinp Buudsyo jo syyblam Apog "z-1 2iqel-il




-302-

dnolb yoes ulyum suesw Jaj| JO suesw Jussaldal senjea uespy

L L L 8 oL SWwe(g JO JsquinN
8y ¥6°C €8’ [AN4 ¥9°0 ‘as sjewsd
0969 oLle y9'LL ¥6'6 G099 uea
L L L 8 oL swie(g Jo JsquinN
8LV L'e £Le 69¢C 650 as SleN
L1919 9€'8¢ Ly'8l Sv0l 0¥'9 ueajp

(6) (6) (B) (6) (B)

T4 14 L 14 0 Xag

(sAep) pouad wnyuedjsod
Rep/6x/671g vdg
panuiuos

sanjeA ueaw dnoub - pouad wnyedysod Bulinp Bunidsyo jo spybram Apog "z-1 ajqel-il




-303-

dnoJb yoes ulyym suesw IS JO suesw Juasaldal senjen Uesiy

6 6 6 6 oL swe(d Jo JequinN
69V 6l'¢ 69'C L6°L ¢80 ‘as slewa
6¥'GS AN 2> 0461 6 66'G uesapy
6 6 6 6 0l sweq jo jaquinN
12°R°) Loy cc’e S0¢ LL0 ‘as =
G298 £9've eL'gl €56 .29 uesiy

(6) (6) (6) (B) (6)

i ¥l L 14 0 X938

(sAep) pouad wnpedisod
Kep/6x/67 0G vdg
panuiuod

sanjea uesw dnoib - pousad wnyedisod Bunnp Buudsyo jo spyblom Apog "z-1 al1qel-ii




welb un
\e 33 e ie e 33 i€ ie e ol._m 33 LE [% X3 m.v o oy sy 4 14 o av £ u
62¢ §0¢e 1474 rA:74 ez (W24 18z [v3:74 86T 6T v'eT 152 1 4°14 1274 8 Ziz €61 vi (13 9vL [X44 L6 6L ‘as sfeiuay
0°6se £08¢e gve L2ve 6'8EE g'gee 9'Lee £'9Z¢ Leee 8'GLE LLie LzLe 9'L0€ §'00e 6682 Lz 0992 2'8ve L2 L'T0Z Lyl 8’8l 1’26 ueapy)
6t 61 61 6l 61 61 6l 6t 6l 6l 64 6l 6l 6l 6l 6l 6l 6l 6l 64 6L 6l 6t u
8'e9 hoR 4] 629 LC9 g9 109 68 6.8 9'3g 096 22 4% 906 viv 99 Shy oy LSy 1’8 80e €L Ve 1413 90t ‘as SleN
6'6Y9 L9y 8'L£9 £°0g9 8029 8'LLe L'€09 §'¥65 €8s S'vLG 1086 R4 L '6ES 9'6LS %154 669 Seyy XA 4 2'85¢e 8'10€ LLET 9'89L 6101 uesiy
81 Gl 891 [X:]8 6l vl ol el 9ci 6Ll [ ol 86 16 8 L 0L £9 95 4 [44 Ge (4
X3
g Joye shep S

103U SIFYIA

sanjea ueaw dnoib - Juswdojeasp Bujueam jsod uj Bupdsyo Jo syybem Apog -¢-1eiqei-i

-354-



weub gun
— — — — — e — — — — — — s
(4 €2 €2 [54 € [54 €2 54 €2 €2 (54 (4 €2 €2 3 Ve ye 3 ve (3 3 ¥e ve u
9'62 962 692 €9 6'92 g9z vz Lvz L9z 66 L2 8'82 5§08 gie vz Gz 262 6'€2 A1 661 Lzl L8 6 ‘as 9w
LELE v'L9e 6'€9e §96¢e y'ose o'Lpe Lbve 2'6EE 6'Vee 1'82¢e L'€Z¢e syee FA-13 2'60€ '862 1982 yzie 2ese 8622 L'€0Z el glel 106 uea
[4% Zl 2l FAN i 13 zi Zi 2l FAN rAS [43 (13 k43 rA [4% r43 Zl FA FAN k43 Zi i u
9'89 29 199 69 829 i'i9 6'8G 0L G'6S Z'es vy : A4 i 44 [-x44 6'6E 6'9¢ £'6E 9ze Lz 9T [0R:1% 'L 98 ‘as ejey
gEv9 L'6€9 0’629 8'€Z9 [aFA%:] 9'809 1’865 °685 6'6.5 L0186 7656 L'LyS 618G L'vis 06y [o:3c14 6'8ey S'00Y 1'96¢e 0962 £0e2 129l v'86 uesiy
8l (72} CEDS [ S iyl oyl €l ozl 6L 433 G0l 86 X3 8 I3 oL £9 g [5G4 [44 S [:14
X3!
yui Joye shep S
»nv“mﬁmimd vdda
panujuos

sonjea ueaw dnosb - uswdoieasp Bujueam jsod uj Bulidsyo jo spybjom Apog “g-1eIqel-]

-305-



weib Jun
- oo — _— -— — — — — — —
(44 [44 f#4 [#4 (44 2 [<4 f24 22 f44 f44 w2 2 oe GE ) 4 Ge e se S 5 u
o'ee ave 1'ce L'ze g'ie [3:74 iz 6.2 j°3-74 292 g 0'ee 0ze 602 Loc voz '8l 89l 8'G4 Lyl 9L 14 69 ‘as sfewsay
g9le v'ele 0048 §'Goe ¥'09¢e L'Lse LPSe 6°9PE o'Lve 6veE Viee 6.2 661¢ 9'LLe 6'L0g '682 0'€Le 0962 [ A 474 0'L02 §'6Ll gTrL 9'G6 uespy
143 ¥l 143 145 143 43 145 143 14 Zi 14 i 14 14 143 143 i 143 143 143 143 14 i u
118 1’65 LS 5’86 'L £'66 rA 4 o¥s y'es 6’86 R4 [A:14 o'sy eer ey g0y vee vae €ee s =274 9Lk 06 ‘as el
87259  E6Y9  E£U¥d  €GE9 TG0 LVI9  v¥09  L'G6S 9GBS ¥LIS 019  TOYS  99€6  €6LS 086k TS vy 290V L1'Z9€  020€  8L€Z  0'89) 2'¢ol ueajy
281 (730 EED [X:]3 61 Lyl orl €€l 9zZi 611 413 SoL 86 16 8 1L 0L €9 96 6% [44 ES 8C "ON Qi-Heuuy
X9
yuig Jeye skep S
AEpONB TS vdg
panujuca

sonjea ueaw dnoub - Juswdejeasp Bujueam ysod uj Bujidsyo jo syybrom Apog ‘g-Laiqel-il

-356-




wesb Jun
— — p— — — e
[ (3] [\3) [ [3 [ [ 0¢ 0g [i5] 0€ i3] [3 [ 9 Sy I3 E o £ o ot EL u
[3:3 LLe §'se 9'Ge gee ole goe 6'le 60¢ oie ¥ ZA 9'6Z 0'sz e 2 74 [A>4 (%74 661 691 243 FAAS L'é 89 ‘as sjews)
0l9€  ¥'9GE  EYSE  00S€  9GYE LZYE  P'eEE GYEE  p¥LZE 97¢e  66LE  6'GIE €606 8006 L68C G9LZ  L'€8T  €ULVT  €9ZC  L00Z T ZoEl 1’68 uespy
8l -3 8t 113 8l 13 -3 :1 8t 8L 8l -3 81 23 8} :{3 8k -3 8t 8l 8l 8t 8L u
919 4] g9 £o9 285 g'L8 L'86 L'vs 2'Ls 805 °2°14 8t vey £'6e 66¢ £re o 2 £8e 0Lz L'se [A44 L6} g'¢l ‘as |ew
L8G9 +'Ge9 2'sy9 6'L89 6929 £619 g'LL9 £'665 [AA 6.8 Lv9S 0'Les 0288 LIS 0'L6y 8'69p yoey 6'96€ 0°06€ [N Y-74 §'6ZC LS 268 uesiy
(413 Sl 89l [X:]3 Sl Lyl ovi €el 9t 8l 433 G0t 86 16 e LL 0L £9 95 4 [44 se [ 'ON gl-euliuy
ot
Wiiq Joye shep S
REPOWD 110G Ve
panupuod

senjea uesw dnoub - Juswdojeasp Sujueam isod ug Bupidsyo Jo syblem Apog “g-Leiqet-

-357-




