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R E P O R T  TO

MONSANTO COMPANY

TWO-YEAR CHRONIC ORAL TOXICITY WITH 
AROCLOR 1260 

IN. ALBINO RATS

NOVEMBER 12, 1971

IBT NO. B7298

L In t roduct ion

At the r e q u e s t  of Monsanto Company, a tw o - y e a r  chronic o r a l  

toxic ity  s tudy was conducted using a lbino r a t s  :o d e te rm in e  the p o ten t ia l  

tox ic ity  of A r o c lo r  1260, Lot No. AK-3. The following r e p o r t  p r e s e n t s  

the r e s u l t s  of this invest igation .
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IL S u m m a r y

Food consum pt ion  and body weight gains w e re  not a l te red  at  any 

l e v e l  of A r o c l o r  1260 fed. The num ber  of a n im a l s  dying and the t ime a t  

which the d ea th s  o c c u r r e d  did not va ry  among the te s t  and control  g roups .

1260. Urine  a n a ly s e s  fa iled to r e v e a l  any d i f f e r e n c e s  between t e s t  and 

c o n t ro l  a n i m a l s .

At s a c r i f i c e  a f t e r  3, 6, or 12 months  on t e s t  o rgan  weights ,  o rgan  to 

body weigh: and o rgan  to b r a n  weight ra t io s  d i s c l o s e d  s e v e ra l  random ly  

o c c u r r in g  in t e r g r o u p  d i f f e r e n c e s .  The lack of any cons is ten t  dose re la ted  

r e s p o n s e  and the absence  of any de le t e r io u s  h is topa tho log ic  change conf i rm  

tha t  these  d i f f e r e n c e s  w e re  not r e la ted  to the inges t ion  of A ro c lo r  1260.

At the f ina l  s a c r i f i c e  a f t e r  24 months  on te s t ,  the l ive r  weights and 

l i v e r  to body w eigh t  or b r a in  weight ra t ios  w e r e  s ignif icantly  e leva ted  in 

the ra re  f r o m  the T-UI group .  His tologic  ex am in a t io n  of the l iv e r s  

f r o m  the T-UI g roup r e v e a le d  s e v e r a l  a n im a l s  with  vacuo la r  change. This 

l e s i o n  is m o rp h o lo g ica l ly  indica tive  of fatty d e g en e ra t io n .  Specific fat  

s t a in s  c o n f i n e d  the p r e s e n c e  of fat in these  v a cu o le s .  Focal hyp e r t ro p h y  

and focal h y p e r p l a s i a  w ere  a lso  found in the l i v e r s  f rom  an im a ls  fed Aroclo

H e m a to lo g ic a l  and c l in ica l  blood c h e m i s t r y  s tudies  conducted a f t e r

1260.
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o H y p e r p l a s i a  of the u r i n a r y  b ladder  was found in an animal from the

co n t ro l  g roup  bu t  not in any of the t e s t  an im a ls .

The  inc idences  and  types of aU tu m o rs  w e re  about the s am e  ip. a l l  

g ro u p s ,  inc luding  the contro l  group,  and a r e  c o n s id e r e d  no rm a l  . . . .

of this *ge.
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m .  P r o c e d u r e

A. E x p e r im e n ta l  Animals

The a n im a l s  employed in the tes t  w ere  C h ar le s  River strain-* 

albino r a t s .  F o u r  hundred  ra ts  (200 males  and 200 females) 

w ere  se lec ted  for the ex p e r im en t ,  e a r -punched  with the animal n um ber  

aee igned  and housed  individually in s tandard  w i re -b o t to m e d  steel  ra t  

c ag es .  Each  cage bore  a co lor -coded  card  identifying the ra t  with r e ­

s p ec t  to p r o j e c t  n u m b e r ,  dose level a s s ignm en t ,  individual an im al  

n u m b e r  and sex.

B . O rgan iza t ion  of Groups

A s t r u c t u r a l  outline of the ex p e r im en t  is given in Table L

TABLE I

TE S T MATERIAL: A r o c lo r  1260 

T w o - Y e a r  Chron ic  Ora l  Toxicity  Study - Albino Rats 

Outline of E x p e r im en t

Crouo
Number
Male

of Animals 
F erra le

Dietary Level 
(oor.)

Contro l 50 50 None A dm in is te red

T - I 50 50 1

T - I I 50 50 10

T-I1I 50 50 100

• C h ar le s  R iv e r  Breed ing  L a b o ra to r i e s ,  North Wilmington,  M ass .
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C* Die ts .  Feeding and Food Cor. sumotion

All d ie ts  were  p r e p a r e d  Li the cen t ra l  d ie t  r e e m  of ± i s  

l a b o r a t o r y .  The b a s ic  ra t ion  f rom  which all d ie ts  were  cons t ruc ted  

was  a s t a n d a r d ,  pu lve r ized  stock ra t  ra t ion* .  The die t  for any given 

t e s t  g roup was p r e p a r e d  by blending the ca lcu la ted  amount  of A ro c lo r  

1260 with a p re -w e ig h ed  por tion  of the stock ra t io n  Ln a Hobar t  m ix e r .

F r e s h  die ts  w ere  p re p a re d  each week and ev e ry  r a t  was of fered 

an  am oun t  of food suffic ient for ad l ibitum feeding.

Food consumption was reco rded  for five r a t s  of each sex  in every  

g roup  weekly  for the f i r s t  th ree  months  and m onth ly  for the next nine 

m o n th s .  T h e r e a f t e r ,  pe r io d ic  spot checks w e r e  m a d e .

D. Bodv Weights and Weight Cains

Init ia l ly ,  the. body weight of each r a t  in e v e ry  group was d e t e r ­

m in e d  and r e c o r d e d .  T h e r e a f t e r ,  individual weighings  w e re  made weekly  

fo r  the f i r s t  13 weeks and monthly  th e rea f te r  unti l  the conclusion  of the 

i n v e s tiga tion .___________________ __________________________ ________________

E. M o r ta l i ty  and Reactions  *

Checks  fo r  m o r t a l i t y  and abnorm a l  b e h a v io r a l  r e a c t io n s  were  

.m ade  da i ly  throughout the invest igat ion.

7-T* F .  H em ato log ic  Studies and Urine Analyses

Blood s tud ies ,  including d e te rm ina t ions  of hemoglobin  c o n c e n t r a ­

t io n s ,  h e m o t o c r i t  value,  e ry th rocy te  count and both to ta l  and d i f f e r en t ia l

•  P u r in a  Rat Chow, Ralston Pur ina  C o . ,  St. Louis ,  Mo.

AC* CQ37
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leukocyte  counts ,  w ere  conducted upon five m a le s  and five fem ales f rom  

both  the con t ro l  and 100 ppm groups.

U r ina  a n a ly se s  for the p re sen c e  of g lucose ,  albumin, m i c r o -  

scop ic  e l e m e n t s ,  and de te rm in a t io n s  of pH and spec if ic  gravity were  c o n ­

ducted upon u r in e  s am p le s  at  the same time in te rv a l s  and from the s am e  

a n im a l s  as  those employed for the blood s tud ies .

These  s tudies  w e re  conducted a f te r  3, 6, 9, 12, 18, and 24 months  

of feeding.

C. C l in ica l  Blood C h em is t r y  Studies

D e te rm in a t io n s  of blood u rea  n i t rogen  concen t ra t ion  (BUN)#

• e r u m  alkal ine  phospha ta se  activity  (SAP), fa s ted  blood glucose . concen­

t r a t i o n  and s e r u m  g lu ta m ic -p y ru v ic  t r a n s a m i n a s e  ac t iv i ty  (SGPT) were  

conducted  a f t e r  3, 6, 9, 12, 18, and 24 months  of feeding upon the s am e  

r a t s  as w e r e  the routine  blood s tudies .

H. Pa tho log ic  Studies

When an a n im a l  succumbed during the t e s t  pe r iod ,  a g ross  au topsy  

was  p e r f o r m e d .  In those c a s e s  when p o s t m o r t e m  au to ly s is  was not a d ­

vanced ,  r e p r e s e n t a t i v e  t i s su e s  w ere  taken and p r e s e r v e d  in ten p e rc e n t  

f o r m a l i n  so lu tion  for poss ib le  future h is topa tho log ic  study.

A f te r  3, 6, and 12 months  of te st ing,  five an im a ls  of each sex  

f r o m  each  group w ere  s ac r i f i c e d  and subjec ted  to comple te  g ross  pathologic  

e x a m in a t io n s .

ADM 0C372
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Absolute  organ weights  were  r e c o r d e d  ar.d organ to body weight 

and  organ  to b ra in  weight r a t i o s  computed.  The following organs  were  

inc luded: l i v e r ,  k idneys,  sp leen ,  gcr.ads, h e a r t  and b ra in .  These da ta  

w e r e  then sub jec ted  to s t a t i s t i c a l  ana lys is .  An Analysis  of V ar iance  was 

conducted f i r s t  and s ignif icant  effects d isc lo sed  by that  t r e a tm e n t  w ere  

f u r t h e r  s tud ied  by " f ' - t e s t s .

Comple te  m ic r o s c o p i c  examinat ions  w e re  conducted upon the 

t i s s u e s  and o rgans  f ro m  a ll  con t ro l  and 100 ppm  group ra t s  s ac r i f i c e d  

a f t e r  3, 6, o r  12 months  of te s t ing .  Ths following t i s su es  and o rgans  were  

inc luded in the exam ina t ions :  h e a r t ,  t r a ch ea ,  lungs ,  l iv e r ,  p a n c r e a s ,  

e so p h a g u s ,  s tom ach ,  sm a l l  in tes t ine  (duodenum, je junum  and i leum),  

c a e c u m ,  colon, spleen,  lymph nodes ,  kidneys,  u r i n a r y  b ladder ,  gonads ,  

p r o s t a t e  g land,  sem ina l  v e s i c l e s ,  u t e r u s ,  p i t u i t a r y  gland, ad ren a l  g lands ,  

s a l i v a r y  g lands ,  thyroid gland, pa ra th y ro id  g lands ,  ske le ta l  m usc le ,  

s t e r n u m ,  bone,  p e r ip h e r a l  n e rv e ,  spinal cord  and b ra in  (ce reb rum ,  

c e r e b e l l u m  and pons).

The a fo rem en t ioned  t i s su e s  were  p r e p a r e d  and stained with

H e m a t o x y l i n - E o s i n  s ta in .  I "
*

A f t e r  two y e a r s  of feeding,  al l  su rv iv ing  a n im a ls  were  s a c r i f i c e d  

and  su b jec ted  to comple te  g r o s s  pathologic exam ina t ion .

The absolu te  weights  of the l ive r ,  k idneys ,  sp leen ,  gonads,  

h e a r t  and b r a i n  were  r e c o r d e d  im m ed ia te ly  a f t e r  s ac r i f i c e .

A DH 0 0 3 7 2
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O M ic r o s c o p ic  e x a m in a t io n s  w ere  conducted  upon t i s su e s  and 

o r g a n s  f r o m  se le c te d  a n im a l s  dying dur ing  the e x p e r im en t  and upon a l l  

a n i m a l s  f r o m  the final  s a c r i f i c e .

T i s s u e s  and o rg a n s  exam ined  w e re  the same as those p r e v i o u s l  

m e n t io n e d .

L T u m o r  Incidence  and C la s s i f i c a t io n

A tabu la t ion  of the inc idence  of t u m o r  fo rm at ion  in each  group  

w a s  m a d e  a t  the conc lus ion  of the inves t iga t ion .  In addition, t u m o r  da ta  

f o r  ind iv idua l  a n im a l s  inc luding  locat ion ,  w e igh t ,  s i r e  and pa tho log ic  

c l a s s i f i c a t i o n  w e r e  r e c o r d e d .

269
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XV. R e s u l t a

A* Bodv Weights and Weight Gains

The  m a le  and fem a le  body weight da ta  a r e  a s s e m b led  in Table  II. 

The da ta  m this tab le  a lso  include the 3, 12 and 24 month to ta l  weight
9I

gains.

T h e r e  w e re  no s ignif icant  effects  due to ingest ion  of the compound

A O  CC 3
270
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TABLE II

T E S T  MATERIAL: A ro c lo r  1260 

T w o - Y e a r  C h ro n ic  O ra l  Toxic i ty  Study - Alb ino R a t s  

Body Weight  and Tota l  Weight Gain Data

S u m m a r y  of Mean V a lues

) ie ta ry  Level of 
A ro c lo r  1260 

|pprr>> Sex 0 1 2 3 4 5

Body Weight 
(g ram a)  
W eek :
6 7 8 9 10 1 1 12 1)

90-Day 
T o ta l  W eigh t

G a in
( g r a m a / r a l j

Control M 13) 203 245 313 362 373 391 409 424 440 440 449 467 474 34 1
F 136 178 190 219 244 254 259 265 270 276 281 278 290 288 152

K> | -J M 133 192 250 322 361 374 394 4 16 428 448 450 474 479 490 357
F 136 167 189 218 24 1 252 256 261 268 27) 277 281 290 288 152

10 M 133 204 245 317 368 382 400 417 436 448 461 467 475 481 348
F 136 174 190 217 242 254 260 263 268 274 281 279 285 288 152

100 M 13) 208 247 319 363 375 394 425 437 451 460 479 486 500 367
F 1 36 173 188 222 240 253 258 262 265 267 270 275 275 2U0 1 4 4

o
3

oo . i
r
t



000092

O O
TABLE II continued 

T E S T  MATERIAL: A ro c lo r  1260 

T w o -Y e a r  C hron ic  O ra l  Toxic i ty  Study - A lb ino  R ata  

Body Weight  and Tota l  Weight Gain  DaU

S u m m a r y  of Mean Values

Dietary Level of 
A ro c lo r  1260

(ppm) Sex 4 5 6 7

Control M 498 533 565 593
F 297 •• 310 322 333

1 M 516 547 578 600
ro F 298 307 314 321
NJ

10 M 496 526 551 581
F 291 306 314 3 i 1

100 M 522 555 580 607
F 289 302 307 314

Body Weight 12-M onth
(yram a)  Tota l  W eigh t
Month:

8 9 10 1 1 12
Ga in

( « r a m s  / r a t )

622 642 667 688 701 568
345 359 374 383 390 254

628 643 668 688 699 566
333 340 353 367 4 379 243

60 6 633 660 685 709 576
340 358 370 381 388 252

633 650 681 • 707 717 584
326 333 342 347 36 3 227

>o
2
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TAliLE  II continued 

T E S T  MATERIAL: A ro c lo r  1260 

T w o - Y e a r  C hron ic  O ra l  Toxic i ty  Study - Albino R a f t  

Body Weight and Tota l  Weight Gain Data 

S u m m a r y  of Mean Value«

Dietary Level of 
A r o c lo r  1260

(ppm) Sex 13 14 IS 16 17

Control M 728 746 759 768 769
F 426 444 466 481 500

1 M 721 740 760 768 776
F 390 427 466 433 445

10 M 728 745 776 761 768
F 416 434 482 449 473

100 M 746 760 772 775 774
F 380 386 417 414 435

Body Weight 2 4 -M o n th
(g ram a)  T o ta l  Weight
Month: Gain

18 19 20 21 22 23 24 (g r a m a /  ra t )

767 760 758 739 * 726 687 642 509
515 533 547 551 550 564 551 4 1 5

774 762 753 733 718 715 654 52 1
476 ■ 481 493 514 5 30 484 525 385

7H0 774 761 735 715 683 645 5 12
508 519 5 30 5 36 542 536 584 448

769 760 750 733 714 711 64 1 508
453 471 481 500 507 485 537 40 1

O
o
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B. Food Consumpt ion

Ti l t  da ta  obtained f r o m  the food consumpt ion  m e a s u re m e n t s  

conducted dur ing  the f i r s t  12 months  of feeding a r e  s u m m a r iz ed  in Tab le  III.

T h e s e  data  revea led  no significant  d i f f e rence  between te s t  

and co n t ro l  r a t s .  The p e r iod ic  checks conducted dur ing  the r e m a in d e r  

of the inves t iga t ion  a lso  rev ea led  no outs tanding d i f f e r en c es  between t e s t  

and co n t ro l  a n im a ls .

(

-e
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T A B L E  III

TEST MATERIAL: A ro c lo r  1260 

T w o - Y e a r  Chron ic  O ra l  Tox ic i ty  Study - Albino Rata 

Food C onsum pt ion  Data 

S u m m a r y  of Mean Values

• 1
l e ta ry  Level of
A roc lo r  1260 

(ppm) Sex 1 2 3 4

Food Consumption  
( g r a m a / r a t / a e v e n  days)

Week:
5 6 7 8 9 10 11 12 11

A v e ra g e
Conuump

( g r a m s / r a t / s c

Control M 94 160 175 161 117 137 225 197 204 188 191 194 196 174
F 7 1 140 144 107 104 111 208 154 165 151 146 150 151 140

1 M 118 154 151 169 201 116 200 198 201 191 189 187 194 175
F 95 118 97 119 160 107 162 119 165 149 150 141 147 116

10 M 106 146 144 142 190 116 196 214 214 192 191 199 200 175
F 94 124 128 124 179 90 190 167 155 151 150 »49 152 141

100 M 121 150 156 117 187 124 121 190 196 186 184 199 189 161
F 89 91 121 151 151 101 191 116 140 144 144 147 H6 1 15

O
O
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T A B L E  III continued 

T E S T  MATERIAL: A r o c lo r  1260 

T w o - Y e a r  Chronic  O ra l  Tox ic i ty  Study -  Albino Rata  

Food Consumpt ion  Data

S u m m a r y  of Mean Values  l

Food Consumption
ie ta ry  Level of ( g r a m s / r a t / s e v e n  days) A ve rage  Food
A ro c lo r  1260 

(ppm) Sex 4 5 6 7
Month:

8 9 10 11 12
C onsum pt ion  

( g r a m s / r a t  / s cv cn  (lavs)

Cont rol M 196 189 168 147 163 184 179 170 187

■- ■ - ......  ■——---------- 1 - 1

176
F 148 154 136 121 138 152 160 141 127 142

l M • 196 200 189 192 179 181 182 172 184 186
F 148 163 141 163 160 153 157 143 ' 132 151

10 M 186 191 188 193 197 197 168 164 196 186
F 142 138 145 144 144 151 136 139 141 142

100 M 179 170 180 188 186 • 166 181 188 180 180
F 156 127 147 144 134 132 162 149 139 * 143

vo
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C. M o r ta l i ty  and Reactions

A f r t q u t n c y  d is t r ibu t ion  of n a tu ra l  dea th s  o c c u r r in g  during the 

in v es t iga t ion  a p p ea rs  in Table  IV.

No un toward  b ehav io ra l  r e a c t io n s  w e r e  noted among *ny of the 

an im a ls  em ployed  in the inves t iga t ion .

AO* CC37
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TABLE IV

T E S T  M A TER IA L;  A r o c lo r  1260 

T w o - Y e a r  C hron ic  O ra l  Toxicity  Study - Albino Rata

M o r ta l i ty  Data

F r e q u e n c y  D is t r ibu t ion  of Deaths

F r eq u e n c y  D is t r ibu t ion  of Deaths
D ie ta ry  Leve l  Months;  -  T o ta l  Dead

(ppm) Sex 1-3 4-6 7 -9 10-12 13-15 16-18 19-21 22-24 N u m b e r  T e s ted *

Cont rol M 0 0 0 2 1 7 6 9 25 /35
F 0 0 0 1 3 5 7 3 19/35

1 M 0 0 1 1 4 7 5 8 26 /3 5
F 0 0 0 2 3 3 6 5 19/35

10 M 1 1 0 2 4 7 8 6 2 9 /3 5  *
F 0 0 0 3 2 4 5 3 17/35

100 M 1 0 0 2 2 8 6 9 29 /35
F 0 2 2 0 3 5 7 4 2 3 /35

a Does not include the live an im a la of each aex f rom e v ery  group sac r i f i c e d for in t e r im pathologic stud ic a .
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D. H em ato lo g ic  and C lin ica l Blood1 C h e m is t r y  S tudies

M ean  m a le  and fem a le  h em ato log ic  and c l in ic a l  blood c h e m is t r y  

d a ta  a r e  s u m m a r iz e d  in  T ab les  V th rough  DC.

V alues  fo r  a l l  p a r a m e te r s  in v es t ig a ted  w e re  w ithin  the n o rm a l  

r a n g e  fo r  the  a lb ino r a t .  No s ign if ican t d i f f e r e n c e s  be tw een te s t  and con tro l  

v a lu e s  w e re  o b se rv ed .

ACM CC313 -

00’
i

279



08
Z 

JO

O O
T A B LE V 

T E ST  M ATERIA L: A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  Toxicity  Study - Albino R a ta  

H em ato log ic  Data

O

S u m m ary  of M ean V aluea

D ie ta ry
Level
(ppm) Sex 3

T o ta l  L eukocy te  Count 
f thou a and a /m m  

Month:
6 9 12 18 24 3

E r y th ro c y te  Count 
(m ill  to n e /m m * )  

Month:
6 9 12 18 24

M 14.0 IS. 4 10.1 I I . 1 9 . 9 11 .2 8. 1 8 .2  8 .7  8 .8  7 .6 6 .5
C ontro l

F 9. 1 9 .4  6 .7 7 .6  8 .8 7 .6 7 .5 7 .7  7 .3  7 .0  7 .7 6 . B

M 10.8 13.1 7 .9 12 .8 8 .6 8 .4 7 .5 8 .1 8 .0 7 .6 8 .0 7 .6
100

F 13.2 8 .2 7 .9 6 .5 7 .8 7 .4 7 .3 7 .5 7 .3 7 .5 7 .4 6 .4
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TA BLE VI

T E S T  M ATERIA L; A r o d o r  1260 

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study - Albino R ate  

H em ato lo g ic  Data

S u m m ary  of M ean Values

D ie ta ry
Level

(ppm) Sex 3

H em oglobin  C o n cen tra t io n  
(g /100  m l)

Month;
6 9 12 18 24 3

H e m a to c r i t  Value 
<%>

Month;
6 9 12 18 24

M 17. 1 17.7 15.7 17.6 16. 1 13.6 51 49 48 50 41 35
C ontro l .

F 16.9 17.4 14. 1 16.7 16.4 14.6 50 47 43 46 42 38

M I6l 1 17.2* 14.0 15 .3 15.9 14.5 49 47 43 43 41 38
100 a

F 16.3 17.0 13.7 15.6 15.3 12.9 48 47 41 44 39 32

r
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T A B LE VII

T E S T  M ATERIAL: A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l Toxicity  Study -  Albino R ata  

" H em ato log ic  Data 

S u m m ary  of M ean V alues

D iffe ren tia l  Leukocyte  Count (N um ber of C e l ls  p e r  H undred!
D ie ta ry
Level
(ppm) Sex 3 6

L ym phocy tes
Month:
9 12 18 24 3 6

N eu tro p h ils
Month:

9 12 18 24

M 8 2 .0 8 6 .6 80 .4 7 8 .8 7 9 .0 6 5 .4 16.0 11 .4 18.6 2 0 .6 2 0 .0 32. 2
C ontro l

F 8 3 .0 8 6 .6 8 6 .8 8 9 .0 7 0 .2 6 1 .4 15.4 11.6 11.8 10.0 2 9 .2 3 6 .0

M 8 5 .8 8 5 .4 8 3 .4 7 2 .4 7 3 .8 66« 6 12.6 13 .8 15 .8 2 2 .6 2 4 .6 3 1 .6
100

F 9 2 .0 8 9 .6 7 8 .8 8 2 .2 8 0 .6 6 5 .6 7 .6 10.0 19.4 17.0 17 .4 3 4 .2

D
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TA BLE VI! continued 

TE ST M ATERIAL; A ro c lo r  1260 

T w o -Y e a r  C hron ic  O ra l  T oxicity  Study - Albino R ata  

H em ato log ic  Data 

S u m m a ry  of M ean V alues

D if fe ren tia l  L eukocyte  Count (N um ber of C elia  p e r  H undred)
D ie ta ry
Level
Cj>pm) Sex 3 6

M onocytes
Month:
9 12 18 24 3 6

E osinoph lla
Month:
9 12 18 24

M 0 .6 0 .0 0 .0 0 .4 0. 2 1 .2 1 .4 2 .0 1 .0 0. 2 0 . 8 1 .6
C ontro l

F 0 .6 0 .0 0 .0 0 .0 0 .2 1.0 1 .0 1 .8 1 .4 0. 2 0 . 6 1 .6

M 0 . 0 0 . 0 0 .0 0 .0 0 .4 0 .8 1 .4 0 .8 0. B 1.0 1. 2 1.0-
100

F 0 .0 0 . 0 0 .0 0 .0 0 .4 0 .2 0 .4 0 .4 0 .8 0 .8 1 .6 0 . 0

k>o2
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TABLE! VII continued 

TE ST M ATERIA L; A r o d o r  1260 

T w o -Y e a r  C h ro n ic  O ra l  T oxicity  Study - Albino R ate  

H em ato lo g ic  Data 

S u m m a ry  of M ean V alues

D ie ta ry
Level

(ppm) Sex

D iffe ren tia l  L eukocyte  Count (N um ber
B aso p h ils

Month:
6 9

of C elle  

12

p e r  H undred) 

18 24

M 0 .0 0 .0 0 .0 0 .0 0 .0 0 . 0
C ontro l

F 0 .0 0 .0 0. 0 0 .0 0 .0 0 .0

M 0 .2 0 .0 o • e 0 . 0 0 .0 0 .0
100

F 0 .0 0 .0 0 .0 0 .0 0 .0 0 .0

O
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T A B L E  VIII

TE ST M ATERIAL: A ro c lo r  1260 

T w o*Y ear C hron ic  O ra l  Toxicity  Study - A lbino R ata  

C lin ica l  Blood C h e m is t ry  Data

S u m m ary  of M ean V alues

D ie tary
Level
Ippm) Sex 3

S e ru m  G lu ta m ic -P y ru v ic  
T r a n s a m in a s e  A ctiv ity  

(Dade Units)
Month:

6 9 12 IB 24 3 6

Blood U re a  N itro g e n  
C o n ce n tra t io n  

(m gs %)
Month:

9 12 18 24

M 38 48 45 45 42 36 17 15 12 10 14 15
C on tro l

F 33 39 38 42 32 30 14 16 15 9 13 11

M 33 39 42 43 31 36 14 15 17 16 16 15
100

F 20 37 50 40 32 33 15 15 14 13 12 14

O
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XtoooLn or»Ut
a*.

O
 I 

fl



AOM
 

G
O

J

/i* '
c

TA BLE IX

T E ST  MATERLALx A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  Toxicity  Study -  Albino R ata

f.
Î
o

C

C lin ic a l  Blood C h em is try  Data 

S u m m ary  of M ean V alues

F a s te d  Blood G lu co se  S e ru m  A lka line  P h o s p h a ta s e
C o n ce n tra t io n  A ctiv ity

D ie ta ry
L evel
(ppm) Sex 3 6

fmga%)
Month;
0 12 18 24 3

(K in g -A rm stro n g  U niti
Month:

6 9 12

>)

18 24

- M 128 123 89 88 138 99 2 8 .6 2 4 .7 2 1 .5 20. 3 1 6 .2 22. 3
C o n tro l

F 130 118 US 92 134 109 18 .9 17 .8 10.6 1 1 .9 1 6 .8 20. 2

1 • M 118 118 116 135 146 98 3 7 .8 2 1 .8 2 1 .9 2 3 .9 1 1 .9 16. 1
100

F 117 116 1(5 138 146 94 12.0 12. 1 7 .6 11.7 7 .8 12. 4

O

ĉUt



£ •  U r ina  A na lyses

M e in  m a la  And fem a le  u r in e  a n a ly s e s  data a r e  s u m m a r is e d  in 

T a b le s  X th rough  XXL

D e te rm in a t io n s  fo r  g lucose  co n ce n tra t io n  w e re  negative  fo r  a ll
%

r a t a  a t  e v e r y  in te r v a l  of ex am in a tio n .

Ko‘d i f fe re n c e s  w e re  noted be tw een  the u r in e  fro m  c o n tro l  and 

t e s t  a n im a ls  a t  the in te rv a ls  of ex am in a tio n .

ACM 003

00 287
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T A B LE X

T E S T  M ATERIAL: A ro c lo r  1260

T w o -Y e a r  C h ro n ic  O ra l  Toxicity  Study -  Albino R ata

U rine  A n a ly ses  Data

S u m m ary  of M ean Valuea

D ie tary
Level
ÎPP™> Sex 3 6

G lucoae
Month:

9 12 18 24 3 6

A lbum in
Month:
9 12 18 24

M n n n n n n n n I t 42 43
C ontro l

F n n n n n n n n n n t 42

M n n n n n n n t t t 4 1 43
100

F n n n n n n n n n n 4 1 44

Key:
n s negative
t = t r a c e ;  leaa  than 30 m g / 100 m l  u r in e  

+ 1 = 30 to 100 m g / 100 m l  u r in e  
4 2 = 100 to 300 m g / 100 m l  u r in p
* 3 = 300 to  600 m g / 100 m l u r in e
♦ 4 = m o re  than 500 m g / 100 m l u r in e

iuU
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T A B L E  XI

TE ST  M ATERIAL; A ro c lo r  1260

r
L

T w o -Y e a r  C h ro n ic  O ra l  T oxicity  Study - A lbino R a te O

U rin e  A n a ly ses  Data 

S u m m ary  of M ean V alues

D ie ta ry
Level
(ppm) Sex a

M ic ro sc o p ic  E lem e n ts  
Month;

6 9 12 IB 24 a 6

pH
Month;

9 12 18 24

M N N N N N ♦ 1 7 7 6 7 7 6
C ontro l

F N N N N t t 8 B 7 8 6 6

M N N N N N t 7 7 6 7 6 6
100

F N N N N t t 7 * 8 6 7 6 6

nt
t/l

Key;
N= N o rm a l
I s t r a c e ;  le s s  than 5 p e r  low  p o w e r  f ie ld  

O  i l  = 5 to 10 p e r  low p o w er  fie ld  
O '  i 2  s 10 to IS p e r  low pow er f ie ld
* '  O  -  m o re  than IS p e r  low pow er fie ld

NOi
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TAfaLE XII

T E S T  M ATERIAL: A ro c lo r  1260 

T w o -Y e a r  C hron ic  O ra l  T oxicity  Study - A lbino R a ts

U rin e  A n a ly ses  Data n
u

S u m m ary  of M ean V alues - »,

D ie ta ry
Level

Specific  G ra v i ty  
Month:

(ppm) Sex 3 6 9 12 18 24

M 1.029 1.022 1.033 1.027 1.042 1.051
C ontro l

F 1.020 1 .019 1.025 1.024 1.032 1 .0 3 9

M 1.021 1.025 1.031 1.030 1.043 1 .0 3 9  *
too

F . 1 .016 1.023 1.035 ‘ 1 .029 1.028 1.045

O
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F .  P a th o lo g ic  Studies

1« Three-Month  Sacr i f ice

a. C ro s s  Pa thologic  Findings

No outstanding d if fe ren c es  w e re  noted betw een t e s t  

and c o n tro l  r a t s  upon g ro s s  pa tho log ica l  ex am in a tio n .

b .  Organ Weight and Organ to 3 o d v  and
Organ to Bra in  Weignt Rat io Data

The r e s u l t s  of the s t a t i s t i c a l  a n a ly se s  conducted on 

a b so lu te  o rg a n  weights« o rgan  to body w eigh t and o rg an  to b r a in  w e igh t 

r a t i o s  a r e  s u m m a r iz e d  in T ab les  -XIII th ro u g h  XVIII.

Significant d if fe ren ces  b e tw een  a  te s t  group and the 

c o n t ro l  g roup  a r e  designated  by a s t e r i s k s  following the te s t  v a lu e s .

O rgan  weights» o rgan  to body w eight and o rg an  to b r a in  

w e ig h t  r a t i o s  d is c lo se d  s e v e ra l  ran d o m ly  o c c u r r in g  in te rg ro u p  d i f fe ren c e :  

The l a c k  of any co n s is te n t  dose r e la te d  r e s p o n s e  and the absence  of any  

d e le te r io u s ,  h is topa tho log ic  change c o n f irm  th a t  th e se  d if fe ren ces  w e r e  

no t r e l a t e d  to the ingestion  of A ro c lo r  1260.

AON C037<r£
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T A B L E  XIII

T E S T  MATERIAL» A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study -  A lb ino  R a ta  

O rg an  W eight and R atio  Data 

T hree-M onth  S ac r if ic e

toV£>
to

k
)

>o3

OoU>-JVJ>
o

S u m m a r y  of M ean Value*

O rgan ; L iv e r
■»

D ie ta ry  L ev e l
of O rg a n  W eight O rg a n /B o d y  W eight R a t io  O r g a n /B r a in  W eight R a t io

A ro c lo r  1260 fg) (g /1 0 0  g) (g /g l
(ppm) M ale* F e m a le * M ales F e m a le s M ales F e m a le  s

Cont ro l 2 1 .4 13.0 4 .1 3 4 .1 6 10.3 6 .8 2

l 2 0 .4 13.2 3 .90 4 .5 9 9 .9 8 6 .8 6

IP 24 .0 4 4 12.2 4 .4 8 3 .61 11 .8 6 .3 8

to o 29 .5 4 4 14 .5 5 .7344 4 .5 8 14.44# 7 .7 2

• •  S ta t is t ic a l ly  s ign if ican t d if fe ren ce  at the 99 p e rc e n t  confidence le v e l .
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T A B L E  XIV

T E S T  M A T ER IA L : A ro c lo r  1260 

T w o - Y e a r  C h ro n ic  O r a l  T ox ic ity  Study -  A lb ino  R a ta  

O rg an  W eight and R atio  Data
I ■

T hree-M onth  S ac r if ic e

S u m m a r y  of M ean V alue«

O rg an : Kidney«

D ie ta ry  L ev e l
of O rg a n  W eight O rg an /D o d y  W eight R a t io  O r g a n /B r a ln  W eight R a t io

A ro c lo r  1260 (g) (g /1 0 0  g) (g /g )
(ppm | M ale« F e m a le « M ale« F e m a le« M ale« F e m a le «

C o n tro l 4 .0 3 2 .4 9 0 .782 0 .802 1.95 1.31

1 4 .3 7 2 .6 2 0 .8 3 8 0.911 2 .1 4 1 .3 6

10 4 .0 0 2 .61 0 .7 4 7 0 .782 1 .9 6 ? . 1 .37

100 4 .0 0 2 .5 2 0 .7 7 9 0 .7 9 3 1 .96 1 .35
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T E S T  M ATERIA Li A r o c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  T o x ic ity  Study -  A lb ino  R a ta  

O rg a n  W eight and  R a t io  Data 

T hree-M onth  S ac r if ic e  

S u m m a r y  o f  M ean  V aluea  

O rg an ;  Sp leen

i
T A B L E  XV

D ie ta ry  L e v e l
of O rg a n  W eight O rg a n /B o d y  W eight R atio  O r g a n /B r a ln  W eight R a t io

A ro c lo r  1260 (g) (g /1 0 0  g) (g /g )
(ppm) M ales F e m a le s M ales F e m a le s M ales F e m a le s

C o n tro l 0 .7 6 6 0 .5 7 8 0 .1 5 0 0 .1 8 4 . 0 .371 0 .3 0 2

1 0 .8 4 6 0 .S I 6 0. 161 0. 180 0 .4 1 2 0 .2 6 9

10 0 .8 3 8 0.632 0 .1 5 6 0 .1 8 9 0 .411 0.331

100 0 .7 1 8 0 .5 5 6 0 .1 4 0 0 .1 7 7 0 .352 0 .2 9 7
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TEST MATERIAL« Aroctor 1260, i

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study -  A lb ino  R a ta  

O rg a n  W eight and R atio  Data
%

T hree-M onlh  S ac r if ic e

S u m m a ry  of M ean V a lu es  

O rg an :  Gonada

D ie ta ry  L eve l
of O rg a n  W eight O rg a n /B o d y  W eight R a t io  O r g a n / B r a i n  W eigh t R a t io

A ro c lo r  1260 (g) (g /1 0 0  g) (g /g )
(ppm |  M ales_______F e m a le s __________M alca  F e m a le s  M ale s______ F e m a le a

C ontro l 3 .6 0 0 .1 1 4 0 .6 9 8 0 .0 3 7 0 1 .74 0 .0 5 9 9

1 3 .6 7 0 .1 2 8 0 .7 0 4 0 .0 4 5 0 1 .60 0 .0 6 6 6

10 3 .0 3 0.121 0 .7 1 5 0 .0 3 6 8 1 .89 0 .0 6 3 6

100 3.71 0 .1 3 8 0 .7 2 5 0 .0 4 2 9 1.81 0 .0 7 2 8

'TT
’V

C-



ACM 
OC375

r

o

0  u

TA BLE XVII
$

T E S T  M ATERIA L: A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study - A lbino R a ts  

O rg an  W eight and R atio  Data
%

T hree-M onth  S ac rif ice  

S u m m a ry  of M ean V alues  

O rgan : H e a r t

D ie ta ry  L eve l
of O rg an  W eight O rg a n /B o d y  W eight R atio  O r g a n /B r a ln  W eight R a t io

A ro c lo r  1260 (g) (g /100  g) (g /g)
(ppm) M ales F  e m a le s M ales F e m a le s M ales F e m a le s

Cont rol 1 .59 1.05 0 .307 0 .339 0 .767 0.551

1 1.57 1.01 0. 300 0 .353 0 .765 0 .5 2 6

10 1.58 1.04 0 .2 9 6 0.311 0.781 0 .5 4 6

100 1.52 0 .9 4 6 0 .298 0 .297 0.743 0 .5 0 5
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T E S T  M A T E R IA L : A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study •  A lb ino  R a t s  

O rg an  W eight and  R a t io  Data
a

T hree-M onth  S ac r if ic e

S u m m a ry  o f M ean  V alues  

O rgan ; B ra in

D ie ta ry  L ev e l  F in a l  Body W eights
of O rg a n  W eight O rg a n /B o d y  W eight R a t io  of S a c r i f ic e d  R ata

A ro c lo r  1260 (g) (g /1 0 0  g) (g)

T A B L E  XVII!

(ppm) M ales F e m a le s M ales F e m a le s M ales F e m a le s

C o n tro l 2 .0 7 1.91 0 .4 0 2 0 .6 1 6 518 314

1 v, 2 .0 5 1.92 0 .192 0 .672 523 287

10 2 .0 4 1.91 0 .3 8 0 0 .572 536 337

too 2 .0 5
0*CO• 0 .4 0 0 0.591 517 321
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c .  H is tooa tho loc ic  Fir,dine a

H is topa tho log ic  exam ina tion  of t i s su e s  and o rgans  

tak en  f r o m  a l l  an im a ls  f ro m  both  the con tro l  and 100 ppm  groups was 

conducted .

T ables  XIX and XX l i s t  a l l  h is to p a th o lo g ic  changes

n o ted .

A ll of the le s io n s  noted in the m ic ro s c o p ic  e x a m in a ­

tion  of t i s s u e s  w e re  those of spontaneous d i s e a s e  and a r e  not unu su a l 

f o r  the a lb ino  r a t .  The m o s t  f r e q u e n t  findings w e re  le s io n s  in the 

t r a c h e a  and lungs , indicating c h ro n ic  m u r in e  pneu m o n ia .  T h ese  o c ­

c u r r e d  in  the co n tro l  as  w ell a s  the r a t s  fed A r o c lo r  1260.
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TAB LZ XDC

T E S T  M A TER IA L: A r o c lo r  1260 

T w o - Y e a r  C hron ic  O ra l  T oxicity  Study - Albino Rata 

H is to p a th o lo g ic  C hanges 

Three-M onth  S a c r i f ic e  

C roup : C on tro l

N u m b e r  of4
A n im a ls O rg a n  Exam ined Findings Incidence

A verage
G rade

5 M ales T r a c h e a T ra c h e i t i s 1 1 .0
Lung C hronic  r e s p i r a t o r y

d is e a s e 1 1 .0
U r in a r y  b lad d e r H y p e rp la s ia 3 1 .0

5 F e m a le s Lung C hronie  r e s p i r a t o r y *•
d is e a s e 1 1 .0

A ll  o th e r  t i s s u e s  and o rgans w e re  n o rm a l  h is to lo g ic a l ly .  

G ra d in g  S y s te m

0 . 5 *  m in im a l
1 .0  * s l ig h t
2 . 0  s  m i ld  
3 . 0 *  m o d e ra te
4 . 0  * s e v e r e
5 . 0  * e x t r e m e

©
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T E S T  M A T ER IA L ; A r o c lo r  1260 

T w o - Y e a r  C hron ic  O ra l  T oxicity  Study - Albino R ats  

H is to p a th o lo g ic  C hanges  

T hree-M onth  S a c r if ic e  

G roup: 100 ppm

T A B L E  XX

N u m b e r  of 
A n im a ls O rg an  Exam ined Findings Incidence

'A v e r a g e
G r id e

5 M ales T r a c h e a T ra c h e i t i s 4 1 .0
Lung C hronic  r e s p i r a t o r y

d is e a s e 2 1 .0

5 F e m a le s T r a e h e a T ra c h e i t i s 3 1 .0
Lung C hron ic  r e s p i r a t o r y •

d is e a se 2 1 .0
K idney F o e a l  lym phoid -

in f i l t ra t io n 1 1 .0

A ll  o th e r  t i s s u e s  and o rgans  w e re  n o rm a l  h is to lo g ic a l ly .  

G ra d in g  5 v s te m

0 . 5 =  m in im a l
1 .0  s s l ig h t
2 . 0  3  m i ld
3 « 0  3  m o d e r a te
4 . 0  ■ s e v e r e
5 . 0  * e x t r e m e

O
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2, Six-Month Sacrifice

a .  C ro s s  P a t h o l o g i e Findings

No outstanding d if fe ren ces  w ere  noted between te s t  

and c o n tro l  a n im a ls .

b .  O rg an  Weight and Organ to Bodv and
Organ  to Bra in  Weight Ratio Data

The r e s u l t s  of the s ta t i s t ic a l  a n a ly se s  conducted on 

a b so lu te  o rgan  w e ig h ts ,  o rgan  to body weight and o rg an  to b ra in  w eight 

r a t i o s  a r e  s u m m a r iz e d  in T ables  XXI through XXVI.

O rg an  w eigh ts ,  o rgan  to body w eigh t and o rg an  to b r a in  

w e ig h t  r a t io s  d is c lo se d  s e v e r a l  random ly  o c c u r r in g  in te rg ro u p  d i f f e r e n c e s .  

The la c k  of any  c o n s is te n t  dose r e la te d  re s p o n se  and the a b sen ce  of any  

d e le te r io u s  h is to p a th o lo g ic  change co n f irm  that th e se  d i f f e r e n c e s  w e re  

n o t  r e l a t e d  to the ing es t io n  of A ro c lo r  1260.

AC* 0C375
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T A B LE XXI

T E S T  M ATERIAL: A ro c lo r  1260 

T w o -Y e a r  .Chronic O ra l  Toxicity  Study -  A lbino R ata  

O rgan  W eight and R atio  Data 

S ix-M onth  S ac r if ic e  

S u m m a ry  of M ean Value«

O rg a n :  L iv er

D ie ta ry  L ev e l
of O rg a n  W eight O rg a n /B o d y  W eight R a t io  O r g a n /B r a ln  W e ig h t  R a t io

A ro c lo r  1260 (g) (g /100  g) (g /g )
(ppm) M ales F e m a le s M ales F e m a le s M ales F e m a l e s

C on tro l 2 2 .9 n . i 3 .74 3 .7 7 11.7 6 .7 1

1 1 4 .8  ♦♦ 15.1 2 .92** 3..74 7 .0 5  *♦ 7 .6 6

10 19.0* | 0 . 5 * * 3.31* 3 .0 8 * 9 .4 5 « 6 .0 7

100 2 4 .4 11 .6 4 .69* 4 .0 3 12.3 6 . 17

C

i

ii
is

t

ft*o
*

oo
O'o

Coo
fo

'•> S ta t is t ic a l ly  s ign if ican t d if fe ren c e  a t  the 95 p e rc e n t  confidence leve l .  
S ta t is t ic a l ly  s ign if ican t d if fe ren ce  a t  the 99 p e rc e n t  confidence leve l .
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TA BLE XXII

T E S T  M A T ER IA L : A r o c lo r  1260

T w o -Y e a r  C h ro n ic  O ra l  T o x ic ity  Study -  A lb ino  R a te  ,

O rg a n  W eight and R a t io  Data 
« *

Six-Month S a c r i f ic e

S u m m a ry  of M ean V a lu es  

O rg an :  Kidneys
#

D ie ta ry  L ev e l
of O rg a n  W eight O rg a n /B o d y  W eight R a t io  O r g a n /B r a ln  W eigh t R a t io

A ro c lo r  1260 (g) (g /1 0 0  g) (g/fi)
fppm) M ale«______ F e m a le s  M ale«______ F e m a le «  M alea______ F e m a le s

C o n tro l 4 .0 4 2 .7 9 0 .664 0 .8 0 6 2 r 06 1 .43

1 3 .6 4 2 .7 3 0 .7 1 6 0.674e. 1 .73 1 .42

10 3 .8 5 2 .3 5 0 .6 7 0 0 .6 8 4 * 1.92 1 .36

100 3 .92 2 .3 5 0 .753 0 .814 1.97 1 .2 5

* S ta t is t ic a l ly  s ign ifican t d if fe ren c e  a t  the 95 p e rc e n t  confidence lev e l .
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D ie ta ry  L ev e l  
of

A ro c lo r  1260 
(ppm)

O rg a n  W eight 
(B>

M alea F e m a le s

O rg a n /B o d y  W eight R atio
(g /1 0 0  g)

M ales  F e m a le s

O r g a n /B r a in  W eigh t R a t io  
<g/g)

M ales  F e m a le s

C o n tro l 0 .7 5 2 0 .6 8 4 0. 122 0 .1 9 6 0 .3 8 4 0 . 350

1 0 .7 5 4 0 .9 0 8 0 . Hfl* 0 .2 2 0 0 .3 5 9 0 .4 7 2

10 0 .8 3 6 0 .5 6 6 * 0 . 146* 0 .1 6 7 0 .4 1 6 0 .3 2 7

100 0 .6 3 6 0 .4 4 J * 0 .122 0.151 0 .3 2 0 0 .2 3 6 *

♦ S ta t is t ic a l ly  s ign ifican t d if fe ren c e  at the 95 p e rc e n t  confidence leve l .

* 4

o o

T E S T  M A T E R IA L : A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  T o x ic ity  Study -  A lb ino  R a ta  

O rg a n  W eight and  R a t io  Data 

Six-Month S a c r i f ic e  

S u m m a r y  of M ean  V aluea  

O rg an : Spleen

T  Ail L B  XXIII
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T A B L E  XXIV

T E S T  M A T E R IA L : A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  T o x ic ity  Study - A lb ino  R a t s  

O rg a n  W eight and R a t io  Data
*

Six-Month S a c r if ic e  

S u m m a ry  o f  M ean  V alues  

O rgan : Gonads

D ie ta ry  L eve l
of O rg a n  W eight O rg a n /B o d y  W eight R a t io  O r g a n /B r a ln  W eigh t R a t io

A ro c lo r  1260 (g) (g /1 0 0  g) (g /g l
Ippm l M ales F e m a le s M ales F e m a le s M ales F e m a le s

C o n tro l 3 .5 5 0 .0 9 6 0 0 .5 9 3 0 .0279 1.81 0 .0 4 9 2

1 3 .2 3 0 . 120 a 0 .6 3 6 0 .0297 1.54 0 .0 6 2 5 *

10 3 .5 6 0 .0 9 6 8 0 .6 2 0 0 .0287  , 1 .77 0 .0 5 6 0

100 3 .5 3 0 .0 7 1 0 * 0 .6 8 6 0 .0 2 5 0 1 .77 0 .0378*

a S ta t is t ic a l ly  s ign if ican t d if fe ren c e  a t  the 95 p e rc e n t  confidence  level*

6
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TA B LE XXV

T E S T  M A T ER IA L : A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study -  A lb ino  R a ta  

O rg a n  W eight and R atio  Data
*

Six-Month S ac r if ic e

S u m m a ry  of M ean  V aluea  

O rg an :  H e a r t

D ie ta ry  L e v e l
of O rg a n  W eight O rg a n /B o d y  W eight R a t io  O r g a n /B r a ln  W eight R a t io

-A ro c lo r  1260 
(ppm) M alee

(g)
F e m a le e

(g /1 0 0  g)
M a le .  F e n u l . s M alee

(g /g l
F  c m a l e i

C o n tro l 1 .7 0 1.05 0 .282 0 .302 0 .8 6 7 0 .5 3 8

1 Ï .4 5 1.12 0 .2 8 6 0 .2 7 7 0 .6 9 0 0 .5 8 3

10 1 .63 1.05 0 .2 8 3 0 .307 0 .8 1 0 0 .6 0 6

ICO 1 .49 1 .06 0 .2 8 6 0 .368** 0 .7 4 9 0 .5 6 4

O
<—) *♦ S ta t is t ic a l ly  a igniflcant d if fe ren ce  a t  the 99 p e rc e n t  confidence lev e l .
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T E S T  M ATERIAL» A ro c lo r  1260 

‘T w o-Y ear  C h ro n ic  O ra l  T ox ic ity  Study -  A lb ino  R a ta  

O rg a n  W eight and  R a t io  Data 

Six-Month S a c r if ic e  

S u m m a ry  of M ean  V alues  

O rgans B ra in

T A B L E  XXVI

D ie ta ry  L eve l F in a l  Body W eights
of O rg a n  W eight O rg a n /B o d y  W eight R a t io  of S a c r i f ic e d  R ata

A r o c lo r  1260 (g) (g /1 0 0  g) * (g)
(ppm) M alea______ F e m a lc e  M alea______ F e m a le s  M alea______ F e m a l e s

C o n tro l 1 .9 6 1.95 0 .3 2 0 0 .5 6 0 613 348

1 2 .1 0 1.92 0 .412* 0 .4 7 4 * 509 405

10 2 .0 1 1.73 0 .3 4 9 0 .5 0 4 575 . 343

100 1 .99 1 .88 0 .382 0 .6 5 0 * 522 289

* S ta t is t ic a l ly  s ign if ican t d if fe ren c e  a t  the 95 p e rc e n t  confidence level*
o
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C. H is topa tho log ic  Findings

Histopathologic examination of tissues and organs.

tak en  f r o m  a l l  a n im a ls  f r o m  both the con tro l and 100 ppm  groups was 

conducted*

T ab le s  XXVII and XXVIII l i s t  a l l  h is topathologic  changes

no ted .

A ll of the le s io n s  noted in the m ic ro s c o p ic  exam ina tion  

of t i s s u e s  w e re  th o se  of spontaneous d is e a s e  and a r e  not unusual for the 

a lb in o  r a t .  The m o s t  f req u e n t  findings w e re  le s io n s  in the t ra c h e a  and  

lu n g s ,  ind ica t in g  c h ro n ic  m u r in e  pneum onia . T h e se  o c c u r re d  in  the con tro  

a s  w ell a s  the  r a t s  fed A ro e lo r  1260.

i

O
t
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T E S T  M ATERIAL: A r o c lo r  1260 

T w o - Y e a r  C h ro n ic  O ra l  Toxicity  S tudy - Albino Rats 

H is topa tho log ic  C hanges 

Six-Month S ac r if ice  

C roup: C ontro l

T A B L E  XXVII

N u m b e r  o£ 
A n im a ls O rg an  E xam ined Findings Incidence

A verage  
' G rade

5 M ales T r a c h e a T ra c h e i t i s 2 1 .5
F oca l t ra c h e i t i s 2 1 .0

Lung F o ca l  pneum onitis 1 0 .5
H y perem ia 2 1 .0

L iv e r F oca l p e r ic h o la n g i t is l 1 .0
S k e le ta l  m u sc le F o ca l  in f lam m atio n l 1 .0

5 F e m a le s T r a c h e a F o ca l  t ra c h e i t i s i 1 .0
Lung H y p erem ia 2 2 . 5
L iv e r H yp erem ia 1 1 .0

P e r ic h o lan g it is 1 0 .5
K idney F oca l in f lam m atio n l 1 .0

A ll  o th e r  t i s s u e s  and o rg an s  w e re  n o rm a l h is to lo g ic a l ly .  

G rad in g  S y s tem  

0 .5  a m in im a l
1 .0  i  s l ig h t  7
2 . 0  a m ild
3 .0  * m o d e r a te
4 .0  * severe
5 .0  » e x t r e m e

O
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T E S T  M ATERIAL: A ro c lo r  1260 

T w o - T e a r  C h ro n ic  O ra l  Toxicity  Study - Albino R ats  

H is topa tho log ic  Changes 

Six-Month S acrif ice  

G roup: 100 ppm

T A B L E  XXVIII

N u m b er of 
A n im a ls O rg an  E xam ined Findings Incidence

A verage  
G rade

5 M ales T r a c h e a T rac h e i t is 2 2 . 0
F o c a l  t ra c h e i t i s 1 0 .5

Lung F o c a l  pneum onitis 4 1 .0
H y p e rem ia 4 1 .5

L i v e r H yp erem ia l 1 .0
F o c a l  p e r ich o lan g i t is . 1 . 0 . 5

5 F e m a le s T r a c h e a F o ca l  t ra c h e i t is 2 0 .5
Lung F o c a l  pneum onitis 2 1 .0

H y p erem ia 1 3 .0
L iv e r H yp erem ia 2 1 .5

F oca l p e r ic h o lan g i t is 1 0 .5
K idney F o c a l  n ep h rit is 3 0 .5

AH o th e r  t i s s u e s  and o rg an s  w e re  n o rm a l h is to lo g ic a l ly .  

G rad in g  S y s te m

0 .5  » m in im a l
1 .0  » s l ig h t
2 . 0  a m ild
3 .0  a m o d e ra te
4 . 0  a s e v e r e
5 .0  « e x t r e m e

AOP C C 3 7 ù i
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3« T w elve-M onth  S ac r if ic e

A* G ro s s  Pa tholocic  Findings

G ro s s  pathologic find Lag a am ong te s t  a n im a ls  w e re  :

s ig n if ic a n t ly  d if fe ren t  f r o m  those noted in c o n tro l  a n im a ls .

b . O rgan  Weight and R atio  Data

T he m e an  organ  w eight and r a t io  da ta  co llec ted  a t  :h

tw e lve  m o n th  s a c r i f ic e  a r e  p re s e n te d  in T ab le s  XXIX through XXXIV.
*

S ta t is t ic a l ly  s ig n if ican t d i f f e re n c e s  a r e  d e s ig n a te d

b y  a s t e r i s k s  following the te s t  group value.

O rg a n  w eigh ts, o rg an  to body w eigh t and o rg a n  to br; 

w e ig h t  r a t i o s  d is c lo se d  s e v e r a l  random ly  o c c u r r in g  in te rg ro u p  d i f f e re n c e s ,  

T he la c k  of any  co n s is te n t  dose re la ted  r e s p o n s e  and. the a b se n c e  of any  

d e le t e r io u s  h is to p a th o lo g ic  change co n f irm  th a t  th ese  d i f f e re n c e s  w e re  

n o t  r e l a t e d  to the in g es t io n  of A ro c lo r  1260.

ACM 0037 6 9  
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T A tiL E  XXIX

T E S T  M A T ER IA L : A ro c lo r  1260 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - A lb ino  R ata  

T w elve-M onth  S ac r if ic e  

O rg a n  W eight and R atio  D ata 

S u m m a ry  of M ean V alues  

O rgan : L iv e r

D ie ta ry  L evel 
(ppm)

O rg a n  W eight 
<6>

M ales  F e m a le s

O rg a n /D o d y  W eight R a t io
(fi/100 g)

M ales  F e m a le s

O r g a n /B r a in  W eigh t R a t io  
<g/g)

M ales  F e m a l e s

C o n tro l 22 .1 15.5 3 .79 3 .52 10.8 7 .7 2

I 17. !♦ 10 .7* 2 .7 9 * * 3 .0 1 * 9 .23 5 .7 6

10 2 0 .0 13 .6 3 .30 3 .54 10.8 7 .2 8

100 28 .8 * 14. 1 4 .2 6 3 .7 9 13.4* 8 .5 2

* S t a t i s t i c a l l y  s ig n i f i c a n t  d i f f e r e n c e  at  the 95 p e r c e n t  c o n f id e n ce  level ,
S t a t i s t i c a l l y  s ign i f i can t  d i f f e r e n c e  at  the 99 p e r c e n t  c o n f id e n c e  level ,

ü  
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T A B LE XXX

T E S T  M A TER IA L; A ro c lo r  1260 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study - A lbino R a ts  

Tw elve-M onth  S ac r if ic e  

O rg a n  W eight and R atio  D ata  

S u m m a ry  of M ean V alues  

O rgan : Kidneys

O rg a n  W eight O rg a n /D o d y  W eight R a t io  O r g a n /B r a in  W eigh t R a t io
D ie ta ry  L eve l (g) (g /1 0 0  g) (g /g )

(ppm) M ales F e m a le s M ales F e m a le s M ales F e m a le s

C o n tro l 4 .0 4 3 .1 9 0.692 0 .7 3 8 1.97 1 .5 8

1 3 .0 4 2 .5 8 * * 0 .625 0 .7 2 4 2 .0 6 1 .3 9

10 4 .0 0 2 .7 8 * 0 .6 6 0 0 .7 3 6 2 .1 6 1 .48

100 5 .1 1 * 2 .81 0 .758 0 .7 5 5 2 .3 8 * 1 .69

S t a t i s t i c a l l y  s ig n i f i c a n t  d i f f e r e n c e  at  th e  95 p e r c e n t  c o n f id e n ce  l e v e l .
S t a t i s t i c a l l y  s ig n i f i c a n t  d i f f e r e n c e  at  the 99 p e r c e n t  c o n f id e n c e  l e v e l .

ytim
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TA BLE XXXI

T E S T  M A T ER IA L : A ro c lo r  1260 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - A lbino R ata  

T w elve-M onth  S ac r if ic e

O rg an  W eight and R atio  Data 

S u m m a ry  of M ean  V alues  

O rgan: Sp leen

O rg a n  W eight O rg a n /B o d y  W eight R atio  O r g a n /B r a ln  W eig h t  R a t io
D ie ta ry  L ev e l  (g) (g /100  g) (g /g )

(ppm) M ales F e m a le s M ales F e m a le s M ales F e m a l e s

C o n tro l 0 .7 7 8 0 .7 9 6 0 .133 0 .183 0 .3 8 0 0. 396

l 0 .756 0 .460+ 0. 122 0 .129* 0 .4 0 8 0 .2 4 7 *

10 0 .8 3 6 0 .5 7 8 0 .1 1 9 0 .1 5 0 0 .4 5 7 0 .3 0 8

100 0 .7 8 5 0 .4 7 4 * 0 .1 1 6 0 .1 2 7 * 0 .365 0 .2 8 4

* S ta t is t ic a l ly s ign if ican t d if fe ren ce  at the 95 p e rc e n t  confidence le v e l . -

v
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T E S T  M A T ER IA L ; A ro c lo r  1260 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - A lbino R a ts  

T w elve-M onth  S a c r if ic e  

O rg a n  W eight and R atio  D ata

S u m m a ry  of M ean  Value*

O rg an ; Gonads

O rg a n  W eight O rg a n /B o d y  W eight R atio  O r g a n / B r a i n  W eigh t R a t io
D ie ta ry  L ev e l  (g) (g /100  g) (g /g )

T A B L E  XXXII

fppml M ales F e m a le s M ales F e m a le s M ales F e m a l e s

Cont ro l 3 .4 6 0 .1 1 6 0 .5 9 6 0 .0 2 7 5 1 .70 0 .0 5 7 4

1 3 .3 8 0 .1 0 3 0.551 0 .0287 1.82 0 .0 5 5 2

10 3.51 0 .112 0 .5 7 8 0 .0294 1.69 0 .0 5 8 4

100 4 .0 3 * * 0 .0 8 8 * 0 .5 9 8 0 .0238 1 .88 0 .0 5 2 7

* S ta t i s t i c a l l y  s ig n i f i c a n t  d i f f e r e n c e  at  the  95 p e r c e n t  co n f id e n ce  l e v e l .
* •  S t a t i s t i c a l l y  s ig n i f i can t  d i f f e r e n c e  a t  the 99 p e r c e n t  con f ide nce  l e v e l .
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TA BLE XXXIII

T E S T  M A T ER IA L : A r o c l o r ‘1260

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - A lbino R a ts  

T w elve-M outh  S a c r if ic e  

O rg a n  W eight and  R atio  D ata  

S u m m a ry  of M ean  V alues  

O rgan ; H e a r t

O rg a n  W eight O rg a n /B o d y  W eight R atio  O r g a n /B r a ln  W eigh t R a t io
D ie ta ry  L eve l (g) (g /100  g) (g /g l

(ppm) M ale s F e m a le s M ales F e m a le s M ales F  e m a l e s

C on tro l 1.71 1.23 0 .293 0.2B7 0 .8 3 5 0 .611

1 1 .68 1.07 0 .2 7 3 0.301 0.902 0 .5 7 5

10 1.59 1 .16 0.261 0 .3 0 7 0 .8 4 5 0 .6 2 0

too 1.86 1.27 0 .2 7 5  • 0 .3 4 0 0 .868 0 .7 6 0

uI-*
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T E S T  M ATERIA L: A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  Toxicity  Study - A lbino R a ta  

O rgan  W eight and R atio  Data 

T w elve-M onth  S a c r if ic e  

S u m m a ry  of Mean V alues

O rgan : B ra in  f

T A B L E  XXXIV

D ie tary  Level
(ppm)

O rg

M ales

an  W eight
te)

F e m a le s

O rg an /B o d y  Weight R atio  
(g /IO O g)

M ales  F e m a le s

F in a l Body W eight of 
S a c r i f ic e d  R ats  (g r a m s )  

M ales  F e m a le s

Cont ro l 2 . 0 4 2 .0 2 0 .3 4 9 0 . 4 6 0 584 439

1 1 .87 1 .86 0 .3 0 4 0 .5 2 2 616 356

10 1 .68 1 .9 0 0 .3 1 0 0 .4 9 3 607 385

100 2 .1 5 1 .6 7** •0 .3 1 8 0 .4 4 9 675 372

• a S ta t is t ic a l ly  s ign if ican t d if fe ren c e  at the  99 p e rc e n t  confidence le v e l .
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c. Hiatooathologic Finding a

H istopatho log ic  exam ination  of t i s su e s  taken fro m  each  

r a t  s a c r i f i c e d  f ro m  the con tro l  and 100 ppm g ro u p s  a f te r  twelve m on ths  

o f  te s t ing  w as  conducted.

T ab les  XXXV and XXXVI l i s t  a i l  h isopathologic  changes

noted .

A ll of the le s io n s  noted in the  m ic ro sco p ic  exam in a tio n  

o f t i s s u e s  w e re  those  of spontaneous d is e a s e  and a r e  not unusual fo r  the  

a lb ino  r a t .  T he  m o s t  f req u en t  f in d in g s  w e re  le s io n s  in the t ra c h e a  an d  

lungs» in d ic a t in g  ch ron ic  m u r in e  pneum onia . T h e s e  o c c u r re d  in the c o n trc  

a s  well a s  the r a t s  fed A ro c lo r  1260.

AOK GG3776
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TE ST MATERIAL: A ro c lo r  1260 

T w o*Y ear C hron ic  O ra l  Toxicity  Study - Albino Rata 

H is topatho log ic  Changes 

Tw elve-M onth  S a c r i f ic e  

G roup: C o n tro l

T A B L E  XXXV

N u m b er  of 
A n im als O rg an  Exam ined Findings Incidence

Ave i 
Gra

5 M ales T ra c h e a - T ra c h e i t i s 1 1.
Lung C hronic  r e s p i r a t o r y

d is e a s e 2 1.
U r in a r y  B lad d er Calculus 1 1.

5 F e m a le s T r a c h e a T ra c h e i t i s 1 1.
Lung C hronic  r e s p i r a t o r y . *

d is e a s e 1 1.
Colon P a r a s i t e s 1 1.

A ll o th e r  t i s s u e s  and o rgans  w e re  n o rm a l  h is to lo g ic a l ly .  

G rad ing  S v s tem

0 . 5 =  m in im a l
1 .0  = s ligh t
2 .0  s m ild  

.3 .0  a m o d e ra te
4 . 0  « s e v e re
5 .0  a e x t re m e

A0H 003777
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TE ST  MATERIAL: A ro c lo r  1260 

T w o -Y ea r  C hron ic  O ra l  Toxicity  Study - Albino Rata 

H istopatho log ic  Changes 

Tw elve-M onth  S ac r if ic e  

C roup : 100 ppm

T A B L E  XXXVI

N u m b er  of.. 
A nim als O rgan  Exam ined Findings Incidence

Ave ra
G rad

5 M ales T r a e h e a T ra c h e i t is 1 1 .0
Lung C hronic  r e s p i r a t o r y

d is e a s e 3 1 .0
Kidney F o ca l  lym phoid

in f i l t ra t io n 1 1.0
L iv e r V acuo la r  change  of

random  c e l l s l 1 .0

5 F e m a le s T r a c h e a T ra c h e i t i s 1 1 .0
Lung C hronic  r e s p i r a t o r y

d is e a s e 1 1 .0

A ll o th e r  t i s s u e s  and o rgans  w e re  n o rm a l  h is to lo g ic a l ly .  

G rad ing  S vstem

0 .5  = m in im a l
1.0 a slight
2 .0  ■ m ild
3 .0  * m o d e ra te
4 .0  > s e v e re
5 .0  a  e x tre m e

ADM OÛ3770 
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4. F in a l  S ac r if ic e

4« C r o n  Pathologic  Findings

G ro s s  pa tho log ic  findings am ong te s t  an im als  w ere  no t 

s ig n if ic an tly  d if fe ren t  f ro m  those noted in co n tro l  a n im a ls ,  

b .  O rgan  W eight and Ratio Data

The m e an  o rgan  weight and r a t io  da ta  collected at the 

f in a l  s a c r i f i c e  a r e  p re s e n te d  in T ables  XXXVII th rough  XI.1I. S ta t is t ic a l ly  

s ig n if ic a n t  d if fe ren c es  a r e  designa ted  by a s t e r i s k s  following the te s t  

g ro u p  va lue .

A bso lu te  l iv e r  w eights  and l iv e r  to body weight o r  l i v e r  

to b r a in  w eight r a t io s  w e re  s ign if ican tly  e lev a ted  in those  r a t s  fed 100 ppm  

A ro c lo r  1260. O ther  o rg an  w eigh ts , o rg an  to body w eigh t and o rgan  to b ra  

w e ig h t r a t io s  d is c lo se d  s e v e r a l  ran d o m ly  o c c u r r in g  in te rg ro u p  d i f f e r e n c e s .  

The la ck  of any c o n s is te n t  dose  r e la te d  r e s p o n s e  and the absence  of any  

d e le te r io u s  h is topa tho log ic  change co n f irm  th a t  th e se  d iffe rences  w e re  

n o t  r e la te d  to the inges t ion  of A ro c lo r  1260

B t > T £ S T jViC bQ

ACM 0 C 377
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* T E S T  M ATERIA L] A ro c lo r  1260

T w o - Y e a r  C h ro n ic  O ra l  T o x ic ity  Study -  A lb ino  R a ta

T A B L E  XXXVII

O rg an  W eight and R atio  Data 
i

S u m m a ry  ol M ean V aluea  

F in a l  S a c r i f ic e  

O rgan : L iv e r

O rg an  W oight O rg a n /B o d y  W eight R a t io  O r g a n /B r a in  W eig h t  R a t io
ic ta ry  Level (g) (g/IOQ g) (g /g )

(ppm)____________M ales_____________F e m a le s ___________ M ales____________F e m a le s ____________ M ales  F e m a l e s

onlro l 2 2 .0 16. 3 3.47 3 .05 10. 10 8. 42

1 2 2 .0 16.6 3 .40 3. 35 9 .93 8 .6 2

10 24. 1 18. 1 2. 87 + 3. 19 11.20 9. 26

00 29 .9** 2 2 . ? • •  ‘ 4 . 67** 4 .4 2 M 13.40* 11 .60*

' S ta l ls t ic a l ly  s ign if ican t d if fe ren ce  a t  the 95 p e r c e n t  confidence  le v e l .  
' S ta t is t ic a l ly  s ig n if ican t d if fe ren ce  a t  the 99 p e r c e n t  confidence  le v e l .
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TA B LE XXXLX i
%

T E S T  M A T ER IA L : A ro c lo r  1260 t

T w o -Y e a r  C h ro n ic  O ra! T ox ic ity  Study -  A lb ino  R a ta  **

O rg an  W eight and R a t io  Data '

S u m m a ry  of M ean V a lu es  y

F in a l  S a c r i f ic e  |

O rgan ; Spleen  f

O rg a n  W eight O rg a n /D o d y  W eight R a t io  O r g a n /B r a in  W eig h t  R a t io  A
) ic ta ry  Level 

(ppm) M ales
(6)

F e m a le s
(g / 100 g)

M ales F e m a le s
( e /e )

M ales F e m a le s

lonlro t 1. 15 0 .9 6 0 . 182 0. 181 0 .5 2 0 0 .4 9 2

1 1. 17 0 .7 2 0. 178 0. 148 0 .5 2 9 0. 370

10 1.09 0 .8 3 0 . H I 0 .1 4 2  * 0 .5 0 9 0. 428

too 0 .8 9 0 .7 5 0. 138 0. 146 0 .4 0 0 0 . 379

o

o
oLu
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T A B LE XL

O O
T E S T  M A T ER IA L ; A ro c lo r  1260

T w o -Y e a r  C h ro n ic  O ra l  T o x ic ity  Study -  A lb ino  R a ta

O rg a n  W eight and R atio  Data 
i

S u m m a ry  of M ean V alues

F in a l  S a c r i f ic e  

O rg an :  Gonads

O rg an W eight O rg an /D o d y  W eight R a t io O r g a n / B r a i n W eig h t  R a t io
D ie ta ry  Level (g) (c /100  g) (g/fi)

- fpnnil________ M ales F e m a le s M ales F e m a le s M ales F e m a le s

C on tro l 2 .5 2 0. 123 0. 397 0 .0 2 2 2 1. 15 0 .0 6 2 8

1 3. 56* 0. 140 0 .5 5 0 * 0 .0 3 1 7 1.61* 0 .4 7 1 8

10 3 .36« 0 .1 7 7 0 .4 0 0 0.033E 1.56* 0 .0 9 0 0

100 2. 97 0. 113 0 .4 6 4 0 .0 2 2 9 1.33 0 .0 5 8 4

^  *> S ta t is t ic a l ly  s ign ifican t d if fe ren ce  a t  the  95 p e rc e n t  confidence level .

Cj »
^  ADH 003782
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T A B L E  XLI

T E S T  M A T ER IA L : A ro c lo r  1260

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study -  A lb ino  R a ta

O rg a n  W eight and R a t io  Data 
i

S u m m a ry  of M ean Value«

F in a l  S a c r i f ic e  

O rg an :  H e a r t

O rg an  W eight O rg a n /I lo d y  W eight R a t io O rg a n /B r a in  W eig h t  R atio
D ie tary  Level (ß) Cg/ 100 g) (e /g )

fppm) M ales F e m a le s M ales F e m a le s M ales F e m a le s

C on tro l I.B7 1.54 0 .2 9 4 0. 288 0. 860 0 . 795

I 1 .98 1.45 0. 304 0 .2 9 4 0 .8 9 3 0 .7 4 7

10 1.90 1 .58 0 .2 2 5 4 * * 0 .2 7 9 0 .8 8 4 0 .8 0 9

100 2 .00 1.49 0 .3 1 3 0 .2 8 8 0 .9 0 4 0 .7 6 4

>4 S ta t is t ic a l ly  s ignificant d if fe ren c e  a t  the 99 p e rc e n t  confidence leve l .

u>to >ut C3*
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c. H is topatho log ic  F indings

H istopatho log ic  ex am in a tio n  of t i s su e s  and o rg an s  

taken  f r o m  a l l  a n im a ls  s a c r i f ic e d  a f te r  24 m on ths  on te s t  was conducted .

T ab les ' XLIII th rough XLVI l i s t  a l l  h is topa tho log ic  chang 

n o t e d /  T ab le  XLVII contains the r e s u l t s  of the h is topathologic  exam inatio; 

o f  the u r i n a r y  b la d d e r s .

S ignificant l iv e r  in ju ry  w as  found in an im als  fed 100 ppm 

A ro e lo r  1260 (T-IH). The compound a s s o c ia te d  le s ions  consis ted  of vacuo 

change , fo ca l H ypertrophy  and focal h y p e r p la s ia .  In addition# th e r e  w e re  

le s io n s  of in flam m atio n , n e c r o s i s ,  f ib ro s is  and  m in o r  d eg en e ra t io n  in  this 

g roup  w hich , although s e e n  in the co n tro ls  and  lo w er  te s t  g ro u p s ,  w e re  mo 

s e v e re  and f req u e n t  in the T-IH  group.

The v acu o la r  change w as not s een  in the co n tro l  an im a ls  

b u t  w as o b s e rv e d  o ccas iona lly  in l iv e r s  f ro m  T - I  (lppm ) and T-CI (10 ppm) 

a n im a ls .  It w as freq u en t in the T-IH  a n im a ls .  This lesion  is m orpho log ic  

in d ic a t iv e  of fa tty  d egene ra tion . F o r m a l in - f r o z e n  sec tions  of l iv e r s  f ro m  

r e p r e s e n a t iv e  a n im a ls  which d isp layed  v a c u o la r  changes were s ta in ed  with 

O il Red 0 to r e v e a l  the p re s e n c e  of fat. The v a c u o la r  lesion  in the cytoplas 

o f  th e se  c e l l s  w as pos it ive ly  identified  a s  fa t .

The h y p e r tro p h ie  change found in the l iv e r  was foeal and 

o ften  l im i te d  to the c e n tr a l  lobu la r  a r e a  w h e re  g ro u p s  of cells  w e re  swollen 

to  two o r  th re e  t im es  th e ir  n o rm a l  s ize  with c l e a r  pink homogenous cytopla 

The h y p e rp la s ia  was a sso c ia te d  with the s a m e  c e l l s  and ap p ea red  to be an

ACM C0 3 76 *
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e x te n s io n  of the h y p e r tro p h ic  le s ion . The h y p e r p la s t i c  c ell a w ere  a lso  

u s u a l ly  h y p e r t ro p h ic .  The m o s t  s e v e re  e x a m p le s  of hyperp las ia  appear«- 

a s  n o d u la r  g ro w th s  with l im ited  c o m p re s s io n  of the surrounding n o r m a l  

h e p a t ic  t i s s u e .

' The m in o r  le s io n s  of d e g e n e ra t io n ,  hepa ti t is ,  duc tu le  ce

p r o l i f e r a t i o n ,  n e c r o s i s  and focal lymphoid in f i l t r a t io n  seen in the con tro l"  

a n im a ls  and the T - I a n d  T-H  groups  a re  le s io n s  of spontaneous d is e a s e  an 

a r e  not r e la te d  to the A r o d o r  1260. This le v e l  of l iv e r  d isease  is  n o tu n u  

in  old a n im a ls .

H y p e rp la s ia  of the u r in a r y  b la d d e r  was found in an  anim ; 

f r o m  the c o n tro l  group. This finding w as no t p r e s e n t  in any of the r a t s  fee 

A r o c lo r  1260. A ll of the o the r  le s io n s  in o th e r  t i s s u e s  found in th e se  anirr 

a r e  r e la te d  to spontaneous d is e a s e  and they  a r e  no t unu su a l fo r old r a t s .

Donovan £ • C ordon , C. V. M ., F h .  D. 
D ip lo m ate ,  A m e r ic a n  College of 
V e te r in a r y  P a th o lo g is ts

O

ACM C037£
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TA B LE XL!!

• .

T E S T  M A T ER IA L : A ro c lo r  1260

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study - A lb ino  R a ta  *

O rg a n  W eight and R atio  Data
i

S u m m a ry  of M ean V alues  I
I

F in a l  S a c r i f ic e  I
I

O rgan : B ra in  1
*

O rg a n  W eigh t O rg a n /B o d y  W eight R a t io  F in a l  Body W eight o f  f
D ie ta ry  L eve l (g) (g /100 g) S a c r i f ic e d  A n im a ls  ( g r a m s )

(ppm) M ales F e m a le s M ales F e m a le M ales F e m a le s

C ontro l 2 .1 8 1.95 0. 342 0. 362 642 551

1 2.21 1.94 0. 343 0 .407 654 525

10 2. 15 l . % 0 .255** 0 .347 845*« 584

too 2 .22 1.95 0 .3 4 6 0 .3 7 8 641 644

S ta t is t ic a l ly  s ign if ican t d iffe ren ce  a t  the  99 p e rc e n t  confidence leve l .

ADM 0 0 3 7 8 6
O'
O'
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TAJJ LG X LIII

T E S T  M A T E R IA L : A ro c lo r  1260 

T w o - Y e a r  C h ro n ic  O r a l  T ox ic ity  Study -  A lb ino  R a te  

H is to p a th o lo g ic  C hanges 

F in a l  S a c r i f ic e

C ro u p :  C o n tro l

O rg a n  E x a m in e d F ind ings Inc idence
A v e r a g e

G r a d e

H e a r t C h ro n ic  focal m y o c a r d i t i s 3 1 .0
T r a c h e a T r a c h e i t i s 3 1 .0
Lung C h ro n ic  r e s p i r a t o r y  d i s e a s e 9 1 .0
L iv e r F o c a l  d e g e n e ra t io n 1* 1 .0

Ductile  h y p e rp la s ia 2 1 .0
S tom ach C h ro n ic  g a s t r i t i s 1 1 .0*
Spleen H e m o s id e ro s is 3 1 .0
Kidney C h ro n ic  n e p h r i l i s 8 1 .0
T e s te s T e s t i c u la r  d e g e n e ra t io n 2 1 .0

P e r i a r t e r i t i s 2 1 .0
P r o s ta te In f lam m ation 1 .0
A drena l G land T e la n g ie c ta s is 1 1 .0

N odular  h y p e rp la s ia 1 1 .0
F o ca l  fatty  change 1 1. 0

D ra in F oca l e n c e p h a l i t i s 1 1 .0
Eye In f lam m ation 2 1 .0

o•4
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TA BLE XLIII continued 

TE ST M ATERIAL: A ro c lo r  1260 

T w o -Y e a r  C hron ic  O ra l  Toxicity  Study - A lbino R a ts  

H is topa tho log ic  Changes 

F in a l  S a c r i f ic e  

G roup: C on tro l

i

N um ber of A v e ra g e
A nim als O rgan  E xam ined Findings Incidence G ra d e

H  F e m a le s H ear t C hron ic  focal m y o c a rd i t i s 7 2 .0
T rach ea T r a c h e i t i s 9 1 .0
Lung C h ro n ic  r e s p i r a to r y  d is e a s e n 1 .0
L iver Foca l lym phoid in f i l t ra t io n 3 1 .0

Ductile h y p e rp la s ia 2 1 .0
Focal h e p a t i t is 1 1 .0  '
N on-lip id  v acu o la r  change 2 0. 5

Stom ach C hron ic  g a s t r i t i s 3 1 .0
A can thos is  - squam ous  ep ith e liu m 5 1 .0

Colon P a r a s i t e s 1 1 .0
Spleen H e m o s id e ro s is 4 1 .0

> U terus M etr i t is 3 2. 0ot Kidney C hron ic  n e p h r i t i s 6 1 .0
Foca l lym phoid in f i l t ra t io n 1 1 .0

oo Ova ry C yst 1 1 .0
Lu A drenal Gland T e la n g ie c ta s ia 9 1 .0
CD N odular h y p e rp la s ia 4 1 .0

S a liva ry  Gland C hronic  f ib ro s is  and a trophy 1 1 .0

All o lh c r  t i s s u e s and o rgans  were n o rm a l  h is to log ica lly .
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T A B LE XLIV

T E S T  M A T ER IA L : A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study -  A lb ino  R a le  

H is topa tho log ic  Changes 

F in a l  S a c r i f ic e  

G roup; I ppm  *

N um ber of
A nim ala________ O rg an  E x am in ed  F ind ings Incidence

A v e r a g e
G ra d e

11 M ales H e a r t C h ro n ic  focal m y o c a rd i t i s 4 1 .0
T rac h e a T r a c h e i t i s 1 1 .0
Lung C h ro n ic  r e s p i r a to r y  d is ea so 10 2 .0
L iv er F oca l h e p a t i t is 1 1 .0

Foca l s c a r r in g 1 1. 0
H e m o s id e ro s is I 1 .0

P a n c re a s C hron ic  focal p a n c re a t i t i s 2 1 .0
Stom ach Acute focal g a s t r i t i s 1 3 .0
Spleen H e m o s id e ro s is 1 1 .0
Lymph Node C ongestion 1 1 .0
Kidney C hron ic  n e p h r i t is 7 2 .0
T e s te s T e s t ic u la r  deg en e ra t io n 1 2. 0

P e r i a r t e r i t i s 2 1 .0
P r o s ta te Inflam m ation 4 2. 0
Scm inai V es ic le Inflam m ation 1 2. 0

oo
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TA BLE XLIV continued 

T E S T  M A T ER IA L : A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O r a l  T ox ic ity  Study -  A lb ino  R a te  

H is to p a th o lo g ic  C hanges 

F in a l  S a c r i f ic e  

G roup: 1 ppm  '

N um ber of A v e r a g e
A n im als________ O rg an  E x a m in e d  F ind ings_____________________________ Incidence______________ G r a d e

11 M a le s

14 F e m a le s

Oo
u>u>
to

>nX

A drenal Gland N odular h y p e ro p la s ia 2 1 .0
Focal fatly change 2 1 .0

H e a r t C hron ic  focal m y o c a rd i t i s 3 1 .0
C hron ic  focal m y o c a rd i t i s 1 3.0*

T ra c h e a T ra c h e i t i s 9 1 .0
Lung C h ro n ic  r e s p i r a to r y  d is e a s e n 1 .0

Foca l f ib ro s is i 1 .0
L iver Focal lymphoid in f i l tra tio n i 1 .0

Ductile h y p e rp la s ia i 0. b
Congestion i 1. p
V acuo la r  change (fatty) i 2. 0

Stom ach C hron ic  g a s t r i t i s i 1 .0
A can thos is 2 1 .0

ooIaJ
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TA BLE XLIV continued 

T E S T  M A T ER IA L : A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study -  A lb ino  R a te  

H is to p a th o lo g ic  C hanges 

F in a l  S a c r i f ic e  

G roup: I ppm  *

N u m b er of 
A nim ala O rg a n  E x am in ed F ind ings Incidence

A v e r a g e
G r a d e

l -1 F e m a le s S tom ach U lc e ra t io n  and a ca n th o s is 1 1. 0
Colon P a r a s i t e s 1 1 .0
Spleen H e m o s id e ro s is  - 11 1 .0

H y p e rp la s ia  - I 1 ,0
Lymph Node Congestion 1 1 .0
Kidney C hron ic  n e p h r i t is 1 2 . 0  .

V acu o la r  change (fatty) 1 1 .0
U terua M etr i t i s 4 1 .0
A drenal Gland T e la n g ie c ta s is 9 1 .0

P Nodular h y p e rp la s ia 3 1 .0
X Congestion i 1 .0

ooU»-4>o

All o th e r  t i s su e s  and organa  w e re  n o rm a l  h is to lo g ic a l ly .

G rading System  
0 = m i ld0 .5  s m in im a l a  n
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TA B LE XLV

T E S T  M A T E R IA L : A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  A lb ino  R a ta  

H is to p a th o lo g ic  C hanges 

F in a l  S ac rif ice ,

. G roup : 10 ppm *

N um ber of 
A n im als O rg a n  E x am in ed Finding* Incidence

A v e ra g e
G r a d e

7 M ales H ea r t C h ro n ic  focal m y o c a rd i t i s 3 1 .0
T ra c h e a T r a c h e i t i s 2 1 .0
Lung C hron ic  r e s p i r a t o r y  d is e a s e 5 1 .0

S u p p u ra tiv e  pneum onia 1 3 .0
* L iv e r V acu o la r  change (fatly) 2 1 .0

S tom ach C hron ic  g a s t r i t i s 1 1 .0
A can thos is 2 1 .0

Spleen H e m o s id e ro s is 3 1 .0
Kidney C h ro n ic  n e p h r i t i s 6 1 .0
P r o s ta te Inflam m ation 2 1-0  .
A drena l Gland N odular h y p e rp la s ia 1 1 .0

=5 M F em a le* H eart C h ro n ic  focal m y o c a rd i t i s 3 1 .0
Cj T rach ea T h ra c l ie i t i ts B 1 .0
£4 i _ _ Lung C hron ic  r e s p i r a to r y  d is e a s e 14 1 .0

notu
4
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T A B L E  XLV continued 

T E S T  M A T E R IA L : A ro c lo r  1260

T w o - Y e a r  C h ro n ic  O r a l  T ox ic ity  Study -  A lb ino  R a t s

H is to p a th o lo g ic  C hanges m
tn

F in a l  S a c r i f ic e  .
?

G ro u p : 10 ppm  #

N um ber of 
A nim als O rg an  E x a m in e d F ind ings Inc idence

A v e r a g e  
G r a d e

N  F e m a le s L iv er V acu o la r  change (fatty) 1 .0
F o ca l  h y p e rp la s ia 1 1 .0

P a n c r e a s C h ro n ic  focal p a n c r e a t i t i s 1 3 .0
- P e r i a r t e r i t i s 3 .0

S tom ach Acanthosis. 1 » .û  .
Spleen H e m o s id e ro s is 12 1 .0  •
Kidney C hron ic  n e p h r i t is 10 . t . o
U terus M e tr i t i s 7 2 . 0
P i tu i ta ry C ongestion 1 L O
A drenal G land T e la n g ie c ta s is 7 1 .0

> N odular h y p e rp la s ia I 1 .0oX C ongestion 1 1 .0

otu-44)

All o the r  t i s s u e s  and o rgana  w e re  n o rm a l  h is to lo g ic a l ly . tn
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T A B LE XLV1

T E S T  M A T ER IA L : A ro c lo r  1260 

T w o - Y e a r  C h ro n ic  O r a l  T ox ic ity  Study -  A lb ino  R ato  

H is to p a th o lo g ic  C hanges 

F in a l  S a c r i f ic o  

G roup ; 100 ppm

N um ber of A v e r a g e

u>
oj
a\

A nim als O rg a n  E x am in ed F ind ings Incidence G ra d

10 M ales H ear t C hron ic  focal m y o c a rd i t i s 5 1 .0
T ra c h e a T r a c h e i t i s 6 1 .0
Lung C hron ic  r e s p i r a to r y  d is e a s e 9 2 .0

Congestion 1 1 .0
L iv e r V acu o la r  change (fatty) 2 2 . 0

* F oca l d eg en e ra t io n 1 1 .0
C ongestion 3 2 . 0
C en tro lo b u la r  h y p e r tro p h y 2 1 .0
T e la n g ie c ta s is 1 1 .0

P a n c re a s C hron ic  focal p a n c re a t i t i s 2 1 .0
Stom ach 1 In flam m ation 2 2 . 0

A canthosis 2 1 .0
Spleen H e m o s id e ro s is 7 1 .0

i. Kidney F oca l lym phoid in f i l t ra t io n 1 1 .0
> C alc if ied  c o n c re t io n s  in pe lv is 1 1 .0
o 1 .0

ooui
----
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T A B LE XLV1 continued 

T E S T  M A T E R IA L : A ro c lo r  1260 

T w o - Y e a r  C h ro n ic  O r a l  T ox ic ity  Study -  A lb ino  R a te

O
l%. 1
»
I

H is to p a th o lo g ic  Changea

F in a l  S a c r i f ic e  

C ro u p :  100 ppm*

N u m b er of 
A n im a ls O rg an  E xam ined F ind ings Incidence

A v e r a g e
G r a d e

10 M ales Kidney (continued) C alc if ied  c o n c re t io n s  in pe lv is 1 1 .0
T e s te s A sp e rm ia 1 1 .0
P r o s ta te Inflam m ation 1 1 .0
Thym us Cyst 1 1 .0
A drena l Gland T e la n g ie c ta s is 3 1 .0

N odular h y p e rp la s ia 1 1 .0

15 F e m a le s H e a r t C hron ic  focal m y o c a rd i t i s 5 1 .0
T ra c h e a T ra c h e i t i s 8 i .O
Lung C hron ic  r e s p i r a to r y  d is e a s e 11 1 .0

C ongestion 1 1 .0
Edem a 1 1 .0

L iver V acu o la r  change (fatty) 5 1 .0

Ii
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TA B LE XLVI continued 

T E S T  M A T E R IA L : A r o d o r  1260 

T w o - Y e a r  C h ro n ic  O r a l  T ox ic ity  Study -  A lb ino  R a ta  

H is to p a th o lo g ic  C hanges 

F in a l  S a c r i f ic e  

G roup : 100 p p m '

N um ber of 
A n im als O rg a n  E x am in ed F ind ings Incidence

A v e r a g e
G r a d e

15 F e m a le s L iv e r  (continued) Foca l h y p e rp la s ia 4 1 .0
C hron ic  in f lam m ation  of l iv e r  c a p su le 1 * 1 .0
C e n t ro lo b u la r  h y p e r tro p h y 5 1 .0
N e c ro s is 2 2 .0
Ductile  ce l l  h y p e rp la s ia ,  p o r ta l  f ib r o s is 1 1 .0

and w id e sp rea d  eosinoph il  in c lu s io n s
in heputucytu cy top lasm

P a n c re a s C hron ic  focal p a n c r e a t i t i s  and 1 3 .0
p e r i a r t e r i t i s

Spleen H e m o s id e ro s is 9 2 .0
> Kidney C hronic  n e p h r i t is 8 1 .0
•r U terus M e tr i t i s 7 1 .0

P i tu i ta ry C ongestion 1 1 .0no Adrenal Gland T e la n g ie c ta s is 6 1 .0
b> N odular h y p e rp la s ia 1 1 .0
*r>o C ongestion 1 1 .0

P a ra th y ro id Hype rp la s ia 1 1 .0

All o lh « r  t i s s u e *  and o r g a n s  w e r e  n o r m a l  hintnlo«»****!'«
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T E S T  M ATERIAL: A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O ra l  Toxicity  Study - A lb ino  R ata  

H is topa tho log ic  C hanges  of the U r in a ry  B la d d e r

F in a l S a c r i f ic e

G roup Sex
N u m b er

E xam ined F i n d i n g s ' * Inc idence
A v e r a g e

G r a d e

C M 11 P ro te in a c e o u s  plug (34) 1
F 14 F oca l ep ith e lia l  h y p e rp la s ia  (62) 1 1 .0

T - l  * M 10 P ro te in a c e o u s  plug (86. 105. and  107) 3
(1 ppm) F II None - -

T -H M 7 P ro te in a c e o u s  plug (187)
i

1
(10 ppm ) F 14 None - -

T-1II M 10 P ro te in a c e o u s  plug (271) 1 m
(100 ppm) F 14 None - -

* Individual an im a l n u m b ers  a r e  shown in p a re n th e s e s .

Grading S ystem
O  1 . 0 -  m in im a! o r  t ra c e  4 .0  = s e v e re

2 .0  — m ild  5 .0  = e x t re m e
1 .0  = m o d e ra te
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G. D eta iled  D esc rip t io n  of T um or F ind ings

T u m o r  data  fo r  individual a n im a ls  includ ing  location , w eight 

and p a th o lo g ic  c la s s i f ic a t io n  a r e  p re s e n te d  in T a b le s  XLVIH th rough  LI.

None of these  tu m o rs  could be r e l a t e d  to the ingestion  of A roc lo i 

1260 an d  a r e  c o n s id e re d  n o rm a l  fo r a r a n d o m  p o pu la tion  of r a t s  this ag e .

3

AQM 0031
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T A B L E  XLVIII

T E S T  M A T E R IA L ; A ro c lo r  1260 

T w o -Y e a r  C h ro n ic  O r a l  T o x ic ity  Study -  A lbino R ata  

D e s c r ip t io n  of T u m o r  F ind ings  

G roup ; C o n tro l

A nim al . M o n th s
'«um ber W eight Stxe on
»m! Sex L ocation ( g r a m s ) (cm ) C la s s i f ic a t io n T e s t

* 1-M Abdom en - M a m m a ry  f ib ro a d e n o m a 24

2-M P a n c r e a s 11 .7 6 - A d e n o c a rc in o m a 24

i 6 - F Abdom en 6 4 . 9B 8 x 1 x 2 M a m m a ry  f ib ro ad e n o m a  , 24

• i 3 5 .0 9 5 x 2 x 2 M a m m a ry  f ib ro ad e n o m a

■17- F • Lym ph node - - R e t icu lu m  c e l l  s a r c o m a 24

■ B-F
I

Abdom en - 2 x 2 x 1 M a m m a ry  f ib ro ad e n o m a 24

5 0 -F A bdom en - 2 x 2 x 3 M a m m a ry  f ib ro ad e n o m a 7

5 2 -F Abdom en » - M a m m a ry  f ib ro ad e n o m a 24
• • > 

3 9 -F  . 5 Abdom en ^ s M a m m a ry  f ib ro ad en o m a 24

o
Ad rénal gland - - P h co ch ro m o cy lo m a

O
6 4 -F  •̂J Abdomen 8 8 .9 2 13 x  11 x 4 F ib ro ad e n o m a 24
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T A B L E  X U X
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T E S T  M A TER IA L: A ro c lo r  1260 

T w o -Y e a r  C hron ic  O ra l  T ox ic ity  Study -  Albino R ata  

D e sc r ip t io n  of T u m o r  F ind ings 

G roup : 1 ppm

A nim al 
N um ber 
and Sex L ocation

W eight
(g ram a )

Size
(cm ) C la e a if lc a t lo n

M ontha
o n

T e s t

9')-M P i tu i ta ry - - / ‘̂C hrom ophobe  ad en o m a 20

127-F P i tu i ta r y - - / C hrom ophobe  ad en o m a 24
Abdom en 2 5 .0 0 6 x 3 x 1 1 M am m ary  f ib ro ad e n o m a

128-F P i tu i ta r y - -
ê ■

t C hrom ophobe  adenom a 21
A bdom en .6 0 .8 0 * ' ' 5 x 6 x 2 * *" M am m ary  f ib ro ad en o m a

138-F Abdomen 2 0 .0 7 • M a m m a ry  f ib ro ad en o m a
,i •

24
P i lu i la ry -■ - t C hrom ophobe adenom a

M l - F O v ary - /^Adenoma 24

151-F Abdomen M . 89 - » M am m ary  f ib ro ad en o m a 24

152-F Abdomen 5 40 .00 1 3 x 1 5 x 2  * • M am m ary  f ib ro ad en o m a 22•c*M *»o  
T

an
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T A B L E  L

T E ST  M A T ER IA L : A ro c lo r  1260 

T w o -Y e a r  C hron ic  O r a l  T ox ic ity  Study -  A lbino Rata 

D e sc r ip t io n  of T u m o r  F ind ings  

G roup : 10 ppm

Anim al 
N um ber 
and Sex L ocation

W eight 
' (g r a m s )

Size
<c™> C la ss i f ic a t io n

M o n th s
o n

T e a t

* 2 0 5 -F Abdomen 190.00 9 x 5 x 4 i' ‘ M a m m a ry  f ib ro ad en o m a 24

2 0 8 -F P i tu i ta r y - - i- C hrom ophobe adenom a 24

• 2 1 3 -F Abdom en - *- i M a m m a ry  f ib roadenom a  , 24

2 1 6 -F Right sh o u ld e r 138. 00 - u  Subcutaneous tu m o r 23

2 2 0 -F Abdomen 9 .5 7 _ ' ‘M a m m a ry  f ib roadenom a 24
P itu i ta ry - - ; Cliomophobe adenom a

221 - F S ubm ax llla ry 14 .44 2 x 3 x 1 i F ib ro ad en o m a 24
region

Abdomen 2 9 .0 3 x 5 x 2  , . i M am m ary  f ib roadenom a

CJ
U) 1»

o
X «
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T A B L E  L  continued  

T E ST  M A TERIA L: A ro c lo r  1260

T w o -Y e a r  C hron ic  O r a l  T ox ic ity  Study -  A lbino Rate

D e sc r ip t io n  of T u m o r  F indings

G roup: 10 ppm

Animal 
N um ber 
and Sex L ocation

W eight
(u ran ia )

Size
(cm) C la s s i f ic a t io n

M o n th s
on

T e s t
1
!

V
2 2 - F  * Left fe m o ra l  

reg ion
5 6 .0 0 6 x 8 x 2 ^ S u b c u t a n e o u s  tu m o r 6

1
*
\

2 3 3 -F P i tu i ta r y - K  C hrom ophobe adenom a 24

2 3 4 -F Abdomen
P a n c re a s

6 0 . 82 6 x 4 x 3 ^  M am m ary  f ib ro ad en o m a  
a* I s le t  c e l l  adenom a

24

■

O

o o1 UiCl)
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T A B L E  LI

TE ST M ATERIAL) A ro c lo r  1260 

T w o-Y ear*C hron ic  O ra l  T ox ic ity  Study - Albino R ata  

D e sc r ip t io n  of T u m o r  F ind ings

G roup: 100 ppm

Anim al 
N um ber 
and Sex Location

W eight
(g ra m e )

Size
(cm ) C la e s i f ic a t io n

M onths
on

T e s t

2-H-M P a n c re a s - 1 Adenom a 24

264-M P a n c re a s - * f ^ l s l e t  c e l i  ad en o m a 21

2B1-F Abdomen - ^ M a m m a r y  f ib ro ad e n o m a  » 24

2 9 1 -F L iv e r 3 5 .0 4 6 x 4 x 2 Ly m phos a re  orna 23

2 9 9 -F Abdominal
cavitys

5 0 .7 5 6 x 4 x 3
s
/  F ib ro m a 24

3 0 1 ,F . L iv er i. - Ly m phos a re  orna 23

u»
u\

o*

o
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T A B L E  LI continued j

«

T E S T  MATERIALS A ro c lo r  1260 i

T w o -Y e a r  C h ro n ic  O r a l  Toxicity  Study -  Albino R ats

1
D e sc r ip t io n  o i  T u m o r  F ind ings 

G roup: 100 ppm

Animal 
N um ber 
and Sex L ocation

W eight
(g ra m s )

S ire  
_ 1cm) C la s s i f ic a t io n

M o n th s
on

T e a t

'3 0 2 - F Lym ph node - L y m p h o sa rc o m a 24

30A-F P i tu i ta r y - - (/# C hrom ophobe  adenom a 24

• 3 1 1 - F Abdomen 14. 00 4 x 3 x 2
1 x 2 x 1

» 'M am m ary  f ib ro ad en o m a  . 
1 M am m ary  f ib roadenom a

24

312-M P itu i ta ry - - ' 'c h ro m o p h o b e  adenom a 24

314-F Abdomen 2 6 .0 0 5 x 4 x 3 M am m ary  f ib roadenom a 24
%

o
T
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R E P O R T  TO

MONSANTO COMPANY

TW O -Y EA R  CHRONIC ORAL TOXICITY WITH 
AROCLOR 1254 

IN ALBINO RATS

NOVEMBER 12, 1971

IB T  NO. B72?8

L In troduction

A t the r e q u e s t  of M onsan to  Com pany, a  tw o -y e a r  c h ro n ic  o r a l  

to x ic i ty  s tudy  was conducted using  alb ino  r a t s  to d e te r m in e  the p o te n t ia l  

to x ic i ty  of A ro c lo r  1254, Lot No. AK -38. The fo llow ing  r e p o r t  r e p r e s e n t :
e

the  r e s u l t s  of this inves t ig a tio n .

O

ADM 00354

00 347-



3 l C J T S S T  ¿ ¿¿ tn rivu fi' Z

H. S u m m a r y

A tw o - y e a r  c h ro n ic  tox ic ity  s tudy  w as conducted  using  albino r a t s  

fed d ie ts  co n ta in in g  1 (T -I), 10 (T -11} o r  100 (T-IIIJ ppm A ro c lo r  1254.

F o o d  c o n su m p tio n  w as not a l te r e d  in any t e s t  g ro u p .  Body weight g a in s  

of t e s t  and c o n t ro l  a n im a ls  did not d iffe r  a f te r  3 o r  12 m onths  of te s t in g .  

A f te r  24 m o n th s  fe m a le s  fed 100 ppm  A ro c lo r  1254 had gained less  w e ig h t  

th an  the c o n t r o l  f e m a le s .  Weight gains of the m a le  r a t s  did not d i f f e r  

f r o m  the c o n t r o l s .  The nu m b er of a n im a ls  dying and the tim e a t w h ich  d e a th  

o c c u r r e d  d id  no t d i f f e r  am ong te s t  and c o n tro l  g ro u p s .

H e m a to lo g ic a l  and c l in ic a l  blood c h e m is t r y  s tu d ie s  conducted a f t e r  

3» 6, 9. 12, 13, o r  24 m onths did not r e v e a l  any a f fe c ts  r e la te d  to A r o c l o r  

1254. U r in e  a n a ly s e s  fa iled  to r e v e a l  any d i f f e r e n c e  betw een  te s t  and  

- c o n t ro l  r a t s .
1

A t s a c r i f i c e  afLer 3, 6, o r  12 m onths on t e s t ,  o rg a n  w e ig h ts ,  o rg a n  eo 

body w eigh t and o rg an  to b ra in  w eight r a t io s  d i s c lo s e d  s e v e r a l  r a n d o m ly  

o c c u r r in g  in te rg ro u p  d ifferences* . The lack  of any  c o n s is te n t  dose r e l a t e d  

r e s p o n s e  and the ab sen ce  of any d e le te r io u s  h is to p a th o lo g ic  change c o n f i r m  

th a t  th e se  d i f f e r e n c e s  w e re  not r e la te d  to the ingese ion  of A ro c lo r  1254.
II

A t the  f in a l  s a c r i f i c e  a f te r  24 m onths on t e s t ,  the abso lu te  l iv e r  w e ig h t
<1

an d  l iv e r  to  body w eigh t o r  b ra in  weight ra t io s  w e re  s ig n if ican tly  e lev a te d  

in  bo th  T-IIX m a le s  and fe m a le s .  H isto log ic  e x am in a t io n s  of the l i v e r s  1 

f r o m  the T - IH  g roup  re v ea led  s e v e r a l  animal.'« v-ilh v a c u o la r  change.

AOM 0035 
4
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T h is  le s io n  is  m o rp h o lo g ica l ly  indicative- of fa t ty  d e g e n e ra t io n .  S p ec if ic  

fa t  s ta in s  c o n f i rm e d  the p re s e n c e  of fa t  in th e se  v a cu o le s .  F o c a l  h y p e r tro p c  

and foca l h y p e r p la s i a  w e re  a lso  found in the l iv e r s  f ro m  a n im a ls  fed  

A r o c l o r  1254.

H y p e r p la s ia  of the u r in a r y  b la d d e r  was found in a n im a ls  f r o m  the con trc  

g ro u p  and f r o m  eae h  of the te s t  g ro u p s .  T h is  h y p e rp la s ia  w as u s u a l ly  

a s s o c ia te d  w ith  c y s t i t i s .

None of the tu m o rs  found could be re la te d  to the ingestion  of A r o c l o r  

1254 and a r e  c o n s id e re d  n o rm a l  fo r a ran d o m  popu la tion  of r a t s  th is  a g e .

R esp ec tfu l ly  su b m itted ,

INDUSTRIAL B IO -T E S T  LABORATORIES, INC.

R e p o r t  p r e p a r e d  by:
Philip  S m ith , B. S. 
A s s is ta n t  T o x ico lo g is t  
R at T ox ic ity

R e p o r t  ap p ro v e d  by:

R a t T ox ic ity

F a u l  L. W righ t, Ph . D. 
Section Head, T oxicology

M i L .  K c p h i i r .u r ,  P U . ^ .  
M a n n e r ,  Toxicology

N o v e m b e r  12, 1971

bb :hp

OC 3 4 9
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III. P r o c e d u r e

A. E x p e r im e n ta l  A nim als

T he  a n im a ls  em ployed in  the te s t  w e re  C h a r le s  R iver  S tra in *  

a lb in o  r a t s .  P o u r  hundred  r a t s  (200 m a le  and 200 fem a le )  w e re  s e l e c t e d  

fo r  the e x p e r im e n t ,  e a r -p u n c h e d  w ith  the a n im a l  n u m b e r  ass igned  and  

h o u sed  in d iv id u a lly  in s ta n d a rd  w ire -b o t to m e d  s te e l  r a t  cages . E a c h  

cag e  bo re  a  c o lo r - c o d e d  c a rd  identify ing  the r a t  w ith  r e s p e c t  to p r o je c t  

n u m b e r ,  d i e t a r y  le v e l  a s s ig n m e n t ,  in d iv idua l n u m b e r  and sex.

B. O rg a n iz a t io n  of G roups

A s t r u c t u r a l  outline of the e x p e r im e n t  is  g iven  in Table 1.

TA B LE I

T E S T  M ATERIAL: A ro c lo r  1254

3 I O • T E S T n o .  f a &

T w o - Y e a r  C hron ic  O ra l  T ox ic ity  Study - A lbino R ats  

O utline  of E x p e r im e n t

G ro u o
N um ber
M ale

of A n im als  
F e m a le s

D ie ta ry  L e v e l  
(oom)

C o n tro l 50 50 None A d m in i s t e r e d

T - I 50 50
9

1

T - H 50 50 10

T - m 50 50 100

* C h a r le s  R iv e r  B reed in g  L a b o r a to r ie s ,  N o rth  W ilm ington , M ass .

D(

an« C0354Ö 
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C« D ie t s ,  F eed ing  and Food C onsum pt ion

A ll  d ie ts  w e re  p re p a re d  in the  c e n t r a l  d ie t  ro o m  of this 

l a b o r a to r y .  T he  b a s ic  ra t io n  f ro m  w hich  a l l  d ie ts  w e re  co n s tru c ted  

w as  a s ta n d a rd ,  p u lv e r ized  stock  r a t  r a t i o n - .  T he  d ie t  fo r  any g iven  t e s t  

g ro u p  w as p r e p a r e d  by blending  the c a lc u la te d  am oun t of A ro c lo r  1254 

w ith  a  p re -w e ig h e d  po rtion  of the s to ck  r a t io n  in a  H o b a r t  m ix e r .

F r e s h  d ie ts  w e re  p re p a re d  each  w eek  and e v e ry  r a t  was o f fe re d  

an  am oun t of food su ff ic ien t  fo r  ad l ib i tu m  feed ing .

F ood  consum ption  w as re c o rd e d  fo r  five r a t s  of each  sex  In e v e r y  

g ro u p  w eek ly  fo r  the  f i r s t  th re e  m onths  and m o n th ly  for the next n ine  

m o n th s .  T h e r e a f t e r ,  p e r io d ic  spot ch eck s  w e re  m a d e .

D. Bodv Weights and V"eight Gains

In i t ia l ly ,  the  body w eight of e ach  r a t  in e v e ry  g ro u p  was d e t e r ­

m in ed  and r e c o r d e d .  T h e r e a f t e r ,  in d iv id u a l  w eigh ings w e re  m ade w e e k ly  

fo r  the f i r s t  13 w eeks and m onth ly  t h e r e a f t e r  u n ti l  the conclusion  of the  

in v e s t ig a t io n .

E . M o r ta l i ty  and R eac tions

C h ec k s  f o r  m o r t a l i t y  and a b n o rm a l  b e h a v io r a l  re a c t io n s  w e r e  m a d e
I i *

d a i ly  th ro u g h o u t the  inves t ig a t io n .  j
' i

F .  H e m a to lo g ic  Studies and U r ine  A n a ly se s  * |
~ t

B lood s tu d ie s ,  including  d e te r m in a t io n s  of hem oglobin  c o n c e n t r a ­

t io n ,  h e m a t o c r i t  v a lu e ,  e ry th ro c y te  count and bo th  to ta l  and d i f f e r e n t ia l

i-1'.uzL B I O  T E S T  ci, ;Vui

* P u r in a  R a t  Chow, R a ls to n  P u r in a  Co. St. L ou is .  Mo.
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leukocyte  c o u n ts ,  w e re  conducted upon five m a le s  and five fem ales  f r o m

both  the c o n t ro l  and 100 ppm g roups .
«

U rin e  a n a ly s e s  fo r  the p re s e n c e  of g lu c o se ,  a lbum in , m i c r o ­

sco p ic  e l e m e n t s ,  and d e te rm in a t io n s  of pH and sp ec if ic  g rav ity  w e re  c o n ­

ducted  upon u r in e  s a m p le s  a t  the sam e  t im e  in te r v a l s  and f ro m  the s am e  

a n im a ls  a s  th o se  em ployed for the  blood s tu d ie s .

T h e s e  s tu d ie s  w e re  conducted  a f t e r  3, 6 , 9 , 12, 18, and 24 

m onths  of feed ing .

C. C l in ic a l  Blood C h e m is t ry  S tudies

D e te rm in a t io n s  of blood u r e a  n i t ro g e n  c o n ce n tra t io n  (BUN), 

s e r u m  a lk a l in e  p h o sp h a ta se  ac t iv i ty  (SAP), f a s te d  blood g lucose  c o n ce n ­

t r a t io n  and s e r u m  g lu ta m ic -p y ru v ic  t r a n s a m in a s e  a c t iv i ty  (SGPT) w e re  

conducted a f te r  3, 6, 9, 12, 18, and 24 m o n th s  of feeding  upon the  s a m e  

r a t s  as  w e re  the  ro u tin e  blood s tu d ie s .

H. P a th o lo g ic  S tudies

W hen an  a n im a l  succum bed  du ring  the t e s t  p e r io d ,  a g ro s s  a u to p sy  

w as p e r f o r m e d .  In th o se  c ase  when p o s tm o r te m  a u to ly s is  w as not a d ­

v a n ced , r e p r e s e n t a t i v e  t i s s u e s  w e re  taken  and p r e s e r v e d  in  ten  p e r c e n t  

fo rm a l in  so lu t io n  f a r  p o ss ib le  fu tu re  h is to p a th o lo g ic  study.

A f te r  3 , 6 , and 12 m onths  of te s t in g ,  f ive  a n im a ls  of each  sex  f r o m  

each  group w e re  s a c r i f ic e d  and su b jec ted  to co m p le te  g ro s s  pa thologic  

e x am in a tio n s .

A b so lu te  o rgan  w eights  w e re  r e c o r d e d  and organ  to body w eight 

and organ  to b r a in  w eight r a t io s  com puted . T he  following o rg an s  w e re

ADM 0 0 3 5
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in c lu d ed :  l i v e r ,  k id n e y s ,  s p le e n ,  gonads, h e a r t  and b r a in .  T h ese  d a ta  

w e r e  then  s u b je c te d  to s t a t i s t i c a l  a n a ly s is .  An A n a ly s is  of V arian ce  was 

conducted  f i r s t  and s ig n if ic an t  effects d is c lo s e d  by th a t  t r e a tm e n t  w e re  

f u r t h e r  s tu d ie s  b y  Mt n - t e s t s .

C o m p le te  m ic r o s c o p ic  exam inations  w e r e  conducted  upon the 

t i s s u e s  and o rg a n s  f ro m  a l l  c o n tro l  and 100 p p m  g ro u p  a n im a ls  s a c r i f ic e d  

a f t e r  3, 6, o r  12 m on ths  of te s t in g .  The following t i s s u e s  and o rgans  

w e r e  in c lu d ed  in  the e x am in a tio n s :  h e a r t ,  t r a c h e a ,  lu n g s ,  l iv e r ,  p a n c r e a s ,  

e so p h a g u s ,  s to m a c h ,  s m a l l  in te s t in e  (duodenum , je ju n u m  and i leu m ), c a e c u m  

co lon , s p le e n ,  ly m p h  n o d es ,  k idneys, u r i n a r y  b la d d e r ,  gonads, p r o s ta te  

g la n d ,  s e m in a l  v e s i c l e s ,  u t e r u s ,  p i tu i ta ry  g lan d , a d r e n a l  g lan d s ,  s a l i v a r y  

g la n d s ,  th y ro id  g land , p a ra th y ro id  g lands, s k e l e t a l  m u s c l e ,  s te r n u m ,  

b o n e ,  p e r ip h e r a l  n e rv e ,  sp in a l  co rd 'an d  b r a in  ( c e r e b r u m ,  c e r e b e l lu m  and 

p ons) .

T h e  a fo re m e n tio n ed  t i s su e s  w e re  p r e p a r e d  and s ta in ed  w ith 

H e m a to x y l in -Z o s in  s ta in .

A f te r  two y e a r s  of feeding , a l l  su rv iv in g  a n im a ls  w e re  s a c r i f i c e d  

and  s u b je c te d  to  co m p le te  g r o s s  pathologic  e x a m in a t io n .

T h e  a b so lu te  w e igh ts  of the l iv e r ,  k id n e y s ,  s p le e n ,  gonads, h e a r t  

and b ra in  w e r e  r e c o r d e d  im m e d ia te ly  a f te r  s a c r i f i c e .

M ic r o s c o p ic  ex am in a tio n s  w e re  conducted  upon t i s su e s  and o rg a n s  

f ro m  s e le c te d  a n im a ls  dying during the e x p e r im e n t  and upon a ll  a n im a ls  f r o m  

the final s a c r i f i c e .

ACM OC 355
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T i s s u e s  and o rgans  e x am in ed  w e re  the s a m e  as  those p re v io u s ly

m e n tio n e d .
«

L T u m o r  Incidence and C la s s i f ic a t io n

A tab u la t io n  of the inc idence  of tu m o r  fo r m a t io n  in each g roup  

w a s  m ad e  a t  the conclus ion  of the in v e s t ig a t io n .  In ad d itio n ,  tu m o r  d a ta  

fo r  in d iv idua l a n im a ls  including lo ca t io n ,  w e ig h t ,  s iz e  and pa thologic  

c l a s s i f i c a t io n  w e re  r e c o rd e d .

i
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1

IV. R esu l ts

A . Body W eights  and Weight Gain»

Tho m a le  and fem ale  body weight d a ta  a r e  a s s e m b le d  in Table  

II. The d a ta  in th is  tab le  a lso  include the 3. 12 and 24 m onth  to ta l  w e igh t 

g a in s .

O
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T A B L E  II

T E S T  M A T E R IA L ; A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study -  A lb ino  R a ts  

Body W eigh t and T o ta l  W eigh t G ain  D ata  

S u m m a r y  o i  M ean  V a lu es

Body W eight 9 0 - D a y
D ie ta ry  L evel of (g ra m s )  T o ta l  W eigh t

A ro c lo r  1254 Week; G a in
(ppm) Sex 0 1 2 3 4 5 6 7 8 9 10 •1 1 12 13 ( g r a m s / r a t )

C ontro l M 133 203 245 313 362 373 391 409 424 440 440 449 467 474 3 11
F 136 178 190 219 244 254 259 265 270 276 281 278 290 288 152

1 . M 133 206 253 322 364 373 396 4 2 5 ' 4 36 457 470 483 490 509 376
F 136 171 190 213 235 246 248 250 259 270 270 274 279 285 119

10 M 133 209 251 325 375 394 402 410 432 453 470 488 494 508 376
F 136 171 194 220 243 263 2119 293 281 272 276 274 280 288 152 *

100 M 133 207 260 324 365 375 295 419 42U 440 450 469 480 486 353
F 136 174 197 223 242 254 276 290 281 268 270 274 277 280 114

>a
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T A B L E  II continued• t

T E S T  M A T E R IA L : A r o c lo r  1254 

T w o -Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study -  A lb ino  R a ta  

Body W eight and T o ta l  W eight G ain  D ata

S u m m a ry  of M ean V a lu es

D ie ta ry  L evel of 
A ro c lo r  1254

(pirn) Sex 4 5 6 7

Control M 498 533 565 593
F 297 310 322 333

1 M 522 550 581 604
F 289 295 307 322

10 M 529 567 593 . 621
F 300 308 321 330

100 M 495 521 541 562
• F 292 300 306 316

Body W eight 12 -M o n th
(g ram a)  T o ta l  W eigh t
Mtmlli: G a in

8 9 10 II 12 ( g r a m s / r a t )

622 642 667 688 701 568
315 359 374 383 390 254

633 658 680 715 725 592
333 340 354 , 367 3H0 244

642 667 681 700 726 593
341 354 367 380 392 256

586 608 627 642 664 531
321 326 332 340 347 211

3  ~
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T A B L E  II continued  

T E S T  M A T ER IA L ! A ro c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  A lb ino  R ata  

Body W eight and  T o ta l  W eigh t G ain  Data

S u m m a r y  of M ean V a lu es

d ie ta ry  L evel of 
A ro c lo r  1254

Sex 13 14 15 16

Body Weight 
(g ra m s )  
Month;

17 IH 19 20 21 22 23 24

24 - M onth  
T o ta l  W eigh t 

G a in
( g r a m s / r a l )

•'Jon l rot M 728 746 759 768 769 767 760 ' 758 739 726 6 h? 642 509
F 426 444 466 481 500 515 533 547 551 550 564 551 415

1 M 760 780 807 800 802 795 786 769 750 728 715 656 523
F 401 426 476 483 493 510 521 532 537 542 553 540 404

10 M 746 774 824 7 HO 804 ' 826 823 821 813 800 767 762 629
F 421 433 485 466 475 481 485 492 298 . 500 471 500 364

100 M 6GB 714 735 730 733 726 716 700 6B5 652 628 656 523
F 360 367 392 374 381 394 393 398 401 400 395 41 I 275

^  ,|J S ta t is t ic a l ly  s ign if ican t a t  the 99 p e rc e n t  confidence  l im i t .

u>
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B . F ood  C onsum ption

T h e  d a ta  obtained  f r o m  the food co n su m p tio n  m e a s u r e m e n t s  

co n d u c te d  d u r in g  the  f i r s t  12 m o n th s  of feeding a r e  s u m m a r iz e d  in  T a b le  III.

T h e s e  d a ta  r e v e a le d  no s ig n if ic an t  d i f f e r e n c e  b e tw een  t e s t  

a n d  c o n t ro l  r a t s .  The  p e r io d ic  checks  conducted  d u r in g  the r e m a i n d e r  

o f  th e  in v e s t ig a t io n  a lso  re v e a le d  no ou ts tand ing  d i f f e r e n c e s  b e tw een  t e s t  

an d  c o n t ro l  a n im a l s .

ADrt GC355£
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T A B L E  III I

T E S T  M ATERIA L: A ro c lo r  1254 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study -  A lb ino  R ata  

Food C onsum ption  D ata

CD

n

—i
m
t/i

S u m m a ry  of M ean Value«i
£

D ie tary  Level of 
A ro c lo r  1254

In p n )  Sex 1 2 3 4

Food C onsum ption  
( g r a m s / r a t / s e v e n  days) 

Week:
5 6 7 8 9 10 11 12 13 (grai

A v e ra g e  F ood  
C o n su m p tio n  

m s / r a t / s e v e n  d

a-vtid
,

1 
=

Coni ro l M 94 160 175 163 137 137 225 197 204 188 191 194 196 174F 73 140 144 107 104 133 208 154 165 151 146 150 151- 140
1 M 112 148 156 168 148 214 160 193 218 186 184 187 189 174F 87 117 108 118 113 203 105 137 149 144 144 147 146 132

10 M 116 139 148 164 163 221 201 199 216 191 192 200 199 181 •
F • 90 109 107 114 121 193 159 134 144 150 151 152 149 136

100 M 116 »72 163 185 231 165 189 198 185 197 189 189 121 187F 89 141 98 129 U 9 190 146 146 145 139 137 146 193 152
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T A B L E  III continued

T E ST  M ATERIAL: A ro c lo r  1254 .
(.

T w o -Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study -  A lbino R ata
»■

Food C onsum ption  D ata  ^

S u m m a ry  of M ean V alues

Food C onsum ption
D ietary  Level of 

A ro c lo r  1254 
1 npr.il Sex 4 5

( g r a m s / r a t / s e v e n  days) 
Mouth;

6 7 8 9 10 11 12

A v e rag o  F ood  
C o n su m p tio n  

( g r a m s / m l / s e v e n  d a v a l

Coni rol M 196 ’ 189 168 147 163 184 179 170 187 176
F 148 154 136 121 138 152 160 141 127 142

1 M 189 IBI 184 198 190 190 197 152 190 186
F 141 159 147 162 145 150 151 123 126 145

10 M 190 191 189 196 190 188 191 186 163 187
F 139 138 148 148 150 145 138 142 149 144

100 M 179 168 190 179 187 182 197 180 188 183
F 148 141 144 162 163 151 148 141 137 148



C* M o r ta l i ty  and R eac tions

A f r e q u e n c y  d is t r ib u t io n  of n a tu r a l  d e a th s  o c c u r r in g  d u r in g  the 

in v e s t ig a t io n  a p p e a r s  in  T ab le  IV,

No u n to w a rd  b e h a v io ra l  re a c t io n s  w e re  n o ted  a m o n g  any of the 

a n im a l s  em p lo y ed  in  the  in v es t ig a t io n .

ACM OC35
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T E S T  M A T E R IA L : A r o c lo r  1254 

T w o -Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study * A lbino  R ate

M o r ta l i ty  Data ■
I

F r e q u e n c y  D is t r ib u t io n  o f  D eaths

D ie ta ry  L eve l 
(ppm) Sex 1-3 4 -6

F r e q u e n c y  D is t r ib u t io n  of D eaths  
M on ths:

7 - 9  10-12 13-15 16-1 a 19-21 2 2-24
T o t a l  D ead 1 

N u m b e r  T e s t e d  J

C ontro l M 0 0 0 2 1 7 6 9
%

2 5 /3 5  Ì
F 0 0 0 1 3 5 7 3 19/35

1 M 0 0 0 2 5 6 8 9 3 0 /35
F 2 0 0 1 2 1 5 3 14 /35

10 M 0 O' 0 1 3 5 8 10 2 7 /3 5
F 0 1 1 4 2 3 4 7 2 2 /3 5

100 M 0 0 1 3 2 5 7 9 2 7 /3 5
F I 0 2 4 4 2 4 6 2 3 /3 5

° Does not Include the five a n im a ls  of each  s ex  f ro m  e v e r y  g ro u p  s a c r i f i c e d  for in te r im  pa tho log ic  s tu d ie s .
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D. H e m a to lo g ic  and C lin ica l  Blood C h e m is t r y  S tudies

M ean  m a le  and fem a le  H em atologic  and c l in ic a l  blood c h e m i s t r y  

d a ta  a r e  s u m m a r iz e d  in  T ab les  V th ro u g h  DC.

V a lu es  fo r  a l l  p a r a m e te r s  in v e s t ig a te d  w e r e  w ith in  the  n o r m a l  

r a n g e  fo r  the  a lb in o  r a t .  No s ig n if ie a n t  d i f f e r e n c e s  b e tw een  t e s t  and  c o n t r o l  

v a lu e s  w e re  o b s e r v e d .  .

ACM C 0 3 5 6
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T E S T  MATERIAL-, A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  A lb ino  R a ta  

H e m a to lo g ic  D a ta  

S u m m a r y  of M ean  Value«

T A B L E  V

T o ta l  L eukocy te  Count E ry th ro c y to  Count
D ie ta r y  (thousands/m nrv*) (m i l l io n a /m m * )

L ev e l  Months Month:
(pnm) Sex 3 6 9 12 18 24 3 6 9 12 IB 24

M 14.0 15.4 10. 1 1!. 1 9 .9 11.2 8. 1 8 .2 8 .7 8 .8 7 .6 6 . 5
C o n tro l

F
•

9*1 9 .4 6 .7 7 .6 6 .8 7 .6 7 .5 7 .7 7 .3  . 7 .8 7 .7 6 . 8

100
M 15.1 15.2 10.9 11.09 9 . 8 10.2 7 . 5 7 . 7 8. 1 7 . 7 8 . 0 8 . 0

F 11.6 12.2 7 . 3 8 . 7 6 . 6 11.8 7 . 5 7 . 6 7 . 7 6 . 9 7 . 3 6 . 4

O
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T E S T  M A T ER IA L : A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  Albino. R a ta  

H e m a to lo g ic  D ata 

S u m m a r y  of M ean  V aluea

T A B L E  VI

H em oglob in  C o n ce n tra t io n  H e m a to c r i t  Value
D ie ta r y

L evel
(onm) Sex 3 6

(g/100 m il  
Month:

9 12 IB 24 3 6
1

9

(V.)
Month:

12 IB 24

M 17. 1 17 .7 15.7 17 .6 16. 1 13 .6 51 49 48 50 41 35
C o n tro l

F 1 6 .9 17.4 14. 1 16 .7 16.4 14.6 50 47 43 . 46 42 38

M 15.6 17 .6 13 .8 15 .6 15 .7 15.3 47 47 42 44 41 40
100

F 16 .5 1 7 .8 13.9 14 .5 14 .5 1 2 .7 48 47 42 40 37 32

O
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T A B L E  VII ■ I

T E S T  M ATERIA L: A r o c lo r  1254 . !
(

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  A lb ino  R a t s

H e m a to lo g ic  D a ta  \

S u m m a r y  of M ean V alues

D ie ta r y
L eve l
(pnm) Sex 3 6

D iffe re n t ia l  Leukocyte  
L ym phocy tes  

Month:
9 12 18

Count (N um ber of C elia  p e r  H undred)
N e u tro p h ils

Month:
24 3 6 9 12 18 24

C o n tro l
M 8 2 .0

t
8 8 .6 8 0 .4 7 8 .8 7 9 .0 6 5 .4 16.0 11 .4 18 .6  2 0 .6 20. 0 32. 2

F 8 1 .0 8 6 .6 8 6 .8 8 9 .0 7 0 .2 6 1 .4 15.4 11 .6 1 1 .8  . 10 .0 2 9 .2 3 6 .0 .

100
M 8 8 .2 79. A 8 5 .8 8 5 .2 6 9 .8 6 8 .0 10 .8 2 0 .2 l i . 8  14 .2 2 9 .0 3 0 .2

F 9 2 .2 9 2 .0 7 9 .6 8 4 .6 7 9 .0 6 l .O 7 .4 7 .8 2 0 .2  15 .0 2 0 .4 5 7 .6

JtiO
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T A B L E  V ll continued  

T E S T  MATERIALS A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  A lb ino  R a ta  

H e m a to lo g ic  D ata  

S u m m a r y  of M ean  V a lu es

D ie ta r y
Level
(npm) Sex 3 6

D if fe re n t ia l  Leukocyte  
M onocytes  

Month:
9 12 18

Count (N um bor of C ell 

24 3 6

a p e r  H undred) 
E o s in o p h ils  

Month:
9 12 18 24

C o n tro l
M 0 .6

•
0 .0 0 .0 0 .4 0 .2 1 .2 1.4 2 .0 1 .0 0 .2 0. 8 1 .6

F 0 .6 0 .0 0 .0 0 .0 0 .2 1 .0 1.0 1 .8 1.4 0 .2 0 .6 1 .6

100
M 0 .0 0 .0 0 .0 0 .0 0 .0 0 .8 1.0 0 . 2 0 .4 0 .6 1 .2 1 .0

F 0 .0 0 .0 0 .0 0 .0 0 .0 1 .0 0 .4 0 .2 0 .2 0 .4 0 .6 0 .4
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T A D L E  VII continued 

T E S T  M A T E R IA L : A ro c lo r  1254

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  A lb ino  R a ta  

H e m a to lo g ic  D ata  

S u m m a r y  of M ean  Value«

D iffe re n t ia l  L eukocyte  Count (N um ber of C e lla  p o r  H undred)
D ie ta r y B asophile

L eve l Month:
(ppm) Sex 3 6 9 12 IB 24

M 0 .0 0 .0 0 .0 0 .0 0 .0 0 .0
C o n tro l a

F 0 .0 0 .0 0 .0 0 . 0 0 .0 0 .0

M 0 .0 0 .0 0 .0 0 .0 0 .0 0 .0
100

F 0 .0 0 .0 0 .0 0 .0 0 .0 0 .0

Öo
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T E S T  M ATERIA L: A ro c lo r  1254 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study -  A lbino R a ta

H em ato lo g ic  D ata 

S u m m a ry  of M ean V alues

T A B L E  VIII

D ie ta ry
L ev e l
(ppm) Sex 3

S e ru m  G lu ta m ic -P y r u v ic  
T r a n s a m in a s e  A c tiv ity  

(Dado U nits)
Month:

6 9 12 18 24 3

Blood U re a  N itro g en  
C o n ce n tra t io n  

(m gs */•)
Month:

6 9 12 18 24

M 38 48 45 45 42 36 17 15 12 10 14 15
C on tro l

F 33 39 38 42 32 30 14 16 15 9 13 11

M 33 32 43 ’ 50 38 41 14 15 13 12 11 15
100

F 32 46 49 61 46 78 16 15 13 14 13 15

O
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T A B L E  IX

T E S T  M ATERIAL: A ro c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  A lbino R ata  

H em ato lo g ic  D ata  

S u m m a ry  of M ean V alues

F a s te d  Blood G lucoeo S e r u m  A lka line  P h o s p h a ta s e
C o n ce n tra t io n  A ctiv ity

D ie ta ry
Level
(ppm) Sex 3 6

(m gs 7.) 
Mouth: 

9 12 18 24 3

(K ln g -A rm s t ro n g  U nits) 
Month:

6 9 12 18 24

M 128 123 89 88 138 99 2 8 .6 2 4 .7 2 1 .5 2 0 .3 16 .2 22. 3
C on tro l

F n o n a 115 92 134 109 18 .9 1 7 .8 10 .6 11-9 1 6 .8 2 0 .2

M 109 113 129 128 124 115 3 5 .4 2 3 .2 2 7 .4 27. 1 1 4 .6 2 3 .5
100

F 120 107 124 113 132 107 17. 1 18. 1 19.3 16 .7 10.0 2 1 .6

r

(

i
u

a

fta
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E* U r in e  A n a ly se s

M e^n  m i l e  and fem a le  u r in e  a n a ly se s  d a ta  a r e  s u m m a r is e d  in 

T a b le s  X th ro u g h  XU.

No d i f f e r e n c e s  w e re  noted b e tw een  th e  u r in e  f r o m  con tro l and 

t e s t  a n im a ls  a t  the  in te rv a ls  of ex am in a t io n .

ADM C 0 356 9*

0 0  372



I
T A B L E  X

T E S T  M ATERIA L: A ro c lo r  1254 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study -  A lbino R ata  

U r in e  A n a ly se s  D ata  

S u m m a ry  of M ean V alues

D ie ta ry
Level
(ppm) Sex 3 6

G lu co se
Month:

9 12 18 24 3 6

A lbum in
Month:

9 12 i a 24

M n n n n n n n n t t 42 43
C ontro l

F n * n n n * n n n n n n t 42

M n n n n n n n n t t t 42
100 a

F n n n n n n n n t t t 43

O  > 
nrt °~K

U)NJ ;>
Co O

It)

Key:
n -  n ega tive
t = t r a c e ;  l e s s  than  30 m g /1 0 0  m l  u r in e  

4 1 = 30 to 100 m g / 100 m l u r in e  
-t-2 -  100 to 300 m g /1 0 0  m l u r in e  
♦ 3 = 300 to  500 m g /  100 m l u r in e  
4*1 = m o re  than 500 m g /1 0 0  m l u r in e

Ui

r.
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T E S T  M A TER IA L; A ro c to r  1254 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study -  A lbino R ata  

U r in e  A n a ly se s  D ata 

S u m m a ry  o l M ean V alues

T A B L E  XI

O
o

Di i-i a ry  
Level
!P* S«*x 3

M ic ro sc o p ic  E le m e n ts  
Month:

6 9  12 18 24 1 6

pH
Month:

9 12 IB 24

• # • a* % s• * n n n n 11 7 7 6 7 7 6
C r. *

• • ••• • n n n t t 8 8 7 8 6 6

t

« S 
• • s »• n n n t t 7 7 6 7 6 6

1
p j* n n N t t 8 8 7 7 6 6

Key:
«\* - N o rm a l 
n a negative
I = t r a c e ;  le s s  than 5 p e r  low pow er Held 

41 = 5 lo 10 p e r  low pow or field  
-I 2 = 10 to 15 p e r  low pow er fie ld  
11 = m o re  than 15 p e r  low pow er fie ld

B I 0 - T E 3 T
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T A B L E  XII

T E S T  M ATERIA L: A ro c lo r  1254 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study - A lbino R a ts  

U r in e  A n a ly se s  D ata

S u m m a ry  of M ean V alues

D ie ta ry
L evel
(ppm) Sex 3 6

S pec if ic  G ra v i ty  
Month:

9 12 18 24

M 1*029 1 .022 1.033 1.027 1.042 1 .0 5 )
C on tro l

F 1 .020 1.019 1.025 1 .024 1.032 1 .0 3 9

M 1.01B 1.021 1.029 1 .027 1 .037 1 .0 2 7
100

F 1.020 1 .018 1.023 1 .022 1.029 1.031

V*

ta

O

n
U)

t
K

e*si
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F .  P a th o lo g ie  S tudies

1. T h rce« M o n th  S ac r if ic e

I« G ro s s  Patho log ie  F ind ings

No ou ts tand ing  d i f fe ren c es  w e re  no ted  betw een te s t  

and c o n t ro l  r a t s  upon g ro s s  pa tho log ica l  e x a m in a t io n .

b .  O rgan  ¡¡"eight and O rgan to Body and 
O rgan  to 5 r a in  V.’oigiit R atio  Data

• The r e s u l t s  of the s t a t i s t i c a l  a n a ly s e s  conducted on 

a b so lu te  o rg a n  w e ig h ts ,  o rgan  to body w e ig h t and o rg a n  to b ra in  w eight 

r a t i o s  a r e  s u m m a r iz e d  in T ab les  XIII th ro u g h  XVIII.

S ign ifican t d if fe ren c es  b e tw ee n  a t e s t  g ro u p  and the  

c o n t r o l  g roup  a r e  d es ig n a ted  by  a s t e r i s k s  fo llow ing th e  t e s t  va lue« .

O rg an  w eigh ts ,  o rgan  to body w e ig h t  and  o rg an  to b r a i n  

w e ig h t  r a t io s  d is c lo s e d  s e v e ra l  ran d o m ly  o c c u r r in g  in te rg ro u p  d i f f e r e n c e s .  

T he  la ck  of any  c o n s is te n t  dose  r e la te d  r e s p o n s e  an d  the a b sen ce  of any 

d e le t e r io u s  h is to p a th o lo g ic  change c o n f irm  th a t  th e s e  d i f f e r e n c e s  w e re  

n o t r e la te d  to the  inges t ion  of A ro c lo r  ¡¿54 .

AOM 003573

OC 376.
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T E S T  M A T ER IA L : A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - A lb ino  Rat*  

O rg a n  W eight and R atio  D ata  

T h ree -M o n th  S a c r i f ic e  

S u m m a ry  of M ean V a lu es  

O rgan : L iv e r

T A B L E  X i a

D ie ta ry  L e v e l
of O rg a n  W eigh t O r g a n /B o d y  W eigh t R a t io  O r g a n / B r a i n  W eigh t R a t io

A r o c lo r  1251 (g) (g /1 0 0  g) (g /g )
(ppm ) M ales_______F e m a le * __________ M alea_______F e m a le *  M a le s_______F e m a le *

C o n tro l 2 1 .4 1 3 .0 4 .1 3 4 .1 6 1 0 .3 6 .8 2

1 2 4 .0 13 .5 4 .3 4 4 .3 4 11*7 6 .8 5

10 22 . B 13.1 4 .5 9 4 .2 9 1 0 .9 6 .8 5

100
o

2 8 .0 * 1 3 .8 5 .2 5 4 .8 9 14 .6** 7. 11

♦ S ta t i s t i c a l ly  s ig n if ic an t  d i f f e r e n c e  at the  95 p e r c e n t  co n f id en ce  le v e l .  
** S ta t i s t i c a l ly  s ig n if ican t d i f f e r e n c e  at the 99 p e r c e n t  con fidence  le v e l .
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T A B L E  XIV

T E S T  M ATERIAL! A ro c lo r  1254

T w o - Y e a r  C hron ic  O ra l  T o x ic i ty  Study -  A lbino R a ts
» * ■

O rgan  W eight and R atio  D ata 

T h ree -M o n th  S a c r i f ic e  

S u m m ary  of M ean V alues  

O rgan : K idneys

D i i U r y  L evel
of O rg a n  W eigh t O r g a n /B o d y  W eigh t R a t io  O r g a n / B r a l n  W e ig h t  R a t io

A r o c lo r  1254 (6) (g /1 0 0  g) (g /g )
(pnm l M ale s F e m a le s M a le s F e m a le s M a le s F e m a l e s

C o n tro l 4 .0 3 2 .4 9 0 .7 8 2 0 .8 0 2 .1 . 9 5 1.31

1 4 .3 0 2 .6 2 0 .7 7 8 0 .8 4 5 2 .0 9 1 .3 2

10 4 .0 5 2 .6 1 . 0.B21 0 .8 5 2 1 .94 1 .3 6

100 4 .21 2 .7 4 0 .7 9 2 0 .9 7 5 2 .1 9 1 .4 2

u*
u

uo/ B l 0 - T E 5 T
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t a b Le  XV

T E S T  M A TER IA L: A ro c lo r  1254 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study - A lb ino  R a ts  

O rg an  W eight and R atio  Data 

T h ree -M o n th  S a c r i f ic e  

S u m m a ry  of M ean  V alues  

O rgan : Spleen

D ie ta ry  L ev e l
of O rg a n  W eigh t O rg a n /B o d y  W eigh t R a t io  O r g a n / B r a l n  W eight R a t io

A r o c lo r  1254 (g) (g /1 0 0  g) (g /g )
fpnm)______________M ales______ F e m a le s __________ M ales_______F e m a le s __________ M ale s______F e m a l e s

C o n tro l
s

0 .7 6 6 ■ 0 .5 7 8 0 .1 5 0 0 .1 8 4 0 .371 0. 302

1 0 .9 4 2 0 .6 6 8 0 . 167 0 .2 1 7 0 .4 5 4 0 .3 3 8

10 0 .7 6 6 0 .5 8 6 0 .1 5 4 0.191 0 .3 6 8 0 .3 0 8

100 0 .8 1 4 0 .5 4 2 0 .1 5 3 0 .1 9 2 0 .4 2 5 0 .281
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T A B L E  XVI

T E S T  M A T ER IA L : A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic l ly  Study - A lb ino  R a le  

O rg a n  W eight and R a t io  D ata  

T h ree -M o n th  S a c r i f ic e  

. S u m m a ry  of M ean  V alues  

O rgan ; Gonads

D ie ta ry  L ev e l
of O rg a n  W eig h t  O r g a n /B o d y  W eigh t R a t io  O r g a n / B r a i n  W eigh t R a t io

A r o c lo r  1254 (g) (g /1 0 0  g) fg /g )
(PPm) _ _ M ales F e m a le s M ale s F e m a le s M ale s F e m a le s

C o n tro l 3 .6 0 0 .1 1 4 0 .6 9 8 0 .0 3 7 0 1.74 0 .0 5 9 9

1 3 .5 0 0 .1 3 4 0 .6 3 7 0 .0431 1 .70 0 .0 6 7 5

10 3 .5 5 0 .1 1 0 0 .7 2 0 0 .0361 1 .7 0 0 .0 5 6 8

100 3 .8 2 0 .1 2 0 0 .7 1 8 0 .0 4 2 6 1.99 0 .0 6 1 8

i3
■>

I
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T A B L E  XVII

T E S T  M A T ER IA L : A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study -  A lb ino  R ata  

O rg an  W eight and R atio  D ata  

T h re e -M o n th  S a c r i f ic e  

S u m m a ry  of M ean  Value«

O rgan ; H e a r t

D ie ta ry  L e v e l
of O rg a n  W eigh t O rg a n /B o d y  W eigh t R a t io  O r g a n / B r a l n  W eig h t  R a t io

A r o c lo r  1254 (g) (g /1 0 0  g) (g /g )
(ppm)______________M ale«______ F e m a le « __________ M ale«_______F e m a le « ._________ M ale« ' F e m a le «

C o n tro l 1 .59 1 .05 0 .3 0 7 0 .3 3 9 0 .7 6 7 0 .5 5 1

1 1 .5 6 1.02 0 .2 8 3 0 .3 3 2 0 .7 5 6 0 .5 1 6

10 1 .49 0 .9 8 4 0 .3 0 2 0 .3 2 2 0 .7 1 3 0 .5 1 5

100 1 .58 0 .9 9 2 0 .2 9 7 0 .3 5 2 0 .8 1 7 0 .5 1 2
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T A B L E  XVII!

T E S T  M A T ER IA L : A ro c lo r  1254

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  A lb ino  R a ta  

O rg a n  W eight and R a t io  D ata  

T h ree -M o n th  S a c r i f ic e  

S u m m a ry  of M ean  V a lu es  

O rgan ; D ra in

O

u>oo

>nx

D ie ta ry  L e v e l  F in a l  Body W eigh ts
of O rg a n  W eigh t O rg a n /B o d y  W eigh t R a t io  *f S a c r i f ic e d  R ata

A ro c lo r  1254 (g) (g /1 0 0  g) (g)
(ppm) M ale s F e m a le s M ale s F e m a le s M a le s F e m a l e s

C o n tro l 2 .0 7 1.91 0 .4 0 2 0 .6 1 6 518 314

1 2 .0 7 1 .9 9 0 .3 7 6 0 .6 4 7 553 311

1° 2 .0 9 1.91 0 .4 2 4 0 .6 2 5 * 499* 307

100 1.95 1 .9 4 0 .3 6 6 0 .6 6 8 434 261



BIC .'EST i  :

C. H is topatho log ic  Tindings

H is topatho log ic  exam ination  of t i s s u e s  and o rg an s  

ta k e n  f r o m  a l l  a n im a ls  f ro m  both the co n tro l  and 100 ppm g ro u p s  w as 

co n d u c ted .

n o ted .

T a b le s  XIX and XX l i s t  a l l  h is to p a th o lo g ic  changes

A ll  of the  le s io n s  noted in the  m ic r o s c o p ic  e x a m in a ­

t io n  of t i s s u e s  w e re  those  of spontaneous d i s e a s e  and a r e  not u n u su a l  

f o r  the  a lb in o  r a t .  The m o s t  freq u en t findings w e re  le s io n s  in  the 

t r a c h e a  and lungs* indica ting  chron ic  m u r in e  p n eu m o n ia .  T h e s e  o c ­

c u r r e d  in  th e  c o n tro l  as well a s  the r a t s  fed A ro c lo r  1254.

AOM 003  5 SC

nn 383
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T E S T  M A T E R IA L ; A r o c lo r  1254

T A B L E  XIX

T w o - Y e a r  C h ro n ic  O ra l  Toxicity  S tudy  - A lbino R ats  

H is to p a th o lo g ic  C hanges  

T hree -M on th  S ac rif ice  

C roup: Control

N u m b e r  of 
A n im a ls O rg a n  E x am in ed F ind ings In c id e n ce

A v e r e  
C rac

5 M ales T r a c h e a T r a c h e i t i s 1 1 .0
L u n g C hron ic  r e s p i r a t o r y

d is e a se 1 * 1 .0
• U r in a r y  B la d d e r H y p e rp la s ia 3 1 .0

5 F e m a le s L ung C h ro n ic  r e s p i r a t o r y
d isea se 1 1 .0

AU o th e r  t i s s u e s  and o rg a n s  w e r e  n o rm a l  h i s to lo g ic a l ly .

G ra d in g  S y s te m

0 .5  = m in im a l
1 .0  = s l ig h t  
2 . 0 =  m i ld
3 .0  = m o d e r a te
4 . 0  = s e v e r e
5 . 0  = e x t r e m e

A DM 003 5 .
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T A B L E  XX

T E S T  M A T E R IA L : A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic ity  S tudy - A lbino R ata  

H is to p a th o lo g ic  C hanges  

T hree -M on th  S ac r if ic e  

Group: 100 ppm

N u m b e r  ox 
A n im a ls - O r g a n  E x a m in e d - ---------- F ind ings  _____ . . In c id en ce  _

A v e rag e
...Grade

5 M ale s T r a c h e a T r a c h e i t i s 1 1 .0
L ung C h ro n ic  r e s p i r a t o r y *

d is e a s e 3 1 .0

5 F e m a le s T r a c h e a T ra c h e i t i s 1 1 .0

A ll  o th e r  t i s s u e s  and  o rg a n s  w e re  n o rm a l  h i s to lo g ic a l ly .  

G ra d in g  S y s te m

0 .5  = m in im a l
1 .0  = s l ig h t
2 . 0  = m ild  
3 . 0 =  m o d e ra te  
4 . 0 =  s e v e re
5 . 0  = e x t re m e

%

ACH 0 0 3 5 8 2

OC 385



2. 5is-Mnrth ^acrifico

a .  G ro s s  Pa tho log ic  Findings

No outstanding d iffe ren ces  w e re  noted between t e s t  and

c o n tro l  a n im a ls .

b . O rgan  Weight ar.d O r? m  to Bodv and 
O rgan  to B rain  V.’eigh; Ratio Data

The r e s u l t s  of the s ta t i s t ic a l  a n a ly s e s  conducted on

abso lu te ' o rg a n  w eights  , o rgan  to*body weight and o rg an  to b ra in  w e igh t "

r a t io s  a r e  s u m m a r iz e d  in T ab le s  XXI through XXVL

O rgan  w eigh ts ,  organ  to body w eigh t and o rg an  to b r a i n

w eigh t r a t io s  d isc lo se d  s e v e r a l  random ly  o c c u r r in g  in te rg ro u p  d i f f e r e n c e s .

The la c k  of any  co n s is te n t  dose  re la te d  re s p o n se  and the a b se n c e  of any

d e le t e r io u s  h is to p a th o lo g ic  change confirm  that th e s e  d i f f e re n c e s  w e r e

n o t r e l a t e d  to the ingest ion  of A ro c lo r  1254.

,W  r  - '^  a » I C 3 I ¿SMZ&UCl. , u

ADh CC35a
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D ie ta ry  L e v e l  
of

A r o c lo r  1254

T A B L E  XXII
i

T E S T  M A T ER IA L : A r o c lo r  1254 

T w o -Y e a r  C h ro n ic  O ra l  T o x ic ity  Study - A lb ino  R a ta  

O rg an  W eight and R atio  Data 

Six-Month S a c r if ic e  

S u m m a ry  o f M ean V a lu es  

O rgan: K idneys

O rg a n  W eight
(b)

M ale s  F e m a le s

O r g a n /B o d y  W eigh t R a t io
(ß /1 0 0  g)

M ale s  F e m a le s

O r g a n / B r a l n  W eig h t  R a t io  
(g /ß l

M a le s  F e m a le s

C o n tro l 4 .0 4 2 .7 9 0 .6 6 4 0 .8 0 6 2 .0 6 1 . 43

1 3 .8 0 2 .5 8 0 .7 1 5 0 .7 8 4 1.75* 1 .3 9

10 3.22** • 2 .5 0 0 .7 0 3 0 .7 8 0 1.57*  . 1 .31

100 3.23'* 2 .4 3 0 .7 0 0 0.861 1.68** 1 .2 5

* S ta t is t ic a l ly  s ign ifican t d if fe ren c e  a t  the 95 p e rc e n t  confidence  lev e l .

■ 
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 * 
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T A R L E  XXI

T E S T  M A T ER IA L ; A r o d o r  1254
* »

T w o - Y e a r  C h ro n ic  O ra l  T o x ic ity  Study -  A lb ino  R ata  

O rg an  W eight and  R a t io  D ata
%

Six-Month S ac r if ic e

S u m m a r y  of M ean V aluea

O rgan : L iver-
■ • •

D ie ta ry  L e v e l
of • O rg a n  W eigh t O rg a n /D o d y  W eight R a t io  O r g a n / B r a l n  W eigh t R a t io

A r o c lo r  1254 (g) (g /1 0 0  g) <g/g)
(pn:n)______________M ale«_______F e m a le « __________ M alca______ F e m a l e s __________ M ale a  F e m a l e s

C o n t ro l 2 2 .9 13.1 3 .7 4 3 .7 7 11 .7 6 .7 1

1 16.1»* 10 .3*  . 3 . 0 f* ‘* 3 .1 1 * * 7 .4 5 * * 5 .5 4 *

10 12. 9 .5 4 * 2 .8 1 * * 2 .9 4 * * 6 .2 9 * * 4 .9 9 *

100 19.2 12 .4 4 .1 4 4 .4 0 10 .0 6 .3 9

* S ta t is t ic a l ly  s ignificant d if fe ren c e  a t  the 95 p e rc e n t  confidence  lev e l .
S ta tis tica l)- /  s ignificant d if fe ren c e  a t  the 99 p e rc e n t  confidence level.* >
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TABjLE XXIII

T E S T  M A T ER IA L :  A r o c l o r  1254 

T w o - Y e a r  C h ro n ic  O r a l  Tox ic i ly  Study -  A lb ino  R a t s  

O r g a n  Weight and  R a t io  Data 

Six-Month S a c r i f i c e  

S u m m a r y  of M ean  V a lues  

Organ :  Spleen
e

D .c la r y  L e v e l
of O r g a n  W eigh t  O r g a n /D o d y  W eigh t  R a t io  O r g a n / B r a l n  W eigh t  R a t i o

A r o c l o r  1254
fopm) M ale s

<6>
F e m a l e s

(g/ioo e)
M a le s  F e m a l e s M a le s

(c/c)
F e m a l e s

C o n t r o l 0 .7 5 2 0 .6 8 4 0 .1 2 2 0 .1 9 6 0 .3 8 4 0.  350

1 0 .8 3 0 0 .6 0 2 6 .1 5 5 0 .1 8 2 0 .3 8 4 0 . 3 2 4

10 0 .5 8 8 • 0 .5 9 4 0 .1 2 8 0 .1 8 4 0 .2 8 7 0 .3 1 1

100 0 .6 6 4 0 .5 1 2 0 . 1 5 0 0 .1 8 0 0 .3 5 6 0 . 2 6 4

I
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T A B L E  XXIV«

T E S T  M A T ER IA L :  A r o c l o r  1254 

T w o - Y e a r  C h ro n ic  O r a l  Toxic i ty  Study -  A lb ino  Rata  

O rg an  Weight and Rat io  Data
%

Six-Month Sac r i f i c e  

S u m m a r y  of M ean  V a lues  

Organ ;  Gonads
a

D ie ta ry  L e v e l
of O r g a n  W eigh t  O r g a n / B o d y  Weight  R a t io  O r g a n / B r a t n  W eigh t  R a t io

A r o c l o r  1254 (g) (g /1 0 0  g) (g /g )
(onml M ale s F e m a l e s M a le s F e m a l e s M a le s F e m a l e s

Cont ro l 3 .5 5 0 .0 9 6 0 0 .5 9 3 0 .0 2 7 9 1.81 0 .0 4 9 2

1 3 . 6 7 0 .0 9 2 2 0*. 691 0 .0 2 8 0 1.70 0 .0 4 9 6

10 3 .3 0 .0 .0 8 6 8 0 .7 2 4 0 .0272 1.61 0 .0 4 5 4

100 3 .4 4 0 . 1 0 4 0 .7 4 7 0 .0364 1.79 0 .0 5 3 6

|
!

i
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/  T E S T  M A TER IA L:  A r o c l o r  1254 . -  

T w o - Y e a r  C h ro n ic  O r a l  Toxic i ty  Study -  A lb ino  R a ta  

O rg a n  W eigh t  and R a t io  Data
a „ ,

Six-Month S a c r i f i c e  

S u m m a r y  o f  M ean  Valuoa 

O rgan :  H e a r t a

D ie ta ry  L e v e l
of  O r g a n  W eig h t  O r g a n / B o d y  W eigh t  R a t io  O r g a n / B r a i n  W eigh t  R a t io

T A B L E  XXV

A r o c l o r  1254 
(ppm) 'Malea

<8>
F e m a l e a

( g / i o o  g)
M a l e .  F e m a l e a M alea

(g/fi)
F e m a l e s

C o n t ro l 1 .7 0 1 .05 0 .2 8 2 0 .302 0 .8 6 7 0 .5 3 8

l 1 .58 1 .04 0 .2 9 8 0 . 3 1 6 0 .731 0 . 5 5 9

10 1 .44 1.03 0 .3 1 4 0 .3 2 0 0 .702 0 . 5 3 9

100 1 .4 0 1.02 0 .301 0 .361 0 .7 2 9 0 . 5 2 6
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TA BLE XXVI* t

T E S T  MATERIAL* A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  Toxic i ty  Study -  A lb ino  R a ta  

O rg a n  Weight  and  R at io  Data 

Stx-Monlh Sac r i f ic e  

S u m m a r y  of M ean  V a lues  

Organs Dra in
e

D ie ta r y  L e v e l  F in a l  Body W eigh ts
of - O r g a n  W eigh t  , O r g a n / B o d y  W eigh t  R a t io  of S a c r i f i c e d  Rats

A r o c l o r  1254 (g) (g /1 0 0  g) (g)
(pnm) M a le s______ F e m a l e s __________ M ale s______ F e m a l e s  M a le s _______F e m a l e s

C o n t r o l 1 .9 6 1.95 0 . 3 2 0 0 .5 6 0 613 348

1 2 . 1 6 1 .86 0 .4 0 4 4 0 .5 6 2 534 331

10 2 . 0 5 1.91 0 . 4 4 7 > * 0 .5 9 3 459 322

100 1.92 1 .94 0 .4 1 4 * * 0.681* ' 464 285

t  S ta t i s t i c a l ly  signif icant d i f f e rence  a t  the 95 p e r c e n t  confidence  level .  
S ta t i s t ic a l ly  signif icant d i f f e r en ce  a t  the 99 p e r c e n t  confidence level .

\jym



c. His topathologic  Flndlr .es

H is to p ath o lo g ic  ex am in a tio n  of t i s s u e s  and o rg an s  

ta k e n  f ro m  a l l  a n im a ls  fro m  both  the  c o n tro l and 100 ppm  g roups w as 

co n d u c ted .

n o ted .

T a b le s  XXVII and XXVffi l i s t  a l l  h is topa tho log ic  c h a n g e s

A ll  of the le s io n s  noted in  the  m ic r o s c o p ic  e x am in a t io n  

of t i s s u e s  w e re  th o se  of spontaneous d is e a s e  and a r e  not unusua l fo r  the  

a lb ino  r a t .  T h e  m o s t  frequen t findings w e re  le s io n s  in the  t r a c h e a  and  

lu n g s ,  in d ic a t in g  ch ro n ic  m u r in e  pneum onia . T h e s e  o c c u r re d  in  the  

c o n t ro l  as  w e l l  a s  the r a t s  fed A ro c lo r  1254. 003

*G*V 003S,C
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T A B L E  XXVII

T E S T  M A T E R IA L ; A ro c lo r  U S 4  

T w o -Y e a r  C h ro n ic  O ra l  T o x ic ity  Study - A lb ino  R ata 

H is to p a th o lo g ic  C hanges 

Six-M onth S a c rif ic e  

C roup : C on tro l

N u m b e r  o£ 
A n im a l s O r c a n  E xam ined F ind ings In c id e n c e

A v e r a g
G r a d e

5 M a le s T r a c h e a T r a c h e i t i s 2 1 . 5
F o c a l t r a c h e i t is 2 1 . 0

L u n g F o c a l p n eu m o n itis 1 * 0 . 5
. H y p e re m ia 2 1 . 0

L i v e r F o c a l  p e r ic h o la n g itis * 1 1 . 0
S k e le ta l  M uscle Fo c a l in f la m m a tio n I 1 . 0

5 F e m a le s T r a e h e a F o c a l  t r a c h e it is 1 1 . 0
L u n g H y p e re m ia 2 ' 2 . 5
L i v e r H ype r e m ia 1 1 . 0

P e r ic h o la n g i t is 1 0 .5
K id n e y F o c a l  in flam m a tio n 1 1 . 0

A ll  o th e r  t i s s u e s  an d  o rg a n s  w e re  n o rm a l h is to lo g ic a l ly .  

G ra d in g  S y s te m

0 .5  * m in im a l
1 .0  s  s l ig h t
2 . 0  ■ m ild  
3 . 0 *  m o d e r a te
4 . 0  ■ s e v e r e
5 .0  * e x tr e m e

*0*
0 0 3 5 91



table xxvm
T E S T  M A T E R IA L :  A r o c l o r  1254 

^ v o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - Albino Rats  

H is to p a th o lo g ic  Changes
J

Six-Month Sac r i f ic e  

Group: 100 ppm

N u m b e r  of 
A n im a ls O r g a n  E x am in ed Find ings Inc idence

Ave rage  
G ra d e

5 M a le s T r a c h e a . T r a c h e i t i s 2 2 . 0
F o c a l  t r a c h e i t i s 1 1 . 0

Lu n g F o c a l  pneum oni t is 3 0 . 5
L i v e r F o c a l  p e r ic h o lan g i t i s 1 2 . 0

' K idney F o c a l  n e p h r i t i s  - * l 0 . 5

5 F e m a l e s H e a r t M y o ca rd i t i s 1 « 0 . 5
T r a c h e a F o e a l  t r a c h e i t i s 3 .. 0 . 5
L u n g F o c a l  pneum oni t i s 4 * 1 . 0

H y p e r e m i a  * 1 1 . 0
K id n e y F o c a l  n ep h r i t i s 2 3 . 0

A l l  o t h e r  t i s s u e s  and  o rg a n s  w e r e  n o r m a l  h i s to lo g ic a l ly .  

G rad in g  Svrstam

0 . 5  s  m i n i m a l
1 . 0  = s l ig h t
2 . 0  a m i l d
3 . 0  s  m o d e r a t e
4 . 0  s s e v e r e
5 . 0  * e x t r e m e

ADM 0 0 3 5 9 2

0 1
395
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3* Tw elve  »Month Sac r i f ic e

a* G r o s s  Pa thologic  Findings

C r o s s  pathologic  findings am ong t e s t  an im a ls  w e r e  not 

s ign i f ican t ly  d i f f e r en t  f rom  those  noted in co n t ro l  a n i m a l s ,  

b.  O rgan  V.rcight and Rat io  Data

The  m e an  organ  weight and r a t io  d a ta  co l lec ted  at  the  

12-m onth  s a c r i f i c e  a r e  p re s e n te d  in T ab les  XXDC th ro u g h  XXXIV.

S ta t i s t i c a l ly  s ign if ican t  d i f f e r e n c e s ,  a r e  de s igna ted  by 

a s t e r i s k s  following the t e s t  group value.

O rg an  weigh ts ,  o rgan  to body weigh t  and o rg an  to b r a i n  

w e igh t  r a t i o s  d i s c l o s e d  s e v e r a l  r a n d o m ly  o c c u r r in g  in te rg ro u p  d i f f e r e n c e s .  

The  la ck  of any c o n s i s t e n t  dose r e l a t e d  r e s p o n s e  and the a b se n c e  of  any  

d e l e t e r i o u s  h i s topa tho log ic  change con f i rm  tha t  t h e s e  d i f f e r e n c e s  w e r e  no t  

r e l a t e d  to the in ges t ion  of A r o c lo r  1254.

* 0 *
° 0 J 5 9 3

Of 3 9 6
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T A B L E  XXIX

T E S T  M A T E R IA L ;  A r o c l o r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x i c i t y  Study - A lb ino  Rate

T w e lv e -M o n th  S a c r i f i c e  

O r g a n  Weight  and R at io  D a ta  

S u m m a r y  of M ean  V a lu es

O rg a n :  L i v e r  .

O r g a n  W eigh t  O rg a n /B o t ly  Weight R a t io  O r g a n / B r a l n  W eigh t  R a t io
D ie ta r y  L e v e l  (g) (g /1 0 0  g) (g /g )

I n p n l M a le s F e m a l e s M ale s F e m a l e s M ale s F e m a l e s

Coni ro l 22.  1 15.5 3 .7 9 3 .5 2 10 .8 7 . 7 2

1 2 0 .6 12 .9 3 .0 9 * 3.41 9 .8 9 7 . 2 9

10 23 .5 14 .6 3 .5 2 4 . 3 4 11 .2 7 . 3 d

100 27. 1 ♦ 12 .2 •4 .5 8 * 3 .4 3 12 .7 A. 30

* S ta t i s t i c a l ly  s ignif icant d i f f e r en c e  a t  (he 95 p e r c e n t  conf idence  l ev e l .

u
u>
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T A B L E  XXX

T E S T  M A T E R IA L :  A r o c l o r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ly  Study - A lb ino  R a t s

T w e lve -M on th  S a c r i f i c e  

O rgan  Weight and Rat io  Data

S u m m a r y  of Mean V a lu es  

O rgan i  Kidneys

O r g a n  W eigh t  O r g a n / D o d y  Weight  R a t io  O r g a n / B r a l n  W e ig h t  R a t io
D ie t a r y  L e v e l  (g) (g /1 0 0  g) (g /g )

(oaml M a le s F e m a l e s M a le s F e m a l e s M a le s F  e m a l c s

C o n t ro l 4 .0 4 3 .1 9 0 . 6 9 2 0 . 7 3 8 1.97 1. SB

1 4 .0 9 2 .7 5 0 . 6 1 8 0 .7 2 8 1.98 1 . 5 5

10 4 .6 4 2 .7 6 * 0 .6 9 7 0 .8 1 7 2.21 1 .3 9

100 4 . 3 9 2 .7 8 * 0 .7 4 0 0 .7 9 6 2. 06 1 .4 4

O
c t

u>u>
oo

* S ta t i s t i c a l ly  s ign i f ican t  d i f f e r e n c e  a t  the  95 p e r c e n t  conf idence  le v e l .

i
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T E S T  M A T E R IA L :  A r o c l o r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x i c i t y  Study - A lb ino  R a ta

T A B L E  XXXI
ti
»v.

C3

O

Tw elv e -M o n th  S a c r i f i c e  

. O r g a n  W eigh t  and R at io  Data  

S u m m a r y  of M ea n  V aluea  

O rg an ;  Sp leen

O r g a n  W eigh t  O r g a n / B o d y  Weight R a t io  O r g a n / B r a l n  W eigh t  R a t io
D ie t a r y  L e v e l  (g) (g /1 0 0  g) fg /g )

(oom) M a le s F e m a l e s M a le s F e m a l e s M ale s F e m a l e s

C o n t ro l 0 .7 7 8 0 .7 9 6 0. 133 0 .1 8 3 0. 380 0 . 1 9 6

1 0 .7 1 4 0.4B4+
•

0 .1 0 7 0 . 1 2 9 * 0 .344 0. 271

10 0 .9 0 4 0 .5 4 8 0 .1 3 5 0 .161 0 .4 3 0 0 . 2 7 5

100 0 .7 5 4 0. 976 0. 126 0. 280 0 .3 5 2 0 . 5 1 7

in
in

y.
V

n

* S ta t i s t i c a l l y  s ign if ican t  d i f f e r en c e  at  the  95 p e r c e n t  conf idence  l e v e l . '

U)
IP

IP
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T E S T  M A T E R IA L :  A r o c l o r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x i c i t y  Study - A lb ino  R a t s

T A B L E  XXXII

V
E,

cr
I

<

T w e lv e -M o n th  S a c r i f i c e  

O r g a n  W eigh t  and R at io  Data  

S u m m a r y  of M ean  V a lues
m

O r g a n :  Gonads

O r g a n  W eig h t  O r g a n / n o d y  Weight R a t io  O r g a n / B r a i n  W eig h t  R a t io
D ie ta ry  L e v e l  (g) (g /1 0 0  g) (g /g j

(nnm) M a le s F e m a l e s M ale s F e m a l e s M a le s F e m a l e s

C o n t r o l ■ 3 .4 6 0 .1 1 6 0 . 5 9 2 0 .0 2 7 5 1.70 0 .0 5 7 4

1 • 3 .6 8 0. I l l 0 .5 5 7 0 .0 2 9 4 1 .78 0 . 0 6 2 4

10 3 .6 8 0 .0 9 1 8 0 .5 5 0 0 .0 2 7 0 1.75 0 .0 4 6 1

too 3 .56 0. 121 0 .6 0 3 0 .0 3 3 4 1.67 0 .0 6 2 4

i
L

r(t
i-r

*
fi
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o
o
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T E S T  M A T E R IA L ;  A r o c l o r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - A lb ino  R a t s

T A B L E  XXXIII

•

T w e lv e -M o n th  Sac r i f ic e  

O r g a n  Weight  and  R a t io  Da ta  

S u m m a r y  of M ea n  V a lu es  

O rg a n ;  H e a r t

O r g a n  W eigh t O r g a n / B o d y  Weight  R a t io O r g a n / B r a i n  W e ig h t  R a t io
D ie ta ry  Level (8) (k / ioo  b) (ß/ß>

(opm| M a le s F e m a l e s M a le s  F e m a l e s M ales F e m a l e s

C ontro ) 1.71 1* 23 0 .2 9 3  0 .  286 0 .8 3 5 0 . 6 0 9

1 1 .68 1*13 0 .2 5 5  0 .301 0 .8 1 2 0 . 6 3 5

Ì 0 1 .84 1 .08** 0 .2 7 5  0 .3 2 2 0 .8 7 5 0 . 5 4 4 *

100 1 .69 1*14 0.2B4 0 .3 2 5 0 .7 9 5 0 . 5 8 9

I
«

C  * S t a t i s t i c a l ly  s ign if ican t  d i f f e r en c e  a t  the  95 p e r c e n t  conf idence  level*
*■> S ta t i s t i c a l ly  s ign i f ican t  d i f f e r en c e  at  the  99 p e r c e n t  conf idence  leve l .

«

/<(C,
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T E S T  M A TER IA L:  A r o c l o r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x i c i t y  Study -  A lb ino  R a te  

T w e lv e -M o n th  S a c r i f i c e  

O r g a n  Weight and Rat io  Data 

S u m m a r y  of  M ean  Valuee  

O r g a n :  B r a in

T A B L E  XXXIV

D ie ta ry  Level 
fpnml

O rg a

M ale s

n W eigh t  
<g>

F e m a l e s

O r g a n /B o d y  Weight R a t io  
<6/100 6)

M ale s  F e m a l e

F in a l  Body W eigh t  of  
S a c r i f i c e d  A n im a la  ( g r a m a )  

M ale s  F e m a l e s

Control 2 .04 2 .0 2 0 .3 5 0 .4 7 4 584 4 39

I 2 .0 8 . 1 .78 0 .3 1 5 0 .4 7 5 665 360

10 2. 10 1.99 0. 315 0 .591 669* 338*

too 2. 14 1.93 0 .361 0 .5 5 2 596 . 355

' S t a t i s t i c a l l y  s ignif icant d i f f e r en ce  a t  the 95 p e r c e n t  conf idence  leve l .

O

o
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c Histopathologic Findings

Histopathologic  exam ina t ion  of t i s s u e s  taken f rom  each  r a t  

s a c r i f i c e d  f r o m  the contro l  and 100 'ppm groups  a f t e r  12 months  of t e s t in g  

w a s  conducted .

T a b le s  XXXV and XXXVX l i s t  a l l  h is topa tho log ic  ch an g es

noted*

AO* 0C3tCC
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TEST MATERIAL: A r o c l o r  1254 

T w o - Y e a r  Chronic  O ra l  Toxic i ty  Study -  Albino Rate 

His topathologic  Changes  

Tw elve -M on th  S a c r i f i c e  

Group:  Con tro l

T A B L E  XXXV

N u m b e r  of 
A n im a l s O r g a n  E x am ined F in d in g s In c id e n ce

A v e r
C r a

5 M i l e  a T r a c h e a T r a c h e i t i s 1 1.1
L u n g C h ro n ic  r e s p i r a t o r y

d i s e a s e 2 1.1
U r i n a r y  B la d d e r C alcu lus 1 . l.<

5 F e m a l e s T r a c h e a T r a c h e  i t i s i . . 1.1
Lung C h ro n ic  r e s p i r a t o r y

d i s e a s e 1 1.1
- C olon P a r a s i t e s 1 1.1

A l l  o t h e r  t i s s u e s  and o rgans  w e r e  n o r m a l  h i s t o l o g i c a l l y .  

G r a d in g  S y s t e m

0 . 5  = m i n i m a l
1 . 0  = s l ig h t
2 . 0  = m i ld
3 . 0  =.m o d e r a t e
4 . 0  = s e v e r e
5 . 0  = e x t r e m a

ADh 0C36C1

0 C 4 °4
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TEST MATERIAL: A r o c l o r  1254 

T w o - Y e a r  Chron ic  O ra l  Toxicity  Study -  Albino Rats  

•Histopathologic Changes  

Twelve  »Month S a c r i f i c e  

Croup: 100 ppm

T A B L E  XXXVI

N u m b e r  of O r g a n  
A n im a ls  E x a m in e d Find ings - - Inc idence  *

A v e r i
" G r a d :

5 M a le s  Lung C h r o n i c  r e s p i r a t o r y  d i s e a s e 4 1 . 0

5 F e m a l e s  H e a r t F o c a l  m yo ca rd i t i s 1 1 . 0
T r a c h e a T r a c h e i t i s 1 1 . 0
Lung C hron ic  r e s p i r a t o r y  d i s e a s e 1 1 . 0
A d r e n a l  * Conges t ion

i
1 1 . 0

AH o th e r  t i s s u e s  and o rg a n s  w e re  n o r m a l  h i s t o l o g i c a l l y .  

G rad i r . s  Svs tern

0. 5 * m i n i m a l
1. 0 a s l ig h t
2.  0 = m i l d
3. 0 = m o d e r a t e
4.  0 = s e v e r e
5 . 0  s  e x t r e m e

ADM 0036C

0 0
405
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4. F i n a l  Sac r i f i c e  [
- i

a*. C r o s s  Pathologic  Findings

G r o s s  pathologic  findings am ong  t e s t  a n im a l s  w e re  not 

s ig n i f ic an t ly  d i f f e r e n t  f r o m  those  noted in co n t ro l  a n i m a l s ,  

b .  O rgan  h e i g h t  and Ratio Data

The  m e an  organ  weight and r a t i o  d a ta  co llec ted  at the 

f in a l  s a c r i f i c e  a r e  p re s e n te d  in T ab les  XXXVE th ro u g h  XLII.

S ta t i s t i c a l ly  s ignif icant d i f f e r e n c e s ,  a r e  de s igna ted  by

a s t e r i s k s  fol lowing the t e s t  group value.

Absolu te  l ive r  weight,  l ive r  to body weigh t  and l i v e r  to 

b r a i n  weight r a t i o s  w e re  s ignif icantly  e levated  in bo th  m a le  and fe m a le  

r a t s  fed 100 p p m  A r o c l o r  1254. Other  organ w e ig h t s ,  o rg a n  to body 

w e ig h t  and o rg an  to b ra in  weight r a t i o s  d i sc lo sed  s e v e r a l  ran d o m ly  o c ­

c u r r i n g  in te rg ro u p  d i f f e r en c es .  The lack of any  c o n s i s t e n t  dose  r e l a t e d  

r e s p o n s e  and the a b sen ce  of any d e le te r ious  h i s to p a th o lo g ic  change c o n f i r m  

th a t  these  d i f f e r e n c e s  w e re  not r e la ted  to the in g e s t io n  of A r o c lo r  1254.

AOM 0 C 3 t 0
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TA B LE XXXVII

T E S T  MATERIALS A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T ox ic i ty  Study -  A lb ino  R a ta

O r g a n  Weight and Rat io  Data 0
i

S u m m a r y  of M ean  V a lu es  i,
t

F in a l  S a c r i f i c e  i;i'

O rg an :  L iv e r

O rg a n  Weight O r g a n /B o d y  Weight R a t io O r g a n / B r a l n  W e ig h t  R a t io  **
Die ta ry  Level . <el ( s / > ° °  K) ( o / ß l

(pprni M ales F e m a l e s M ales F e m a l e s M ale s F e m a l e s

Control 22 .0 16.3 3 .4 7 3. OS 10, 10 8 .4 2

1 19.5 16. 1 2 .9 9 3. 10 8 .7 6 * 8. 31

10 23 .9 19.5 3.21 3 .8 4 » 1 1 .40» op̂i*o

100 3.0, 2** 3 2 . I+* 4 . 75«* 8 .6 2** 1 4 . 10«* 17. 10*«

* S ta t i s t i c a l ly  signif icant d i f f e r en c e  a t  the  95 p e r c e n t  conf idence  leve l ,  * 
** S ta t i s t i c a l ly  signif icant d i f f e r en ce  a t  the 99 p e r c e n t  confidence  level .

O'
AUh 003604
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TA B L E  XXXVIII

T E S T  M A T E R IA L :  A r o c lo r  1254 

T w o - Y e a r  C h r o n ic  O r a l  Toxic i ty  Study -  A lb ino  R a t s  

O r g a n  Weight and  R at io  Data 

S u m m a r y  of Mean Values

F ina l  S a c r i f i c e  

O rg ah i  Kidneys

O rg a n  Weight Orgau/11 tidy Weight R a t io O rg a n / B r a i n  W e ig h t  R a t io
Dietary Level le i lit 100 g) (e/el

(ppm) M ales F e m a l e s M ale s F e m a l e s M a l e s F e m a l e s

Control 5 . 5 7 3 .4 8 0. 877 0 . 6 4 6 . 2 .5 7 1 .7 9

1 5 . 5 2 ) .  68 0 .8 6 8 0.  706 2 .4 8 1.8B

10 5 . 6 ) 3 .4 7 0. 761 0 . 7 1 7 2 .7 0 1 .8 4

100 4 .7 4 3 .4 4 0 . 7 4 9 0 .8 9 9 * 2 .21 <M09.

'■'* S ta t i s t i c a l ly  s ignificant d i f f e r en c e  a t  the  95 p e r c e n t  confidence  leve l .

alv

AOH 00360*5
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TA B LE XXXIX

T E S T  M A T ER IA L ;  A r o c lo r  1254 CJ

T w o - Y e a r  C h ro n ic  O r a l  Toxic i ty  Study -  A lb ino  R a le  

O r g a n  Weight and R at io  Data

• S u m m a r y  of M ean  Values

* F in a l  S a c r i f i c e V

1

O rgan ; Spleen i
Vi

O rg a n  Weight O rg an /Body  Weight R a t io O r g a n / B r a l n  W eig h t  R a t io  1»
Die ta ry  Level (Cl ( e / i o o  g> ( c / e l

tppm) Male« F e m a l e s M ales F e m a l e s M ale s F e m a l e s

Contro l 1. IS 0 . 9 6 0. 182 0.181 0. 520 0 . 4 9 2

1 1 . 2 6 1.06 0. 189 0 .2 3 7 0 .5 6 8 0 . 5 6 2

10 1« 57 0 .8 6 0 .2 2 0 0 .  175 0 .7 4 9 . 0 . 4 6 2

100 1.04 0 .6 6 0 .1 6 4 0. 174 0 .4 8 9 0 . 3 5 2

O
O
o
X.
o  - u>

o

oo
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o
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T E S T  M A T ER IA L :  A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  Tox ic i ty  Study -  A lb ino  R a ta  

O r g a n  Weight and R at io  Data
i

S u m m a r y  of Mean Values  

F ina l  S a c r i f i c e  

O rg a n :  Gonads

. TABLE XL
t
**
E
o

C

Die ta ry  Level 
(ppmt M ales

O rg a n  W eigh t
(el

F e m a l e s

O rgan

M ales

/Body  Weight R at io
(g /100 g)

F e m a l e s

O r ^ a u / B r a i n  We 
(ß/fi l

M a le s

Ight R a t io  

F e m a l e s

Control 2 .52 0 .123 0 .3 9 7 0 .0222 • 1. 15 0 . 0 6 2 8

1 3 .1 9 0 .2 0 4 0 .482 0 .0390 . 1.43 0 .  1010

10 3 .2 8 0 .1 3 5 0 .4 1 $ 0 .0 2 8 3 1. 58* 0 .0 7 0 7

100 3.44 0. 128 0 .5 4 7 0 .0316 1 .60« 0 .0 6 6 6

•  S ta t i s t i c a l ly  s ignif icant  d i f f e r en c e  a t  the  95 p e r c e n t  conf idence  level .

ADM 0 03 6 0 7
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T E S T  MATERIAL* A r o d  o r  1254

T w o - Y e a r  C h ro n ic  O r a l  Tox ic i ty  Study -  Alb ino  R a ta

O r g a n  Weight and R a t io  Data 
I

S u m m a r y  of M ean  V a lues  

F in a l  S a c r i f i c e

TABLE XLI
I.f „
0  

t
1

- 4
II
tk
—4

O rgan :  H e a r t

O rg a n  Weight O r g a n / i l o d y  Weight  R a t io O r g a n / B r a i n  We Ight R a t io
Die tary  Level (£) (g /100 g) (ß /ß )

fpoml M ales F e m a l e s M ales F e m a l e s M ales F e m a l e s

Control 1.87 1.54 0 .2 9 4 0 .2 8 8 0 .860 0. 795

1 1 .98 1.55 0 .3 0 3 0. 302 0. 8B9 0 . 8 0 5

10 2 .0 8 1.37 0 .2 7 9 0 .2 8 2 0 .998* • 0 . 7 2 7

100 1.94 1.50 0 .3 0 4 0 .386+* 0 .9 0 9 0. 803

6

* S ta t i s t i c a l ly  s ignif icant d i f f e r en ce  a t  the  95 p e r c e n t  confidence  level* 
‘' ^ ¿S ta t i s t ica l ly  s ignif icant d i f f e rence  a t  the 99 p e r c e n t  confidence  level*

O
O
^  ADK 0 0 3 6 0 f t
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TA B L E  XLII

T E S T  M A TER IA L:  A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O ra l  Toxic i ty  Study -  Alb ino  R a ta  

O rg a n  Weight and R at io  Data
i

S u m m a r y  of Mean Values  

, F ina l  S a c r i f i c e

O rg a n :  l l r a l n

O r g a n  W e i g h t  O r g a n / B o d y  W e ig h t  R a t i o  F i n a l  B o d y  W e i g h t  o f
D ie ta ry  Level 

(ppm)
j (s)

M ale s  . F e m a l e s
( a / l o o  g)

M a le s  F e m a le
S a c r i f i c e d  

Ma les
A n im a l s  ( g r a m s )  

F e m a l e s

Control . 2. 18 1 .95 0. 342 0. 362 642 551

1 2 . 2 2 1.94 0 .3 4 7 0 .3 7 6 656 540

10 2 .0 8  .
a

’ 1 .88 0 .2 7 9 0 .3 8 8 762 500

100 2. 13 1 .88 0. 340 0 .4 8 6 * * 656 411«*

** S ta t i s t i c a l ly  s ignif icant d i f f e r en c e  a t  the 99 p e r c e n t  confidence  level .

ADM 003609
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C* His topathologic  Findings

His topathologic  exam ina t ion  of t i s s u e s  and o rg a n s  

taken  f r o m  a l l  an im a ls  s ac r i f i c e d  a f t e r  24 months  on t e s t  was conduc ted .

Tables  XLItt  th rough XLVI l i s t  a l l  h is topa tho log ic  chang 

no ted .  T a b le  XJLVII contains  the r e s u l t s  of the h is topa tho log ic  e x a m in a t io r  

of the u r i n a r y  b lad d e r s .

Signif icant  l iv e r  in ju ry  was found in a n im a l s  fed 100 ppm  

A r o c l o r  1254 (T-IIfl .  The compound a s s o c i a t e d  le s ions  c o n s i s t e d  of 

v a c u o l a r  change ,  focal h y p e r t ro p h y  and focal  h y p e r p l a s i a .  Jn  a d d i t io n ,  

t h e r e  w e r e  l e s io n s  of in f lam m at ion ,  n e c r o s i s ,  f ib ro s i s  and m i n o r  d e ­

g e n e r a t i o n ,  w e r e  m o re  s e v e r e  and f requen t  in the T - U I  group..

The vacuo la r  change was not s een  in the c o n t r o l  a n i m a l s  

b u t  w as  o b s e r v e d  occas ional ly  in l i v e r s  f r o m  T - I  (1 ppm) and T - I I  (10 ppm) 

a n i m a l s .  It was  f requen t  in the T - I I I  a n im a l s .  Th is  le s ion  is  m o rp h o lo g ie s  

ind ica t ive  of fa tty  degenera t ion .  F o r m a l i n - f r o z e n  s ec t io n s  of l i v e r s  f r o m  

r e p r e s e n t a t i v e  an im a ls  which d isp layed  v a cu o la r  changes  w e r e  s t a i n e d  wi th  

Oil  Red 0 to r e v e a l  the p r e s e n c e  of fat. The v a c u o la r  l e s io n  in the c y to p la s  

of th e s e  c e l l s  w as  posit ively  idenif ied  as  fat.
I I* - 4

The h y p e r t ro p h ic  changes  found in the l iv e r  w as  f o c a l  and  

often l i m i t e d  to the c en t r a l  lobu la r  a r e a  w here  g roups  of ce l l s  w e r e  sw o l len
i

to two o r  t h r e e  t im es  th e i r  n o r m a l  s ize  with c l e a r  pink hom ogeneous  c y t o ­

p l a s m .  The  h y p e rp la s i a  was  a s s o c i a t e d  with the s am e  cell s  and a p p e a r e d

AC* 0 0 3 6 1 C
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to be  i n  ex ten s io n  of the h y p e r t ro p h ic  l e s io n .  The  h y p e rp la s t i c  c e i l s

w e r e  a l s o  u s u a l ly  h y p e r t ro p h ic .  The m o s t  s e v e r e  exam ples  of h y p e r p l a s i a
e

a p p e a r e d  a s  n odu la r  growths  with l im i t e d  c o m p r e s s i o n  of the s u r ro u n d in g  

n o r m a l  h e p a t i c  t i s su e .

The m ino r  l e s io n s  of d e g e n e ra t io n ,  hepa t i t i s ,  duc tu le  

ce l l  p r o l i f e r a t i o n ,  n e c r o s i s  and focal lymphoid  in f i l t ra t ion  seen  in the 

con t ro l  a n i m a l s  and the T - I  and T - I I  g ro u p s  a r e  l e s ions  of spon taneous  

d i s e a s e  and a r e  not re la ted  to the A r o c l o r  1254. This  level of l i v e r  d i sea se  

i s  not u n u su a l  in ra t s  of this age.

H ype rp la s ia  of the t r a n s i t i o n a l  ep i the l ium  was  p r e s e n t  

in  the u r i n a r y  b la d d e r  of an im a ls  f r o m  the c o n t r o l  g roup  and each  of th e  

t e s t  g ro u p s .  Th is  le s ion  was u sua l ly  a s s o c i a t e d  w i th  c y s t i t i s .  The m o s t  

. s e v e r e  changes  w ere  a s so c ia te d  with the p r e s e n c e  of m in e r a l i z e d  c a lc u l i  

in  the b l a d d e r  lumen .

All of the o th e r  l e s i o n s  in  o t h e r  t i s s u e s  found in th e s e  

a n im a ls  a r e  r e l a t e d  to spontaneous d i s e a s e  and they  a r e  not unusual f o r  

old r a t s .

Donovan E.  Gordon,  D. V. M. . P h .  C. 
EH p ló m a te .  A m e r i c a n  College o f  
V e t e r i n a r y  Pa tho log is t s

ACM CC3011
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TA B LE x l i i i

[¡TEST MATERIAL: A r o c lo r  1254
ii

T w o - Y e a r  C h ro n ic  O r a l  Toxic i ty  Study - Alb ino  Rata

t
II
tP

O

o  *

oo
i>iO'

H is topa tho log ic  Changea 

.Final S a c r i f i c e  

G ro u p :  C o n t ro l  ,

N u m b e r  of • i A v e r a g e
A n im a ls O rg an  E x a m in e d F ind ings Inc idence G r a d e

11 M ale s H e a r t C h ro n ic  focal m y o c a r d i t i s 3 1 .0
T r a c h e a T r a c h e i t i s 3 1 .0
Lung C h ro n ic  r e s p i r a t o r y  d i s e a s e 9 1 .0
L iv e r F o c a l  d e g e n e r a t io n  »■ 1* 1 .0

i
S to m ac h

p u c t i l c  h y p e r p l a s i a 2 ' 1 .0
C h ro n ic  g a s t r i t i s 1 . 1 .0

S p l e e n , H e m o s i d e r o s i s  { 3 1 .0
Kidney C h ro n ic  n e p h r i t i s a * 1 .0
T es tes , T e s t i c u l a r  d e g e n e r a t io n  • 

P e r i a r t e r i t i s  .
2» 1 .0

1 l 2 1 .0
> P r o s t a t e Inf lamm ation 1 1 .0

A drena l  Gland -T e lan g iec ta s i s  ,J 1 1 .0
1 N odula r  h y p e r p l a s i a  * 1 1 .0
1i Fo ca l  fatly change ! 1 1 .0

V. B ra in  | . 'Foca l  e n c e p h a l i t i s 1 1 .0
5 s Eve' i Inf lamm ation  * | 2 1 .0

nt
m
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TA B L E 'X L II I  continued

T E S T  MATERIAL: A r o c lo r  1254

T w o - Y e a r  C h ro n ic  O ra l  Tox ic i ty  Study -  A lb ino  R a te

H is to p a th o lo g ic  Changes n
u

F in a l  S a c r i f i c e  

G roup :  C o n t ro l

N um ber  of 
A n im a ls O rgan  E x a m in e d Find ings Inc idence

A v e r a g e
G r a d e

14 F e m a l e s H e a r t C hron ic  focal m y o c a r d i t i s 7 2 . 0
T r a c h e a T r a c h e i t i s 3 1 .0
l u n g  . C h ro n ic  r e s p i r a t o r y  d i s e a s e 13 1 .0
L iv e r F o c a l  lymphoid  in f i l t r a t io n 3 1 .0

Ductile h y p e r p l a s i a 2 1 .0
%• Fo ca l  h e p a t i t i s 1 1 .0

Non- l ip id  v a c u o la r  change 2 0 .  5
S tom ach C h ro n ic  g a s t r i t i s 3 * 1 .0

A c an th o s i s  -  s q u a m o u s  e p i th e l iu m 5 1 .0
Colon P a r a s i t e s 1 1 .0
Spleen H e m o s i d e r o s i s 4 1 .0
Uterus M e t r i t i s 3 2 . 0
Kidney C h ro n ic  n e p h r i t i s 6 1 .0

F o c a l  lymphoid  in f i l t r a t io n 1 1 .0
>o
■X

O vary C y s t  . 1 1 .0

f

- I
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T A D L C tX U t l  continued 

TEST ,M ATE [UAL: A r o c lo r  1254 ,

T t y o - Y e a r  .Chron ic  O r a l  T o x ic i ty  Study -  A lb in o  R a t s

H is to p a th o lo g ic  C hanges

F in a l  S a c r i f i c e  

G roup :  C o n t r o l 4

N u m b e r  of 
A n im a l s O r g a n  E x a m i n e d F in d in g s Inc idence

A v e r a g e
G r a d e

14 F e m a le s A d re n a l  Gland T e l a n g i e c t a s i s 9 1 .0
N odula r  h y p e r p l a s i a 4 1 .0
p l tcoc l i rom ocy  toma 1 1 .0

S a l iv a r y  Gland C h ro n ic  f i b r o s i s  and a t ro p h y 1

•

1 .0

It
l"
K

iï

All o th e r  t i s s u e s  and o rg a n s  w e r e  n o r m a l  h i s to lo g ic a l ly .

G rad ing  S y s te m
0 . 5  s 'm l n i m a l  2. 0 = m i ld  4 . 0  = s e v e r e
1 .0  s s l igh t  3 .0  = m o d e r a t e  5 . 0  = e x t r e m e

AD* 0 0 3 6 1 *  ‘
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• l ' ‘ T A B L E  XLIV* •

T E S T  M A T ER IA L :  A r o c l o r  1254 

'T w o - Y e a r  C h ro n ic  O r a l  Toxic i ty  Study -  Albino R a ta  

H is topa tho log ic  Changes  

F in a l  S a c r i f i c e  

G roup:  I ppm

N u m b e r  of A v e r a g e
Anir r ' - l s  O rg a n  E x a m in e d  F ind ings  _______ Inc idence_______________Gra<lc

11

O  ?,
o  *

oo
UJO'

H e a r t C hron ic  focal m y o c a r d i t i s 5 1 .0
T r a c h e a T r a c h e i t i s 6 1 .0
Lung C hron ic  r e s p i r a t o r y  d i s e a s e 9 1 .0

Conges tion 1 1 .0
L iv e r Ductile h y p e rp la s ia 1 0 . 5

V acuo la r  change (fatty) 1 1 .0
N e c r o s i s 1 3 . 0

P a n c r e a s C hron ic  focal p a n c r e a t i t i s 2 1 .0
P e r i a r t e r i t i s 1 2 . 0

Stom ach C hron ic  g a s t r i t i s 2 1 .0
A can th o s i s 2 1 .0

• l l l c e r 1 l .  0
Spleen H e m o s i d e r o s i s 5 2. 0
Kidney C hron ic  n e p h r i t i s a 2. 0
T es te s , T e s t i c u l a r  d e g en e ra t io n 2 1 .0

oo
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TA B L E  X'LIV continued 

T E S T  M A T ER IA L :  A r o c l o r  1254 tu

T w o - Y e a r  C h ro n ic  O r a l  Toxic i ty  Study -  A lb ino  R a ta

H is to p a th o lo g ic  Changes  

F in a l  S a c r i f i c e

G roup:  I ppm *

N um ber  of 
Anim als O r g a n  E x a m in e d F ind ings Inc idence

A v e r a g e
G r a d e

11 Males T e s t e s  (continued) P e r i a r t e r i t i s 2 1 .0
Foca l  c a lc i f i ca t ion 2 2 . 0

P r o s t a t e in f lam m at ion 6 2 . 0
S em ina l  V es ic le In f lammation 2 2. 0
P i tu i ta ry Conges t ion 1 1 .0
A drena l  Gland N odula r  h y p e rp la s i a 1 1 .0
P a r a th y r o id  Gland H y p e rp la s ia 1 1 .0

22 F e m a l e s H e a r t C h ro n ic  focal  m y o c a r d i t i s 12 1 .0
T r a c h e a T r a c h e i t i s 16 1 .0
Lung C hron ic  r e s p i r a t o r y  d i s e a s e 17 2 . 0
L iv e r Foca l  lyn ipho id in f i lh ra t ion 3 1.0

-IL.I
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T A B L E  XLIV cont inued 

T E S T  M A T E R IA L :  A r o c lo r  1254

&
E
O

T w o - Y e a r  C h ro n ic  O r a l  Tox ic i ty  Study - A lb ino  R a ta

H is to p a th o lo g ic  Changes

F in a l  S a c r i f i c e

G roup ;  1 ppm '

A v e r a g e
O rg a n  E x a m in e d F ind ings Inc idence G r a d e

L iv e r  (continued) Ductile h y p e r p l a s i a 2 1.0
V acu o la r  change (fatty) 1 2 .0
Conges t ion 1 1 .0
N e c r o s i s 1 1 .0

S tom ach Foca l  in f lam m at ion  and acan thoa la 4 2 . 0
Colon P a r a s i t e s 2 1.0*
Spleen H e m o s i d e r o s i s a 2 . 0
Lymph Node A b s c e s s e s 1 * 1 .0
Kidney C hron ic  n e p h r i t i s 8 1 .0

Foca l  c a lc i f i ca t io n 3 1 .0
U te rus M e t r i t i s 6 1.0
P i tu i ta ry H y p e rp la s i a  • 4 1.0
Adrenal Gland T e la n g ie c ta s i s 17 1 .0

Nodula r  h y p e rp la s i a 1 1 .0
Conges tion  t 1 1 .0
Foca l  fa tty  change 3 1 .0

-I
4-4kK)

O .11 o th e r  t i s s u e s  and o rgans  w e re  n o r m a l  his to logical ly .  

Grading Sys tem
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TADLE XLV

T E S T  M A T E IU A L : A ro c lo r  1254 

' T w o - Y e a r  C h ro n ic  O r a l  T o x ic ily  Study -  A lb ino  R a ta  

H is to p a th o lo g ic  C hanges 

F in a l  S a c r i f ic e  

G roup : 10 ppm *

N u m b er of 
A n im als O rg a n  E x am in e d F ind ings Incidence

A v e r a g e
G r a d e

12 M ales H e a r t ' C h ron ic  focal m y o c a rd i t i s 7 1 .0
T ra c h e a T r a c h e i t i s 9 2 .0
Lung C h ro n ic  r e s p i r a t o r y  d is e a s e II 1 .0

1 Pneum onia 1 1 .0
L iv e r V acu o la r  change (fatty) 3 1 .0

Ductile  h y p e rp la s ia i 1 .0
i •. H y pertrophy i . 0 . 5

Focal d eg en e ra t io n i 0 .5
P a n c re a s C hron ic  focal p a n c r e a t i t i s i 3 .0
Stom ach C hron ic  g a s t r i t i s  and a ca n th o s is l 1 .0
Spleen H e m o s id e ro s is 2 1 .0

1 Kidney C hron ic  n ep h r i t is 7 I. 0
■ T ab les T e s t ic u la r  d eg en e ra t io n 1 2. 0

>o
*

ool*J
o■a—
GO
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TA B LE -XLV continued 

T E S T  M A T E R IA L : A ro c lo r  |2 5 4  

1 T w o - Y e a r  C h ro n ic  O r a l  T o x ic ity  Study -  A lb ino  R a ta  

H is to p a th o lo g ic  C hanges 

F in a l  S a c r i f ic e  

G roup : 10 ppm  '

N um ber o i  
A n im als O rg a n  E x a m in e d F ind ings Inc idence

A v e ra g e
G r a d e

12 Males. T e s te s  (continued) P e r i a r t e r i t i s 1 3 .0
P r o s ta t e In f lam m ation 2 2 .0
S em in a l  V es ic le In flam m ation 2 1 .0
A d ren a l  Gland. T e la n g ie c ta s is 2 1 .0

Foca l fatty  change 1 1 .0
T h y ro id  Gland F o ca l  h y p e rp la s ia 1 1 .0

12 F e m a le s  . H e a r t C h ro n ic  focal m y o c a rd i t i s 3 1 .0
T ra c h e a T r a c h e i t i s 7 1 .0
Lung C hron ic  r e s p i r a t o r y  d is e a s e 12 J. 0
L iv er Foca l lym phoid In f il tra tion 4 1 .0

V acu o la r  change (fatty) 1 1 .0
N odular h y p e rp la s ia 1 3 .0

i ■ i a
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* TABLE-XLV continued

T E S T  M A T E R IA L : A ro c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T ox ic ity  Study - A lb ino  R a ta  

H is to p a th o lo g ic  C hanges 

F in a l  S a c r i f ic e  

G roup : 10 ppm  «

N u m b er  of 
A n im als O rg a n  E x a m in e d F ind ings Incidence

A v e r a g e
G r a d e

12 F e m a le s L iv e r  (continued) Ductile  h y p e rp la s ia 2 1 .0
T e la n g ie c ta s is 1 1 .0
llcp a to m a 1 1 .0

Colon P a r a s i t e s 1 1 .0
Spleen H e m o s id e ro s is 2 1 .0
Lym ph Node C ongestion 1 1 .0
Kidney C hron ic  n e p h r i t i s 3 .2 .0

F oca l c a lc if ica t io n 2 1 .0
U te ru s M e tr i t i s 1 1 .0
P i tu i ta ry Adenom a 3 1 .0

H y p e rp la s ia 1 1 .0
A drena l Gland T e la n g ie c ta s is 9 1 .0
P a ra th y ro id  G land H y p e rp la s ia 1 1 .0
Thym us A b sc e ss 1 1.0

O

4»
K>

T

All other, t i s s u e s  and o rg an s  w e re  n o r m a l  h is to lo g ic a l ly .

G rad in g System
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T A B LE XLVI

T E S T  M A T E R IA L : A ro c lo r  1254 

T w o - Y e a r  C h ro n ic  O ra l  T ox ic ity  Study -  A lb ino  R a ta  

H is to p a th o lo g ic  C hanges 

F in a l  S a c r i f ic e  

G roup : 100 ppm*

N u m b e r  of 
A n im a ls O rg a n  E x a m in e d F in d in g s Incidence

A v e r a g e
G ra d e

11 Male* H e a r t C hron ic  focal m y o c a rd i t i s 3 2 .0
T ra c h e a T r a c h e i t i s 4 1 .0
Lung C hron ic  r e s p i r a to r y  d is e a s e 10 • 1 .0

E dem a 3 2 .0
L iv e r Focal d e g en e ra t io n 2 1 .0

V acu o la r  change (fatty) 3 i ; o
Ductile  h y p e rp la s ia 3 1 .0

• H y pertrophy 1 2 .0
Foca l lym phoid in f i l t ra t io n 1 1 .0
P o r ta l  f ib ro s is 1 2 .0

• S m all In tes tine F o ca l  in flam m atio n 1 1 .0
Spleen H e m o s id e ro s is 2 1 .0
Lym ph Node C ongestion 1 1.0
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TADLE XLVI continued

T E S T  M A T E R IA L : A ro c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T ox ic ity  Study -  A lb ino  R a te  

H is to p a th o lo g ic  C hanges 

F in a l  S a c r i f ic e  

G roup ; 100 ppm

O
O

N u m b e r  of A v e r a g e
A n i m a l a  O rg a n  E x a m in e d  F in d in g s  Inc idence  __________ G r a d e

1 1 M ales

1$ F e m a le s

Kidney * C h ro n ic  n e p h r i t i s 8 1 .0
T e s te s P e r i a r t e r i t i s 1 1 .0
P r o s ta t e In f lam m ation 5 ■ 2. 0
A drena l Gland. T e la n g ie c ta s is • 2 1 .0

C ongestion i 1 .0
T hyro id  G land H y p e rp la s ia 1 1 .0

H e a r t C h ro n ic  focal m y o c a r d i t i s 5 1 .0
T ra c h e a T r a c h e i t i s 6 1 .0
Lung 13 2 .0

1 E dem a 1 2. 0
L iv e r F oca l h y p e r tro p h y 1 1 .0

H y p ertro p h y 5 3 .0
Foca l h y p e rp la s ia *  % 1 1.0
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T A B L E  XLVI continuedt

T E S T  M A T E R IA L : A r o c lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic ity  Study -  A lb ino  R a ta  

H is to p a th o lo g ic  C hanges  

F in a l  S a c r i f ic e  

G roup : 100 pprrv

O

N u m b er  of 
A nim al*

IS Fem ale*

A v e r a g e
O rg a n  E x a m in e d F in d ings Incidence G r a d e

L iv e r  (continued) Ductile  h y p e rp la s ia 2 1 .0
V acu o la r  change (fatty) 10 1 .0
N odular h y p e rp la s ia 1 1 .0
H epatom a 1 1 .0

S tom ach C hron ic  g a s t r i t i s 2 1 .0
9 A can thos is 4 1 .0

In f lam m ation 1 1 .0
Spleen H e m o s id e ro s is 5 1 .0
Kidney C hron ic  n e p h r i t i s 5 1 .0

Foca l c a lc if ica t io n 1 1 .0
U te ru s M e tr i t i s 3 1 .0
P i tu i ta ry H y p e rp la s ia 4 1 .0
P itu i t N odular h y p e rp la s ia I 1 .0
A drenal Gland T e la n g ie c ta s is 3 1 .0

N odu la r  h y p e rp la s ia 1 1 .0
C ongestion 1 1 .0

All o th e r  t i s s u e s  and o rg a n s  w e re  n o rm a l  h is to lo g ica l ly .

G rading  S ys tem
M
Ch

no
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T A B L E  XLVII

T E ST  M ATERIA L: A ro c lo r  1254

T w o -Y e a r  C h ro n ic  O ra l  Toxicity  Study -  A lbino R ate

l l ia to p a th o lo g lc  Chance« of the U r in a ry  B la d d e r

Nj
4*

Fina l S ac r if ic e

G roup Sex
N u m b er

E xam ined Findings* Incidence
A v e ra g o

G r a d e

C M 11 P ro te in a c e o u s  plug (34) 1
F 14 Focal ep ith e lia l  h y p e rp la s ia  (62) 1 1

T - 1 M 10 P ro te in a c e o u s  plug (326) 1
(1 ppm) F 19 Diffuse ep ith e lia l  h y p e rp la s ia  a s s o c ia te d 1 3

with d iffuse  c y s t i t i s  (377)

T - I l M 13 Diffuse ep ith e lia l  h y p e rp la s ia  and p ap illom a 1 4
(10 ppm) a s s o c ia te d  with focal c y s t i t i s  (417)

Diffuse ep ith e lia l  h y p e rp la s ia  a s s o c ia te d . 1 2
with d iffuse  c y s t i t i s  (419)

F 13 None - -

T -II I M 10 Foca l ep ith e l ia l  h y p e rp la s ia  a s s o c ia te d  wll)i 1 2
(100 ppm) • focal c y s t i t i s  (497)

Focal ep ith e lia l  h y p e rp la s ia  (5) 1 1
F 17 None l • -

* Individual an im a l num ber a a r e  shown in .p a re n th e s is .

G radine S y s tem
LO = m in im a l  o r  t ra c e  4 .0  = s e v e r e

4
%. .
ü

oo
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G. D eta iled  D escrip tio n  of T u m o r F in d in g s

. T u m o r  da ta  fo r  individual a n im a ls  inc lud ing  location , w e igh t 

and  p a tho log ic  c la ss if ic a t io n  a r e  p re s e n te d  in T ab le  XLV1II through LX.
J

None of these  tu m o rs  could be r e la te d  to the  ingestion  of A r o c lo r  

1254 and a r e  c o n s id e red  n o rm a l  fo r a  ra n d o m  p ap u la t io n  of r a t s  th is  a g e .

AOM nniA
( H  428
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TADl^E XLVIII

T E S T  M A T E R IA L : A roc lo r  1254 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  A lb ino  R ata

D e sc r ip t io n  of T u m o r  F in d in g s  t

G roup : C o n tro l  t
________________________________________________________ :_______________________________________________  !

A nim al M o n th s
N u m b er W eight S ize on
and Sex L oca tion (g ra m a ) (cm ) C la s s i f ic a t io n T o s t

l -M A bdom en - - M a m m a ry  f ib ro a d e n o m a 24

2-M P a n c r e a s 11 .76 - A d e n o c a rc in o m a 24

•¡6-F A bdom en 6 4 .9 8 8 x 1 x 2 M a m m a ry  f ib ro ad e n o m a 24
3 5 .0 9 5 x 2 x 2 M a m m a ry  f ib ro ad e n o m a

- n - F L ym ph node - - R e t icu lu m  c e l t  s a r c o m a 24

•Ì8-F Abdom en 2 x 2 x 1 M a m m a ry  f ib ro a d e n o m a 24

5 0 -F A bdom en - 2 x 2 x 3 M a m m a ry  f ib ro a d e n o m a 7

5 2 - F
*•

Abdom en - - M a m m a ry  f ib ro ad e n o m a 24
o

0 5 9 - F  1 Abdom en > M a m m a ry  f ib ro a d e n o m a 24o
o  °oU>

- F  »M fvj

•*»drenal g land 

Abdomen

m

8 8 .9 2 1 3 x 1 1 x 4

P h c o c h ro m o c y to m a

F ib ro a d e n o m a 24
iO O' 1

- F  ‘ Abdom en 2 3 0 .0 0 13. x  11 x 4 M a m m a rv  adenom a 1 A
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T A B L E  XLIX continued
i

T E S T  M ATERIA L: A ro c lo r  1254

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study - A lbino R ata  *
«

D e sc r ip t io n  of T u m o r  F ind ings n

G roup ; I ppm

Animal 
■‘ju m h e r  
*-.nd Sox . ! oca tion

W eight
(g ra m s )

S ize
(cm) C la s s i f ic a t io n

M o n th s
on

T e a t

11 - F  V Abdomen - - y  M a m m a ry  a d e n o c a rc in o m a  / ¿4

12-F Ahdonr en - - {, M am m ary  f ib ro ad en o m a 24

1.3- F  * * Abdom en - . - L ipom a 24

A  J*) */ <***• * i
^  iW*

*  * * ^ ¿ 4 .  «h.

c
*»CJ2

c r

u>o



TA Q L E XLIX

T E S T  M A T E R IA U  A ro c lo r  1254 

T w o -Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study - A lbino R ate  

D esc r ip t io n  of T u m o r  F in d in g s  

G roup; 1 ppm

A nim al 
N um ber 
and S«rx L ocation

W eight
(g ram a)

Size
_______<<=">) C la s s i f ic a t io n

M o n th s
on

T e s t

l-M P a ra th y ro id  g land - V A denom a 24

2-M P i tu i ta r y - - •*' C hrom ophobe  adenom a 23

3 - F Abdom en - - 1- M a m m a ry  f ib ro ad en o m a  V" 24

4 - F Abdom en
%

- ■ M a m m a ry  f ib ro ad en o m a  I X 24

5 - F Abdom en 8 .9 7 2 x 2 x 2 1 M am m k ry  a d e n o m a -" ' ' 24
P a r a th y r o id  gland - - ■ V  Adenom a u

6 -F Abdomen 8 .8 6 3 x 2 x 2 i M am m ary  f ib ro ad en o m a 24

7 - F Abdomen 6 5 .0 *• M am m ary  f ib roadenom a  i ' ' 24
D oraal c e r v ic a l 209 13 x  B x  2 ^ F ib ro a d en o m a  ;

- >
reg ion

o
:  8 - F  * P i tu i ta ry ‘i C hrom ophobe  adenom a 24

o Abdomen «a
i * w M am m ary  f ib ro ad en o m a  ^

9 - F  £ Abdomen - m
« 1 . *' M a m m a ry  f ib roadenom a '" y a
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T A B L E  L

T E S T  M ATERIAL] A ro c lo r  1254 

T w o - Y e a r  C hron ic  O ra l  T o x ic ity  Study -  A lb ino  R ata  

D esc r ip t io n  of T u m o r  F ind ings  

G roup: 10 p pm

t
■t,'1

O

\n im a l M o n th s
Cumber » W eight S ize on
nd Sex Location (g ram a) (cm) C la s s i f ic a t io n T e s t

1 -M P a n c re a a -
y

I^Adenoma 1 24

2-M P a ra th y ro id  gland - ¿'"Adenoma U- 24

3 -F Abdomen - - ¿"M am m ary f ib ro ad e n o m a  ^ 24

4 - F T h y ro id - _ 1 Adenoma 24
Abdomen - • ¿ /"M am m ary  f ib ro ad e n o m a  ^

5 - F Abdomen - - « M a m m a ry  f ib ro ad e n o m a 24

6 - F Abdomen 86 7 x 8 x 3 i s  F ib ro a d e n o m a  4-" 24
Abdomen 29 5 x 5 x 2 F ib ro ad e n o m a  *

7 - F P itu i ta ry - - V C hrom ophobe  adenom a 24

8 - F  »
o Abdomen 28 6 x 5 x 3  * ¿ /F ib ro ad en o m a  l^* 24
DC

9 - F
o

P i tu i ta ry m - ( /C hrom ophobe  adenom a 22
o

o - r  £ A drenal gland 7 .8 - t /T e la n g lo m a  /■ 24
sO

g

W
ijw

rr
; 

1 5
 3 

a
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T A B L E  LI

T E S T  M ATERIAL! A ro c lo r  1254 

T w o - Y e a r  C hron ic  O ra l  T o x ic ity  Study -  A lb ino  R ata  

D e sc r ip t io n  of T u m o r  F ind ings  

G roup; 100 ppm

O
O

X*.
UJto

A nim al 
N um ber 
and Sex L ocation

W eight
( t r i n i l i

S ize
(cm | C la s s i f ic a t io n

M o n th s
on

T e s t

1 - F Abdom en 4 8 .1 2 5 x 4 x 3 [ / F i b r o m a  J / ’ 24

2 - F Abdom en - - I f M a m m a ry  f ib ro ad en o m a  ^ 24

3-F Abdom en - 18 x  4 x  3 is  M a m m a ry  f ib ro ad en o m a  1 / 24

4 -M P a n c rc a a % * - [/A denom a • 24

5-M Abdomen - 1 x 2 x 1 /' F i b r o a d e n o m i ' 24

6 - F A bdom en - j M a m m a ry  f ib ro ad en o m a  L 24

7-M Lym ph node - - R e t icu lu m  c e ll  s a r c o m a  ¿ / 13

a -F P a n c rc a a 1 3 .0 3 x 3 x 3 [ / 'A d e n o c a rc in o m a  j— 24

9*F  „o
Lymph node ‘ « [ /L y m p h o s a rc o m a  K 24

1 0 -F  * Abdomen 5 2 .0 a x 5 X 2 V F ib ro ad en o m a  I f 0" 24
oo
tuO'u>

OO
-4
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T A B L E  L! continued

T E S T  M ATERIAL: A ro c lo r  1254 c

T w o * Y ear  C hron ic  O ra l  T o x ic ity  Study -  A lbino R ata  <

D esc r ip t io n  of T u m o r  F lnd lnga  <

G roup : 100 ppm

A nim al 
N um ber 
and Sex L ocation

W eight
(g ram s)

S ize
(cm) C la a s l f lc a t lo n

M onlha
on

T e s t

11 -F Abdum cn 141 .9 8 x 8 x 2 I s ' M am m a ry  flb roadcnom at^" 24

12-F Abdomen 42 6 x 4 x 2 M a m m a ry  f ib ro ad en o m a  i— 24

13-F Abdomen - - is  F ib ro ad e n o m a 24

14-F Abdom en 2 0 9 .0 10 x  9 x 3 / M am m ary  f ib ro ad en o m a 24

15 - F Abdomen 14. 6 ) - l  F ib ro ad e n o m a 24

O
O

o
X

I
ooL*J
obi

» •

i r i
i

O0oo
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R E PO R T  TO

MONSANTO COMPANY-

TW O-YEAR CHRONIC ORAL TOXICITY WITH 
AROCLOR 1242 

IN ALBINO RATS

NOVEMBER 12, 1971 "

IBT NO. B7298

I. I n t ro d u c t io n

At the r e q u e s t  of M onsanto Company, a tw o -y e a r  chronic  o 'ral 

tox ic ity  s tudy  w as conducted using albino r a t s  to d e te rm in e  the p o te n t ia l  

• tox ic ity  of A ro c lo r  1242, Lot No. AK-255. The following re p o r t  p r e s e n t s  

the r e s u l t s  of th is  inves t ig a tio n .

( CC3b3
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B I C T E S T  JzacyuiLyùM* ^

IL S u m m a ry

A tw o -y e a r  ch ro n ic  tox ic ity  s tudy w u  conducted  using albino ra ts  

fed  d ie ts  con tain ing  1 (T -I), 10 (T-II) o r  100 (T-III) ppm A roclor 1242.

F o o d  consum ption  and body weight gains w ere  not a lte red  a t  any 

le v e l  of A ro c lo r  1242 fed. The n u m b er  of a n im a ls  dying and the tim e a t 

w h ich  the dea ths  o c c u r re d  did not v a ry  among thè te s t  and control g r o u t s .

H e m a to lo g ica l  and c l in ica l  b lood c h e m is t r y  s tud ies  conducted a f te r  

3 ( 6, 9 , 12, 18 o r  24 m onths  did not r e v e a l  any a ffec ts  re la ted  to 

A r o c lo r  1242. U rin e  an a ly ses  fa i le d  to r e v e a l  any differences b e tw een  

t e s t  and c o n tro l  a n im a ls .

At s a c r i f i c e  a f te r  3, 6 o r  12 m onths  on te s t ,  o rg a n  weights, o rg a n  

to body w eight and o rg an  to b r a in  weight r a t io s  d isc lo se d  sev e ra l  

ra n d o m ly  o c c u r r in g  in te rg ro u p  d i f f e re n c e s .  The la c k  of any c o n s is te n t  

dose  r e l a t e d  re s p o n se  and the absence  of any d e le te r io u s  histopathologic  

change c o n f irm  th a t  these  d if fe ren ces  w e re  not r e l a t e d  to the ingest ion  

of A r o c lo r  1242.

At the  f ina l  s a c r i f ic e  a f te r  24 m onths  on te s t ,  the l iv e r  weights and 

l i v e r  to body  w eigh t o r  b r a in  w eight r a t io s  w e re  s ignificantly  e leva ted  in 

f e m a le s  f r o m  the  T -II I  group. H is to log ic  ex am in a t io n  of the l iv e r s  

f r o m  the T - I I I  ¿ ro u p  re v e a le d  s e v e ra l  a n im a ls  w ith  vacuo la r  change.

T h is  l e s io n  is  m o rp h o lo g ica l ly  in d ica t iv e  of fa t ty  degenera tion . S pec if ic  

f a t  s ta in s  c o n f i rm e d  the p re s e n c e  of fat in  th e se  vacuo les .  Foca l 

h y p e r t ro p h y  and foca l h y p e rp la s ia  w ere  a lso  found in the l iv e rs  f ro m  

a n im a ls  fed A ro c lo r  1242.

ADM 0 0 3633  

0 0 '  436
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• H y p e rp la s ia  o f the u r in a ry  b la d d e r was found in an im als  fro m  the 

c o n tro l  g ro u p  and fro m  each  of the te s t  g ro u p s . T his h y p e rp la s ia  w as 

u s u a lly  a s s o c ia te d  w ith  c y s ti t is .

T h e  in c id e n c e s  and  types of a ll tu m o rs  w e re  about the sam e in  a ll 

g ro u p s , inc lud ing  the co n tro l g roup , and a re  c o n s id e re d  n o rm al fo r 

r a t s  of th is  ag e .

R esp ec tfu lly  su b m itted ,

INDUSTRIAL B IO -TEST LABORATORIES, INC.

R e p o r t p r e p a re d  by :

R e p o r t  a p p ro v e d  by:

N o v e m b er 12, 1971 
lm :b b :h p  Jcjl

P h ilip  s \  Sm ith, B . S. 
A ss is ta n t T o x ico lo g is t 
R at T ox icity

7 *■4/ ■ r j i  —
P a u l L. b r ig h t ,  P h . D.
Section  H ead, Toxicology

M . L ,  K eplin ffer, 
M an ag e r, T oxicology
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HI. P r o c e d u r e

A. E x p e r im e n ta l  A nim als

The a n im a ls  em ployed in the t e s t  w e re  C h ar les  River s t ra in ^  

a lb ino  r a t s .  F o u r  hundred  r a t s  (200 m a le  and 200 fem ale) w e re 's e le c te d  

L fo r  the e x p e r im e n t ,  e a r -p u n c h e d  with the an im a l  nu m b er assigned and

housed  in d iv id u a lly  in s tan d a rd  w ire -b o t to m ed  s te e l  r a t  cages. Each 

cage  b o re  a c o lo r -c o d e d  c a rd  identifying the r a t  with re s p e c t  to p ro je c t  

n u m b e r ,  d ie ta r y  le v e l  a s s ig n m e n t ,  ind iv idual a n im a l  num ber and sex.

B . O rg an iza tio n  of G roups

A s t r u c tu r a l  ou tline  of the e x p e r im e n t  is  given in Table I.#
TABLE I

T E ST  M ATERIAL: A ro c lo r  1242

T w o - Y e a r  C hronic  O ra l  T ox ic ity  Study - Albino Rats
( .

O u tlin e  of E x p e r im e n t  *

ÔTOUO
N u m b er  of A n im als  
M ale  F em a le

d ie ta r y  L eve l 
ftrom)

C on tro l 50 50 None A d m in is te red

T - I 50 50 1

T - U 50 50 10

T -H I 50 50 100

* C h a r le s  R iv e r  B reed in g  L a b o ra to r ie s ,  N orth  W ilmington, M ass .

003©3
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C. D ie ts ,  Feed ing  and Food Consumption

A ll d ie ts  w e re  p re p a re d  in the c e n tra l  d ie t  room  of this 

l a b o r a to r y .  The b a s ic  r a t io n  from  which a ll  d ie ts  w e re  constructed 

w a s  a s ta n d a rd ,  p u lv e r iz e d  s tock  r a t  ra tion* . The d ie t for any given 

t e s t  g roup  w as  p re p a re d  by blending the ca lcu la ted  am ount of A roc lo r 

1242 with a p re -w e ig h e d  po rtio n  of the stock ra t io n  in a Hobart m ix e r .

F r e s h  d ie ts  w e re  p re p a re d  each w eek and e v e ry  r a t  was offered  

a n  am o u n t of food suffic ien t fo r  ad libitum  feeding .

F o o d  consum ption  was reco rd ed  for five r a t s  of each sex  in e v e ry  

g ro u p  w eek ly  fo r  the f i r s t  th re e  months and m on th ly  for the next nine 

m o n th s .  T h e r e a f t e r ,  p e r io d ic  spot checks w e re  m ad e .

D. Bodv W eights and Weight Cains

In it ia l ly ,  the body w eight of each r a t  in e v e ry  group was d e t e r ­

m in e d  and r e c o r d e d .  T h e re a f te r ,  individual w eigh ings w e re  m ade weekly 

f o r  the f i r s t  13 w eeks and m onth ly  th e re a f te r  u n ti l  the conclusion of the 

in v e s t ig a t io n .

E .  M o r ta l i ty  and R eac tions

C hecks  fo r  m o r ta l i ty  and abnorm al b e h a v io ra l  re a c tio n s  w ere  

m a d e  d a ily  th ro u g h o u t the investiga tion .

F* H em ato lo g ic  Studies and U rine A na lyses

B lood s tu d ie s ,  including  d e te rm in a tio n s  of hem oglobin c o n c e n t r a ­

t io n ,  h e m a t o c r i t  v a lu e ,  e ry th ro c y te  count and both to ta l and d iffe ren tia l

e

* P u r in a  R a t  Chow, R als ton  P u r in a  Company, St. L ouis , M is so u r i .
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le u k o c y te  coun t« , w e r e  conducted  upon five m a le «  and five fem ales  f ro m  

b o t h  the c o n t ro l  and 100 ppm  g ro u p s .
I

U r in e  a n a ly s e s  for the p re se n c e  of g lu c o s e ,  album in, m i c r o ­

s c o p ic  e l e m e n t s ,  and  d e te rm in a t io n s  of pH and s p e c i f ic  g rav ity  w e re  con ­

d u c te d  upon u r in e  s a m p le s  a t  the sam e tim e  in te r v a l s  and from  the sam e  

a n i m a l s  a s  th o se  em ployed  fo r  the blood s tu d ie s .

T h e se  s tu d ie s  w e re  conducted a f te r  3, 6, 9, 12, 13, and 24 month 

o f  feed ing .

G. C l in ic a l  B lood C h e m is t ry  Studies

D e te r m in a t io n s  of b lood u re a  n i t ro g en  co n ce n tra t io n  (BUN), 

s e r u m  a lk a l in e  p h o sp h a ta se  a c t iv i ty  (5AF), f a s t e d  blood g lucose  c o n cen ­

t r a t i o n  and s e r u m  g lu ta m ic -p y ru v ic  t r a n s a m in a s e  a c t iv i ty  (SGPT) w e re  

f co n d u c ted  a f t e r  3, 6, 9, 12, IS , and 24 m on ths  o f  feeding upon the s am e

r a t s  a s  w e re  the ro u t in e  blood s tu d ie s .

H. P a th o lo g ic  Studies

W hen an a n im a l  succum bed  during the t e s t  p e r io d ,  a g ro s s  au topsy  

w a s  p e r f o r m e d .  In those  c a s e s  when p o s tm o r te m  au to ly s is  was not ad -  . 

▼ anced, r e p r e s e n t a t i v e  t i s s u e s  w e re  taken and  p r e s e r v e d  in ten p e rc e n t  

f o r m a l i n  so lu t io n  fo r  p o s s ib le  fu tu re  h is to p a th o lo g ic  s tudy .

A f te r  3, 6 ,  and  12 m o n th s  of te s t in g ,  f ive  a n im a ls  of each  sex  

f r o m  each  g ro u p  w e r e  s a c r i f ic e d  and sub jec ted  to  co m p le te  g ro s s  pathologic 

e x a m in a t io n s .

ACM C 0 3 63 7
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A b so lu te  o rg an  w eigh ts  w e re  r e c o rd e d  and o rgan  to body w eight 

a n d  o rg a n  to b r a i n  w eigh t r a t io s  com puted. The following o rgans  w ere-  

in c lu d e d :  l i v e r ,  k id n ey s ,  sp leen , gonads, h e a r t  and b ra in .  T h e s e 'd a ta  

w e r e  then  s u b je c te d  to s t a t i s t i c a l  a n a ly s is .  An A n a ly s is  of V a r ia n ce  w as 

con d u c ted  f i r s t  and s ig n if ic an t  e ffec ts  d is c lo se d  by  th a t  t re a tm e n t  w e re  

f u r t h e r  s tu d ie d  by ” t " - t e s t s .

C o m p le te  m ic ro s c o p ic  ex am ina tions  w e re  conducted upon the 

t i s s u e s  and  o rg a n s  f r o m  a l l  con tro l  and 100 p p m  group r a t s  s a c r i f i c e d  

a f t e r  3, 6, o r  12 m onths  of te s t in g .  The following t i s su e s  and o rg a n s  w e re  

in c lu d e d  in the e x a m in a t io n s :  h e a r t ,  t r a c h e a ,  lungs , l iv e r ,  p a n c r e a s ,  

e s o p h a g u s ,  s to m a c h ,  s m a l l  in te s t in e  (duodenum , je ju n u m  and i l e u m ) ,  

c a e c u m ,  co lon , sp lee n ,  lym ph nodes, k id n ey s ,  u r i n a r y  b la d d e r ,  g o n ad s ,  

p r o s t a t e  g lan d , s e m in a l  v e s ic l e s ,  u t e r u s ,  p i tu i ta ry  g land , a d re n a l  g lan d s ,  

s a l i v a r y  g la n d s ,  thy ro id  g land , p a ra th y ro id  g la n d s ,  s k e le ta l  m u s c le ,  

s t e r n u m ,  b o n e , p e r i p h e r a l  n e rv e ,  sp in a l  co rd  and b r a in  ( c e re b ru m , 

c e r e b e l lu m  and  pons).

T he  a fo re m e n t io n e d  t i s s u e s  w e re  p r e p a r e d  and s ta ined  w ith 

H e m a to x y l in - E o s in  s ta in .

A f te r  two y e a r s  of feeding , a l l  su rv iv in g  a n im a ls  w e re  s a c r i f i c e d  

a n d  s u b je c te d  to  co m p le te  g ro s s  pa tho log ic  ex am in a t io n .

T he  a b so lu te  w eigh ts  of the l iv e r ,  k id n e y s ,  sp leen , g o n a d s ,  

h e a r t  and b r a in  w e re  r e c o r d e d  im m e d ia te ly  a f te r  s a c r i f i c e .

AO*
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M ic ro sc o p ie  exam ina tions  w ere  conducted upon t is su e s  and 

o rg a n s  f ro m  se le c te d  a n im a ls  dying during the e x p e r im e n t  and upon a l l  

a n im a l s  f ro m  the fina l s a c r i f ic e .

T is s u e s  and organs exam ined w e re  the s a m e  as those p re v io u s ly  

m e n t io n e d .

Z. T u m o r Incidence and C lass if ica tion

A tabulation, of the inc idence  of tu m o r  fo rm a t io n  in each group 

w as  m a d e  a t  the conclusion  of the invest iga tion , tn addition, tu m o r da ta  

fo r  in d iv idua l a n im a ls  including location, w eigh t, s ize  and pathologic  

c la s s i f i c a t io n  w e re  re c o rd e d .

t

t
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IV. R e s u l t s

A , B ody W eights  m d  W eight Gains ■

T he  m i l e  and f e m i le  body weight d i t i  i r e  i s s e m b le d  in T i b l e  I 

T he  d i t i  in th is  t i b l e  i l s o  inc lude  the 3, 12 and 24 m o n th  t o t i l  w eight 

g i i n s .  T h e re  w e re  no s ig n if ic in t  effects a t t r ib u ta b le  to the ingestion  of
i

the com pound.

/
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TA BLE II

T E S T  M A T ER IA L : A ro c lo r  1242

Ï
%t
ir
Ï

T w o - Y e a r  C h ro n ic  O ra l  T o x ic ity  Study - A lb ino  R a ts <

Body W eight and T o ta l  W eight Gain Data ï
i

S u m m a ry  of M ean V alues

B o d y  W e igh t  9 0 - D a y
d ie t a r y  L e v e l  o f  ( g r a m s )  T o t a l  W e i g h t
A r o c l o r  1242 W eek :  G a i n

(ppm) S e x 0 1 2 3 4 5 6 7 8 5 10 II 12 13 (g r a m  a / r a t )

lon t ro l M 133 203 245 313 362 373 391 409 424 440 440 449 467 474 341
* F 136 178 190 219 244 254 259 265 270 276 281 278 290 288 152

I M . 133 205 254 329 367 377 397 417 432 451 462 4SI 493 508 375
■ F 136 173 197 226 240 253 268 292 278 280 284 284 288 292 156

10 M 133 202 251 332 362 372 392 414 428 454 475 481 500 509 376
F 136 176 196 226 244 254 268 288 276 280 281 284 260 285 149

100 M 133 203 248 320 365 376 398 416 427 439 453 467 478 487 354
F 136 173 194 225 251 264 272 290 274 275 279 285 283 286 150

I

Ì

O
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>
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TA BLE It continued 

T E S T  M ATERIA L: A ro c lo r  1242 

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study - A lbino R a ts  

Body W eight and T o ta l  W eight Gain Data 

S u m m a ry  of M ean V alues

Body Weight 12-M onth
l ie ta ry  L eve l of (g ram a)  T o ta l  W eight
A ro c lo r  1242 Month: G ain

(ppm) Sex 4 5 6 7 8 9 10 1 1 12 ( g r a m a / r a t )

Control M 498 533 565 593 622 642 667 688 701 568
F 297 310 322 333 345 359 374 383 390 254

1 M 525 555 580 614 640 665 690 707 743 610
• F 302 321 326 333 342 355 367 381 388 252

10 M 525 553 579 6 0 0 627 641 674 693 706 573
F 299 312 328 333 346 354 365 375 384 248

100 M 504 533 551 580 . 608 633 662 686 711 578
F 290 307 321 333 347 360 374 388 379 243

O
o
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T A B L E  II con tinued  *-

T E S T  M A T ER IA L : A ro c lo r  1242
03

T w o -Y e a r  C h ro n ic  O ra l  T o x ic ity  Study - A lbino R ata  O

Body W eight and T o ta l  W eight Gain Data m
i/i

S u m m a r y  o f  M ean V a lu es

H e ta ry  L ev e l  of 
A r o c lo r  1242 

(ppm) Sex 13 14 15 16 17

Body Weight 
(g ram a )  
M onth:
IB 19 20 21 22 23

2 4 -M o n th  
T o t a l  W e ig h t  

G a in
24 ( s r a m a / r a t )

Control M 728 746 759 768 769 767 760 758 739 726 • 687 642 509
F 426 444 466 481 500 515 533 547 551 550 564 551 415

1 M 767 785 805 800 804 810 800 804 802 .800 808 759 626
F 428 443 479 468 500 514 523 531 535 538 535 532 396

10 M 740
r

750 763 780 784 780 785 783 780 774 796 734 6o 1
F 393 406 422 441 462 480 500 519 529 533 537 547 4M

100 M 724 728 723 735 728 736 733 730 725 715 743 •652 519
F 428 447 463 467 472 484 481 484 485 490 487 4 8 s ' 349

r
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B , F o o d  C o n sum ption

T h e  d a ta  ob ta ined  f r o m  the  food co n su m p tio n  m e a s u r e m e n ts  

c o n d u c te d  d u r in g  the  f i r s t  12 m o n th s  of feeding  a r e  s u m m a r iz e d  in  T a b le  III.

- T h e s e  d a ta  r e v e a le d  no s ig n if ic a n t  d i f f e r e n c e  b e tw een  t e s t  

an d  c o n t r o l  r a t s .  T he  p e r io d ic  ch eck s  conducted  d u r in g  the r e m a in d e r  

o f  th e  in v e s t ig a t io n  a lso  r e v e a le d  no ou ts tan d in g  d i f f e r e n c e s  b e tw een  t e s t  

a n d  c o n t r o l  a n im a ls .

ACP
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T A B L E  III

T E S T  M A T ER IA L : A ro c lo r  1242 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study - A lbino R ats  

Food C on su m p tio n  D ata 

S u m m a r y  of M ean V alues

I-

!•

Food C onsum ption
l e t a r y  L evel of ( g r a m s / r a t / s e v e n  d ay s) A v e r a g e  F o o d
A ro c lo r  1242

1
Week: C o n su m p t io n

(ppm» Sex 2 3 4 5 6 7 8 9 10 11 12 13 ( g r a m s / r a t / s e v e n  davi

C ontro l M 94 1 6 0 175 163 137 137 225 197 204 188 191 194 196 174
F 73 140 144 107 104 133 208 154 165 151 146 150 151 140

1 M 129 154 165 201 120 191 206 210 232 185 188 189 190 167
F 91 109 120 164 110 166 124 137 172 140 145 148 145 136

10 M 113 132 142 201 120 193 183 184 184 192 196 191 193 171
F 96 114 147 131 1 10 149 102 124 166 144 143 138 144 131

100 M 117 149 185 230 161 172 199 172 227 192 186 190 190 182
F 89 118 129 189 98 114 142 135 180 145 142 139 140 135

O
O n
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T A B L E  III continued  

T E S T  M ATERIA L: A ro c lo r  1242 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study - A lbino R ata

Food C on su m p tio n  D ata

S u m m a ry  of M ean V alues

Food C o n su m p tio n
e ta r y  L evel of ( g r a m a / r a t / s e v e n  d a y s )  A v e ra g e  F ood
A ro c lo r  1242 
___ (pp™> Sex 4 5 6 7

Month:
8 9 10 11 12

C o n su m p tio n  
( g r a m s / r a t / s e v e n  d a y s )

C on tro l M 196 189 168 147 163 184 179 170 187 176
F 148 154 136 121 138 152 160 141 127 142

1 M 180 181 170 189 190 189 196 192 208 188
F 152 159 141 154 150 148 143 145 159 150

10 M 184 164 168 197 193 1RS 191 186 177 183
F 139 147 136 151 144 145 138 142 130 14!

100 M 179 192 189 200 196 186 184 187 167 187
F 163 141 160 148 145 144 147 146 145 149

Ln
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C . M o r ta l i ty  and R ea c tio n s

A f r e q u e n c y  d is tr ib u tio n  of n a tu ra l  d e a th s  o c c u r r in g  d u ring  the 

in v e s t ig a t io n  a p p e a r s  in  T ab le  IV.

No u n to w a rd  b e h a v io ra l  r e a c t io n s  w e re  no ted  am ong  any of the 

a n im a ls  e m p lo y e d  in  th e  in v e s tig a tio n .

aCH 0 0 3 0 * 7  
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T E S T  M A T E R IA L : A ro c lo r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - A lb ino  R ata

M o r ta l i ty  Data

F r e q u e n c y  D is t r ib u t io n  of D ea th s

T A B L E  IV

D ie ta r y  L e v e l  
<ppm > S ex 1-3 4 -6

F r e q u e n c y  D is t r ib u t io n  of D eaths  
M o n th s :

7 -9  10-12  13-15 16-18 19-21 22-24
T o t a l  D e ad  

N u m b e r  T e s t e d 1*

C ontro l M 0 0 0 2 1 7 6 9 2 5 /3 5
F 0 0 0 1 3 5 7 3 1 9 /3 5

1 M 2 0 1 1 3 3 7 8 2 5 /3 5
F 1 0 0 1 3 2 4 5 1 6 /3 5

10 M 0 0 0 2 1 7 5 8 2 3 /3 5  ■
F 0 1 1 2 0 2 5 5 16 /35

100 M 0 0 0 3 3 6 7 10 2 9 /3 5
F 0 I 0 1 2 4 3 9 2 5 /3 5

* Does not inc lude  the five a n im a ls of each  s e x f ro m  e v e ry  g ro u p s a c r i f i c e d for in te r im  pa tho log ic a tud ie  s .
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D. H e m a to lo g ic  and C l in ic a l  Blood C h e m is t r y  S tu d ies

M e a n  m a le  and f e m a le  h e m a to lo g ic  and c l in ic a l  blood c h e m is t r y
i

d a ta  a r e  s u m m a r i z e d  In T a b le s  V th ro u g h  DC.

V a lu e s  fo r  a l l  p a r a m e t e r s  in v e s t ig a te d  w e re  w ith in  the n o rm a l  

r a n g e  fo r  th e  a lb in o  r a t .  No s ig n i f ic a n t  d i f f e r e n c e s  b e tw een  t e s t  and c o n t ro l  

v a lu e s  w e r e  o b s e r v e d .

QOib1*9
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T E S T  M A T ER IA L : A ro c lo r  1242 •

T w o - Y e a r  C h r o n ic  O r a l  T o x ic i ty  Study - A lb ino  R a ta

H e m a to lo g ic  D ata  

S u m m a r y  of M ean  V a lu e s

T A B L E  V

D ie ta r y
L e v e l
(ppm ) S ex 3

T o ta l  L e u k o c y te  C o u n t 
( t h o u s a n d s /m m ^ )  

M o n th :
6 9  12 18 24 3

E r y th n o c y te  C oun t 
( m i l l i o n s / m m ^ )  

M onth :
6 9 12 18 24

M 14*0 1 5 .4  10. 1 11. 1 9 .9 11 .2 8. 1 8 .2  8 .7  8 .8 7 .6 6 . 5
Control-

F 9 . 1 9 .4  6 .7 7 .6 8 .8 7 .6 7 .5 7 . 7  7 . 3  7 . 8 7 .7 6 . 8

• M I S . 6 10 .4  9 .7 * 12 .5 9 .4 9 .3 7 .7 8 .0  8 .0  7 .6 7. 9 7 . 0
100

F I S . 6 9 .0  . 7 .7 7 .8 6. 2 6. 4 7 .4 7 .6  7 .6  7 .1 7 .7 7 . 2
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T A B L E  VI

T E S T  M A T ER IA L : A ro c lo r  1242 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study - A lb ino  R a ts

H e m a to lo g ic  D ata 

S u m m a r y  of M ean  V alues

H em o g lo b in  C o n c e n tra t io n  H e m a to c r i t  Value
D ie ta ry  
L ev e l  
(ppm ) _ Sex 3 6

(g /100  m l)  
M onth:
9 12 18 24 3 6

(%)
Month:

9 12 18 24

M 17. 1 17 .7 15 .7 17.6 16. 1 13 .6 51 49 48 50 41 35
C o n tro l

F 1 6 .9 17.4 14. 1 16.7 16.4 14.6 50 47 43 46 42 38

M 16.8 16.9 14.2 15.4 15.6 14.6 50 48 43 44 4.1 37
100

F 15 .8 16. 1 13 .6 15.7 15.5 14 .8 46 48 41 41 40 37
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T E S T  M ATERIA L: A ro c lo r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - A lb ino  R a ta

H e m a to lo g ic  D ata 

S u m m a r y  o f  M ean  V a lu es

T A B L E  VII

D if fe re n t ia l  L eukocyte  Count (N um ber of C e l ls  p e r  Hundred)
D ie ta ry
L ev e l

L y m p h o cy te s
M onth:

N eu tro p h ils
Month:

<ppm > Sex 3 6 9 12 18 24 3 6 9 12 16 24

M 8 2 .0 8 6 .6 8 0 .4 7 8 .8 7 9 .0 6 5 .4 16 .0 11 .4 18.6 2 0 .6 2 0 .0 3 2 .2
C o n tro l

F 8 3 .0 8 6 .6 8 6 .8 8 9 .0 7 0 .2 6 1 .4 15.4 11.6 11.8 10.0 2 9 .2 3 6 .0

•
M 8 9 .6 8 4 .4 . 7 9 .8 8 7 .0 6 6 .0 5 8 .4 9 .6 15 .2 18.8 13.2 3 3 .0 38. 8

100
F 9 1 .4 8 6 .0 8 2 .8 8 8 .4 7 5 .6 6 5 .2 8 .4 I ) .  6 17.2 1 1. 2 2 3 .0 3 3 .6
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TA D LE VII continued  

T E S T  M A T ER IA L : A ro c lo r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  S tudy - A lb ino  R a ts

H e m a to lo g ic  Data 

S u m m a r y  of M ean  V a lu es

D ie ta ry
L ev e l
tppm ) Sex 3 6

D if fe re n t ia l  L eukocy te  Count (N u m b er of C e l ls  
M on o cy tes  

M onth :
9 12 18 24 3

p e r

6

H undred)
E o s in o p h ils

Month:
9 12 18 . 24

M 0 .6 0 .0 0 . 0  0 .4 0 .2  1 .2 1 .4 2 .0 1 .0  0 .2 0 . 8 1 .6
C on tro l

F 0 .6 0 .0 0 . 0  0 .0 0 .2  1 .0 1 .0 1 .8 1 .4  . 0 .2 0 . 6 1 .6

•
M 0 . 2 0 . 0 0 .0  6 .4 0 . 0  0 . 8 0 .6 0 .4 1 .4  1 .4 1 .0 2 . 0

100
F 0 . 0 0 .0 0 . 0  0 . 2 0 .0  0 . 2 0 . 2 0.4 0 .0  0 .2 1 .4 1 .0
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T A D L E  VII co n tin u ed

T E S T  M A T E R IA L : A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  S tudy  -  A lb ino  R a ta

H e m a to lo g ic  D a ta  

S u m m a r y  o f  M ea n  V a lu e s  *

D if f e r e n t ia l  L eu k o c y te  C ount (N u m b er  of C e l l s  p e r  H undred)
D i e t a r y

L e v e l
. .(ppm) S ex 3 6 9

D aaoph i ls
Month*

12 18 ________24

M 0.0 0.0 0.0 0.0 6.0 o • o

C o n t ro l •
F 0.0 0.0 0 . 0 . 0.0 0.0 0.0

M 0.0 0.0 0.0 0.0 0.0 0.0
100

F 0.0

t

0.0 0.0 0.0 0.0 0.0
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T E S T  M A T ER IA L : A ro c lo r  1242 

T w o - Y e a r  C h ro n ic  O ra l  T ox ic ity  Study - A lbino R ata  

C l in ic a l  Blood C h e m is t r y  Data 

S u m m a r y  of M ean V alues

TABLE VIII

D ie ta ry
Level
(ppm) Sex 3

S e ru m  G lu ta m ic - P y r u v ic  
T r a n s a m i n a s e  A c tiv i ty  > 

{Dade U nits)
M o n th :

6 9 12 18 24 3

Blood U re a  N itro g e n  
C o n ce n tra t io n  

(m gs %)
Month:

6 9 12 18 24

M 38 48 45 45 31 36 17 15 12 10 14 15
C ontro l

F 33 39 . 38 42 32 30 14 16 15 9 13 II

M 33 35 36 57 39 32 15 15 13 14 12 20
100

F 39 41 53 40 52 46 17 14 14 11 11 14
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»

LO J
)

O'

B
IO

.TEST



f  '
r

»

T A B L E  IX

T E S T  M A T E R IA L : A ro c lo r  1242 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic ity  Study - A lb ino  R a ts  

C l in ic a l  B lood C h e m is t r y  Data 

S u m m a r y  of M ean V alues

F a s te d  B lood G lu co se  S c ru m  A lka line  P h o s p h a ta s e
C o n c e n tra t io n  A ctiv ity

D ie ta ry
L eve l
(ppm) Sex 3 6

(m g s  %) 
- M onth: 

9 12 18 24 3

(K in g -A rm stro n g  U n its )  
Month:

6 9 12 18 24

M 128 123 89 88 138 99 2 8 .6 2 4 .7 2 1 .5 20. 3 1 6 .2 22 . 3
C o n tro l

F 130 118 115 92 134 109 18 .9 1 7 .8 10.6 11 .9 16. 8 20 . 2

M 121 123 129 145 125 115 2 6 .4 2 3 .2 17.4 2 5 .8 1 6 .7
•

1 3 .2
100

F 125 118 124 121 135 116 2 7 .6 20. 3 9 .6 11.7 11 .6 1 4 .2
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E .  U r in e  A n a ly se s

Me&n m i l e  end fem a le  u r in e  a n a ly s e s  d a ta  i r e  s u m m a r iz e d  

in  T a b le s  X th ro u g h  XIL

No d i f f e r e n c e s  w e re  no ted  be tw een  the u r in e  f ro m  co n tro l  and 

t e s t  i n i m i l s  i t  the  in te r v a l s  of ex am in a tio n .

aom On
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T E S T  M A T E R IA L : A ro c lo r  IZ42 

T w o -Y e a r  C h ro n ic  O r a l  T o x ic ity  Study -  A lb ino  R a ts  

U rin e  A n a ly se s  Data

S u m m a ry  of M ean  V a lu es

D ie ta ry
L ev e l
(ppm ) _ Sex 3

G lu co se  
M onth: 

6 9 12 18 24 3 6

A lbum in
M onth;

9 12 18 24

M n n n n n n n n t . t + 2 •4 3
C o n tro l

F n n n n n n n n n n t 42

M n n n n n n n n I t 4 1 44
100

F n n n n n n n n t t t 43

Key:
n = n eg a tiv e
t = t r a c e ;  l e e s  than  30 m g / 100 m l u r in e  

4 1 = 30 to 100 m g / 100 m l u r in e  
4 2 =  100 lo  300 m g / 100 m l  u r in e  
4 3 = 300 Io 500 m g / 100 m l u r in e  
4 4 = m o re  than 50Ô m g / 100 m l u r in e

B I 0 • T s S T Jt
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TADLE XI

T E S T  M A T E R IA L : A ro c lo r  1242 

T w o -Y e a r  C h ro n ic  O ra l  T o x ic ity  Study - A lbino R a ta  

U r in e  A n a ly se s  Data 

S u m m a r y  o f  M ean V alues

D ie ta ry
L eve l
(ppm) Sex 3

M ic r o s c o p ic  E le m e n ts  
M onth:

6 9 12 18 24 3 6

pH
Month:

9 12 18 24

M N N N N N 4 I 7 7 6. 7 7 6
.C o n tro l

« F N N N N t t 8 8 7 8 6 6

M N N N N N t 7 7 7 8 6 6-
100

F N N N N N t 7 7 6 7 6 6

Key;
N= N o rm a l
t = t r a c e ;  l e s a  than  5 p e r  low p o w e r  f ie ld  

4 1 = 5 to  10 p e r  low p o w e r  f ie ld  
4 2  = 10 to 15 p e r  low p o w er  f ie ld  
♦ 3 = m o re  than  15 p e r  low p o w e r  f ie ld
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T E S T  M A T E R IA L : A ro c lo r  1242

T A D L E  XII

T w o -Y e a r  C h ro n ic  O ra l  T ox ic ity  Study - A lbino R a ts  

U r in e  A n a ly se s  Data 

S u m m a ry  of M ean V alues

D ie ta ry  
L eve l 
<ppm > _ Sex 3

S p ec if ic  G ra v i ty  
M onth:

6 9 12 18 24

M 1.029 1.022 1.033 1 .027 1.042 1 .051
C o n tro l

F 1 .020 1.019 1.025 1.024 1.032 1 .0 3 9

M 1.021 1.028 1.032 1.024 1 .043 1 .0 3 0
100

F 1.022 1.019 1.029 1.029 1.027 1 .0 3 8
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F . P a th o lo g ic  S tud ies

1. T h re e -M o n th  S ac r if ic e

a .  C r o s s  P a tho log ic  F ind ings  

G ro s s  pa tho log ic  findings am ong t e s t  a n im a ls  w e re  no t

s ig n i f ic a n t ly  d i f f e r e n t  f ro m  those  noted in  c o n tro l  a n im a ls .

b .  O rg an  W eight and Ratio  D ata

The m e a n  o rgan  w eigh t and r a t i o  d a ta  co llec ted  a t  the  

t h r e e - m o n t h  s a c r i f i c e  a r e  p re s e n te d  in T a b le s  XIII th rough  XVIH, '

S ta t i s t ic a l ly  s ig n if ic an t  d i f f e r e n c e s  a r e  d e s ig n a te d  by
w

a s t e r i s k s  fo llow ing  the  t e s t  g ro u p  va lue .

O rg an  w e ig h ts ,  o rgan  to body w e ig h t  and o rg a n  to b r a i n  

w e ig h t  r a t i o s  d i s c lo s e d  s e v e r a l  ran d o m ly  o c c u r r in g  in te rg ro u p  d i f f e r e n c e s
i

The la c k  of any  c o n s i s te n t  dose r e la te d  r e s p o n s e  and the ab sen ce  of any  

d e l e t e r i o u s  h is to p a th o lo g ic  change c o n f irm  th a t  th e s e  d i f fe ren c es  w e re  

n o t  r e l a t e d  to the  in g e s t io n  of A ro c lo r  1242.

B l O - T E 5 T 2aU*aU
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T E S T  M A T E R IA L : A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  S tudy  -  A lb ino  R a ts  

O rg a n  W eigh t and  R a t io  D a ta  

T h r e e -M o n th  S a c r i f i c e  

S u m m a r y  of M e a n  V a lu e s  

O rg an :  L iv e r

TABLE XIII

D ie ta r y  L e v e l  
o f

A r o c l o r  1242 
(ppm )

O r g a n  W e ig h t
(b)

M a le e  F e m a l e s

O r g a n /B o d y  W eigh t R a t io
(g /1 0 0  g)

M alea  F e m a le s

O r g a n / B r a i n  W eig h t  R a t io  
(g /g )

M a le s  F e m a l e s

C on t ro l 2 1 .4 1 3 .0 4. 13 4 .1 6 10 .3 6 .8 2

1 2 2 .3 1 2 .4 4 .3 1 3 .9 2 10 .6 6 .5 9

10 2 3 .3 1 4 .4 4 .4 1 4 .3 1 1 1 .9 7 .9 3

100 2 5 .5 ' 1 4 .0

oGO• 4 .3 9 15. 1 7 .6 5
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T E S T  M A T E R IA L : A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  S tudy -  A lb in o  R a t s  

O rg a n  W eigh t and  R a t io  D a ta  

T h r e e - M o n th  S a c r i f i c e  

' S u m m a r y  of M e a n  V a lu e s  

O rg an :  K idneys (

D ie ta ry  L e v e l
o f  O r g a n  W eig h t  O r g a n /B o d y  W eigh t R a t io  O r g a n / B r a l n  W eig h t  R a t io

A r o c l o r  1242 (g) Ig /1 0 0  g) (g / g )

T A B L E  XIV

(ppm ) M a le s F e m a l e s M a le s F e m a le s M a le s F e m a l e s

C o n tro l 4 .0 3 2 .4 9 0 .7 8 2 0 .8 0 2 1 .95 1 .31

1 4 .0 6 2 .4 6 0 .7 8 4 0 .7 7 2 1 .93 1 .3 0

10 4 .1 4 2 .7 5 0 .7 8 6 0 .8 2 7 2 .1 1 1 .5 2

100 4 .2 4 2 .6 1 0 .7 9 5 0 .8 1 7 2 .4 7 1 .42
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E .  U r in e  A n a ly ses

M ean  m a le  and fem a le  u r in e  a n a ly se s  d a ta  a r e  s u m m a r iz e d  

in  T a b le s  X th ro u g h  XIL

No d i f f e r e n c e s  w e re  no ted  be tw een  the u r in e  f r o m  co n tro l and  

t e s t  a n im a ls  a t  the  in te r v a l s  of exam in a tio n .

I
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TABLE X

»

!•
T E S T  M A T E R IA L : A ro c lo r  1242 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ly  Study - A lbino R ata  

U rin e  A n a ly se s  Data

S u m m a ry  of M ean  V a lu es

D ie ta ry
L ev e l

J p p m ) Sex 3

G lu co se  
M onth: 

6 9 12 18 24 3 6

A lbum in
M onth:

9 12 18 24

M n n n n n n n n t t 42 43
C o n tro l

F n n n n n n n n n n t 42

M n n n n n n n n t t 4 1* 44
100

F n n n n n n n n t t t 43

Key:
n = n ega tive
t = t r a c e ;  l e e s  than 30 m g / 100 m l  u r in e  

4 I = 30 to 100 m g /  100 m l u r in e  
4 2 = 100 to 300 m g / 100 m l  u r in e  
4 3 = 300 to 500 m g / 100 m l u r in e  
4 4 = m o re  than 500 m g / 100 m l u r in e
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T A B L E  XI

T E S T  M A T E R IA L : A ro c lo r  1242 

T w o -Y e a r  C h ro n ic  O ra l  T o x ic ily  Study - A lb ino  R a ts  

U r in e  A n a ly se s  Data 

S u m m a ry  of M ean V alues

D ie ta ry
L evel
(ppm) Sex 3

M ic r o s c o p ic  E le m e n ts  
M onth:

6 9 12 18 24 3 6

p it
Month:

9 12 18 24

M N N N N N + 1 7 7 6. 7 7 6
.C on tro l

F N N N N t t 8 8 7 8 6 6

M N N N N N t 7 7 7 8 6 6-
100

F N N N N N t 7 7 6 7 6 6

Key:
N= N o rm a l
t = t r a c e ;  l e s s  than  5 p e r  low p o w er  f ie ld  

♦ 1 = 5 to  10 p e r  low p o w e r  f ie ld  
+ 2 = 10 to IS p e r  low p o w e r  f ie ld  
O  = m o re  than 15 p e r  low  p o w e r  fie ld
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T A D L E  XII

T E S T  M A T E R IA L : A ro c lo r  1242

T w o - Y e a r  C h ro n ic  O ra l  T o x ic ity  Study - A lbino R a ts  

U r in e  A n a ly se s  Data

S u m m a r y  o f M ean V a lu es

D ie ta ry
L eve l
(ppm) Sex 3

S p ec if ic  G ra v i ty  
M onth;

6 9 12 18 24

M 1 .029 1 .022 1.033 1.027 1 .042 1 .0 5 1
C o n tro l

F 1 .020 1.019 1.025 1.024 1 .032 1 .0 3 9

M 1.021 1.028 1.032 1.024 1 .043 1 .0 3 0
100

F 1 .022 1 .019 1.029 1.029 1 .027 1 .0 3 8
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F .  P a th o lo g ic  S tud ies

1. T h r e e -M o n th  S a c r if ic e  j

a . G r o t s  P a th o lo g ic  F ind ings

G ro s s  pa tho log ic  f ind ings am ong  t e s t  an im a ls  w e re  n o t  

s ig n i f ic a n t ly  d i f f e r e n t  f ro m  those noted in  c o n tro l  a n im a ls .

b .  O rg an  W eight and R atio  D ata

The m e a n  o rg an  w eigh t and r a t i o  d a ta  co llec ted  a t  the 

t h r e e - m o n t h  s a c r i f i c e  a r e  p re s e n te d  in T a b le s  XIII th rough  X V in . *

S ta t i s t i c a l ly  s ig n if ican t d i f f e r e n c e s  a r e  d e s ig n a ted  by  

a s t e r i s k s  fo llow ing  the  t e s t  g ro u p  va lue .

O rgan  w e ig h ts ,  o rgan  to body w e ig h t  and o rg a n  to b r a i n  

w e ig h t  r a t i o s  d i s c lo s e d  s e v e r a l  ran d o m ly  o c c u r r in g  in te rg ro u p  d i f f e r e n c e s  

The la c k  of any  c o n s i s te n t  dose  r e la te d  r e s p o n s e  and the ab sen ce  of an y  

d e l e t e r i o u s  h is to p a th o lo g ic  change c o n f irm  th a t  th e s e  d if f e re n c e s  w e re  

n o t  r e l a t e d  to th e  in g e s t io n  of A ro c lo r  1242.

¿CM GG366 
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T E S T  M A T E R IA L : A r o c lo r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ly  S tudy -  A lb ino  R a t s  

O rg a n  W eigh t and  R a t io  D a ta  

T h r e e -M o n th  S a c r i f i c e

TABLE XIII

S u m m a r y  of M e a n  V a lu e s  

O rgan ; L iv e r

D ie ta r y  L e v e l  
o f

A r o c l o r  1242 
(ppm )

O r g a n  W eig h t  
<g)

M a le a  F e m a l e s

O r g a n /B o d y  W eigh t R a t io
(g /1 0 0  g)

M a le s  F e m a le s

O r g a n / B r a i n  W e ig h t  R a t io  
(g /g )

M a le s  F e m a l e s

C oh t ro l 2 1 .4 1 3 .0 4. 13 4 .1 6 10 .3 6 .8 2

1 2 2 .3 1 2 .4 4 .31 3 .9 2 1 0 .6 6 .5 9

10 2 3 .3 1 4 .4 4 .4 1 4 .3 1 11 .9 7 .9 3

100 2 5 .5 1 4 .0 4 .8 0 4 .3 9 15. 1 7 .6 5
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T E S T  M A T E R IA L : A r o c lo r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  S tudy  -  A lb in o  R a ts  

O r g a n  W eigh t and  R a t io  D a ta  

T h r e e - M o n th  S a c r i f i c e  

' S u m m a r y  of M e a n  V a lu e s  

O rg an :  K idneys

D ie ta r y  L e v e l
o f  O r g a n  W eig h t  O r g a n /B o d y  W eigh t R a t io  O r g a n / B r a i n  W eig h t  R a t io

T A B L E  XIV

A r o c l o r  1242 
(ppm ) M a le s

(g)
F e m a l e s

( g /1 0 0  e)
M a l e .  F e m a l e .  ~ M a le s

(g /g )
F e m a l e s

C o n tro l 4 .0 3 2 .4 9 0 .7 8 2 0 .8 0 2 1 .95 1.31

1 4 .0 6 2 .4 6  ‘ 0 .7 8 4 0 .7 7 2 1 .93 1 .3 0

10 4 .1 4 2 .7 5 0 .7 8 6 0 .8 2 7 2 .1 1 1 .5 2

100 4 .2 4 2 .6 1 0 .7 9 5 . 0 .8 1 7 2 .4 7 1 .4 2
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T E S T  M A T E R IA L ; A r o c io r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  S tudy -  A lb in o  R a t s  

O rg a n  W eig h t  and  R a t io  D a ta  

T h r e e -M o n th  S a c r i f i c e

T A B L E  XV

S u m m a r y  of M e a n  V a lu e s  

O rgan : S p leen

C

D ie ta r y  L e v e l
o f  O r g a n  W eig h t  O rg a n /B o d y  W eight R a t io  O r g a n / B r a i n  W eigh t R a t io

A r o c i o r  1242 (g) (g /1 0 0  g) (g / g )
(ppm ) M a l e s F e m a l e s M a l e s F e m a l e s M a l e s F e m a l e s

C ont ro l 0 .7 6 6 0 . 5 7 8 0 . 1 5 0 0 . 1 8 4 0 .3 7 1 0 . 3 0 2

1 0 . 7 6 8 0 . 5 4 4 0 .  148 0 .1 7 1 0 . 3 6 4 0 . 2 8 7

10 0 . 7 5 6 0 . 5 9 6 0 . 1 4 3 0 . 1 7 9 0 .  385 . 0 . 3 2 8

100 0 . 8 1 4 0 . 5 2 8 0 . 1 5 4 0 . 1 6 6 0 . 4 6 8 0 . 2 8 8

C

Ki.
I-
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T E S T  M A T E R IA L : A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  S tudy  -  A lb in o  R a t s  

O r g a n  W eigh t and  R a t io  D a ta  

T h r e e -M o n th  S a c r i f i c e  

S u m m a r y  o f  M e a n  V a lu e s  

O rg a n :  G onads

D ie ta r y  L e v e l
o f  O r g a n  W eig h t  O r g a n /B o d y  W eigh t R a t io  O r g a n / B r a i n  W eig h t  R a t io

A r o c l o r  1242 Cgl (g /1 0 0  g) (B/ g ) *

. T A B L E  XVI

(ppm ) M a le s F e m a l e s M a le s F e m a le s M a le s F e m a l e s

C o n tro l 3 .6 0 0 .1 1 4 0 .6 9 8 0 .0 3 7 0 1 .74 0 .0 5 9 9

1 3 .5 1 0 .  1436 0 .6 8 1 0 .0 4 5 2 1 .6 6 0 .0 7 5 8

10 3 .5 0 0 .1 1 2 0 .6 6 6 0 .0 3 3 6 1 .7 8 0 .0 6 1 6

100 3 .4 9 0 .1 1 2 0 .6 5 6 0 .0 3 5 6 2 .0 6 0 .0 6 1 9

* S t a t i s t i c a l l y  s ig n if ic a n t  d i f f e r e n c e  a t  the  95 p e r c e n t  con fidence  le v e l .

O'

«



T A B L E  XVII

T E S T  M A T E R IA L : A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ly  S tudy  -  A lb in o  R a t s  

O r g a n  W eigh t and  R a t io  D a ta  

T h r e e -M o n th  S a c r i f i c e  

S u m m a r y  of M e a n  V a lu e s  

O rg an :  H e a r t

D ie ta r y  L e v e l
o f  O r g a n  W eig h t  O r g a n /B o d y  W eigh t R a t io  O r g a n / B r a i n  W eig h t  R a t io

A r o c l o r  1242 (g) (g /1 0 0  g) (g /g )
(ppm ) M ale«_______F e m a le « _____ _____M ale«_______F e m a le « __________ M ale«_______F e m a le «

C o n tro l 1 .5 9 1 .0 5 0 .3 0 7 0 .3 3 9 0 .7 6 7 0 .5 5 1

1 1 .5 8 1 .02 0. 307 0 .3 2 0 0 .7 5 2 0 .5 4 0

10 1 .5 5 1 .1 0 0 .2 9 5 0 .331 0 .7 8 8 . 0 .6 0 8

100 1 .61 1 .0 5 0 .3 0 2 0 .3 3 0 0 .9 4 3 0 .5 7 3

G
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T A B L E  XVIII

T E S T  M A T E R IA L : A r o c lo r  1Z42 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  S tudy  - A lb ino  R a t s  

O rg a n  W eigh t and  R a t io  D a ta  

T h r e e -M o n th  S a c r i f i c e  

S u m m a r y  of M ea n  V a lu e s  

O rg an :  B ra in

D ie ta r y  L e v e l  T o ta l  Body W eigh ts
o f  O r g a n  W eig h t  O rg a n /B o d y  W eigh t R a t io  of S a c r i f i c e d  R a ts

A r o c l o r  1242 (g) ( g /1 0 0  g) (g)
(ppm ) M a le s F e m a l e s M a le s F e m a le s M ale s F e m a l e s

C o n tro l 2 .0 7 1.91 0 .4 0 2 0 .6 1 6 , 518 314

1 2 .1 2 1 .8 9 0 .4 1 0 0 .5 9 7 520 318

10 1 .9 7 1.81 0 .3 7 5 0 .5 4 5 527 334

too 1 .8 2 1 .83 0 .3 4 5 0 .5 7 6 534 319
i
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«

c- H is to p a th o lo g ic  F in d ings

H is to p a th o lo g ic  ex am in a tio n  of t i s s u e s  and o rg a n s  ta k e n  

f r o m  a l l  a n im a l s  f r o m  bo th  the  c o n tro l  and 100 p pm  g ro u p s  w as  co nduc ted .

T a b le s  XDC and XX l i s t  a l l  h is to p a th o lo g ic  changes

n o te d .

A ll  of the  le s io n s  noted in  the m ic r o s c o p ic  ex am in a t io n  

of t i s s u e s  w e r e  th o s e  of spon taneous  d i s e a s e  and a r e  not u n u su a l  f o r  the  

a lb in o  r a t .  T h e  m o s t  f r e q u e n t  E nd ings  w e re  le s io n s  in  the  t r a c h e a  and 

lu n g s ,  in d ic a t in g  c h r o n ic  m u r in e  p n eu m o n ia .  T h e s e  o c c u r r e d  in  th e  

c o n t r o l  a s  w e l l  a s  th e  r a t s  fed A r o c lo r  1242.

v
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T E S T  M A T E R IA L : A r o c lo r  1242 

T w o - Y e a r  C h r o n ic  O r a l  T ox ic ity  S tudy  - A lbino R ats  

H is to p a th o lo g ic  C hanges  

T h r e e -M o n th  S a c r if ic e  

G roup : C ontro l

T A B L E  XIX

N u m b e r  of 
A n im a ls O r e a n  E x a m in e d F in d in e s In c id e n ce

A ve ra j  
G rade

5 M a le s T r a c h e a
L u n g

T r a c h e i t i s  
C h ro n ic  r e s p i r a t o r y

1 1 .0

d is e a s e 1 r . o
U r i n a r y  B la d d e r H y p e r p la s ia 3 1 .0

5 F e m a l e s L u n g C h ro n ic  r e s p i r a t o r y  
d is e a s e 1 1 .0

A ll  o t h e r  t i s s u e s  and o r g a n s  w e r e  n o r m a l  h i s to lo g ic a l ly .  

Gradine  Sys tem

0 . 5  s  m i n i m a l
1 .0  = s l ig h t
2 . 0  = m i ld
3 . 0  = m o d e r a t e
4 . 0  = s e v e r e
5 . 0  = e x t r e m e

ADM C C3669  
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T A B L E  XX

.T E S T  M A T E R IA L : A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  S tudy  - A lb ino  R ats  

H is to p a th o lo g ic  C h an g es  

T h re e -M o n th  S a c r i f ic e  

Group: 100 ppm

N u m b e r  of 
A n im a ls O rg a n  E x a m in e d F in d in g s Inc id en ce

A v e r  a 
G rad

5 M a le s T r a c h e a T r a c h e i t i s 2 1 .0

5 F e m a le s L ung C h ro n ic  r e s p i r a t o r y  
d i s e a s e

F o c a l  i n t e r s t i t i a l
2 1 .0

p neum on ia 1 * 1 .0

A ll  o th e r  t i s s u e s  an d  o rg a n s  w e re  n o r m a l  h i s to lo g ic a l ly .  

G ra d in g  S y s te m

0 . 5 =  m in im a l
1 .0  = s l ig h t
2 . 0  = m ild
3 .0  = m o d e r a t e  
4 . 0 =  s e v e r e
5 . 0  = e x t r e m e

ACM 0 0 3 o 7Q 
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2. S ix -M o n th  S a c r i f ic e

a. C r o s s  P a th o lo g ie  F in d in g s  

No o u ts tan d in g  d i f f e r e n c e s  w e re  noted between te s t  and

c o n t ro l  a n im á i s .

b . CTgan W eight and O rgan  to  Body and 
O rg a n  to f l r a in  W eight R atio  D ata

__-----— —  T he  r e s u l t s  o f t h e  statistical~anlayses-.coflducted.-on. ab—___

so lu te  o rg a n  w e ig h ts ,  o rg a n  to body w e ig h t and o rg a n  to b ra in  w eight 

r a t i o s  a r e  s u m m a r i z e d  in T a b le s  XXI th ro u g h  XXVI.

O rg a n  w e ig h ts ,  o rg an - to  body w eigh t and organ  to b r a i n  

w e ig h t  r a t i o s  d i s c lo s e d  s e v e r a l  ra n d o m ly  o c c u r r in g  in te rg ro u p  d i f f e r e n c e s .  

T he  la ck  of a ny  c o n s i s t e n t  dose  r e l a t e d  r e s p o n s e  and the absence  of any 

d e le t e r io u s  h is to p a th o lo g ic  change c o n f i rm  tha t th e s e  d if fe ren c es  w e re  

n o t r e l a t e d  to the in g e s t io n  of A r o c lo r  1Z42.

ACM 0C3671 
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T A B L E  XXI

T E S T  M A T E R IA L : A r o c lo r  1242

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study - A lb ino  R a ts  

O rg a n  W eight and  R a t io  Data 

S ix -M onth  S a c r i f ic e

S u m m a r y  of M ea n  V a lu es  

O rg an ; L iv e r

D ie ta r y  L e v e l
o f  O r g a n  W eigh t O rg a n /B o d y  W eigh t R a t io  O r g a n / B r a i n  W eig h t  R a t io

A r o c lo r  1242 (g) (g /1 0 0  g) (g /g )
(ppm) M a le s F e m a l e s M a le s F e m a l e s - M a le s F e m a l e s

C o n t ro l 2 2 .9 1 3 .1 3 .7 4 3 .7 7 1 1 .7 6 .7 1

1 1 3 .8 * * 9 .9 8 * 2 .8 5 * * 3 .1 5 6 .8 6 * * 5 .7 6

10 2 2 .3 13 .2 4 .0 8 4 .2 3 1 1 .0 6 .9 5

, 100 2 2 . 0 1 1 .7 4 .5 8 * 3.7Ö 1 0 .8 5 . 9 4 '

S ta t i s t ic a l ly  s ig n if ic an t  d i f f e r e n c e  a t  the 95 p e r c e n t  confidence  leve l ,  
i  S ta t i s t ic a l ly  s ig n if ic an t  d i f f e r e n c e  a t  the 99 p e rc e n t  confidence  level;

AD* 003672  *
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T A B L E  XXII

T E S T  M A T E R IA L : A r o c lo r  I242j
3

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ly  Study - A lb ino  R a ta
| i

O rg a n  W eigh t and  R a t io  Data
♦ <1

S ix -M o n th  S a c r i f ic e  

S u m m a r y  o f  M ean  V a lu es  

O rg an :  K idneys

i

D ie ta ry  L e v e l
o f .  O r g a n  W eig h t  O r g a n /B o d y  W eigh t R a t io  O r g a n / B r a l n  W e ig h t  R a t io

A r o c lo r  1242 (g) (g /1 0 0  g) (g /g )
(pnm ) M ale« F e m a l e s M ate« F e m a le s M a le s F e m a l e s

C o n tro l 4 ,0 4 2 .7 9 0 .6 6 4 0 .8 0 6  i 2 .0 6 1 .4 3

1 3 .5 1 2 ,4 4 * 0 .7 2 8
!

0 .7 7 4  !
j

1 .75 1 .41

10 3 .7 5 2 .4 9 * 0 .6 8 6
t

0 .7 9 0 1 .86 1 .31

100 3 .5 4 2 .3 3 * 0 .7 3 0 0 .7 5 7 1 .74 1 .1 8

* S ta t i s t ic a l ly  s ig n if ic a n t  d i f f e r e n c e  a t  the  95 p e r c e n t  confidence  le v e l .

A0H 003673
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T A B L E  XXIII

T E S T  M A T E R IA L : A r o c lo r  1242 

T w o - Y e a r  C h ro n ic  O ra l  T o x ic i ty  Study - A lb ino  R a ts  

O rg a n  W eigh t and R a t io  Data 

S ix -M on th  S a c r i f ic e

S u m m a r y  o f M ean  V a lu es  

O rg an :  Sp leen

D ie ta r y  L e v e l
o f  O r g a n  W e ig h t  O r g a n /B o d y  W eigh t R a t io  O r g a n / B r a i n  W eig h t  R a t io

A r o c lo r  1242 (g) (g /1 0 0  g) (g /g )
(ppm ) M a le s F e m a l e s M a le s F e m a le s M a le s F e m a l e s

C ont ro l 0 .7 5 2 0 .6 8 4 0 .1 2 2 0 .1 9 6 0 .3 8 4 0 .3 5 0

1 0 .7 5 4 0 . 5 4 2 * 0 .1 5 4 0 .1 7 2 0 .3 7 5 0 .3 1 3

10 ' 0 .7 9 6 0 .6 2 2 0 .1 4 2 0 .1 9 9 0 .3 9 4 0 . 327

100 0 .5 8 4 0 .4 8 8 * 0 .1 2 0 0 .1 5 9 0 .2 8 8 0 .2 4 8

r*

* S t a t i s t i c a l l y  s i g n i f i c a n t  d i f f e r e n c e  a t  the 95 p e r c e n t  c o n f i d e n c e  l e v e l .
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TABLE XXIV

T E S T  M A T E R IA L :  A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  Tox ic i ty  Study - A lb ino  

O r g a n  W eigh t  an d  R a t io  Data
%

S ix -M on th  S a c r i f i c e  

S u m m a r y  o f  M e a n  V a lu es  

O rg a n :  Gonads

D i e t a r y  L e v e l  i
o f  O r g a n  W eig h t  O r g a n / B o d y  W eigh t  R a t io  O r g a n / B r a i n  W eigh t  R a t i o

A r o c l o r  1242 (g) (g /1 0 0  g) (g /g )
(ppm) M a le s F e m a l e s M a le s F e m a l e s M a le s F e m a l e s

C o n t r o l 3 . 5 5 0 . 0 9 6 0 0 .5 9 3 0 .0 2 7 9 1.81 0 . 0 4 9 2

1 3 . 4 4 0 .0 8 1 0 0 . 7 1 6 0 .0 2 5 3 1.71 0 .0 4 6 8

10 3 .5 5 0 . 1 0 6 0 .6 5 2 0 .0 3 3 5 1 .7 6 0 . 0 5 5 8

100 3 .3 5 0 .0 7 7 2 0 . 6 9 7 0 .0251 1.65 '  0 .0 3 9 2

O
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T E S T  M A T E R IA L :  A r o c l o r  1242 

T w o - Y e a r  C h r o n ic  O r a l  T o x ic i ty  Study - A lb ino  R a ta  

O r g a n  W eigh t  and  R a t io  Data 

S ix -M o n th  S a c r i f i c e

T A B L E  XXV
u

u
S ’-

C*

1

r

S u m m a r y  of  M e a n  V a lu es  

O rg an :  H e a r t

D ie t a r y  L e v e l
o f  O r g a n  W e ig h t  O r g a n / B o d y  W eigh t  R a t io  O r g a n / B r a i n  W eigh t  R a t i o

A r o c l o r  1242 (g) ( g / 1 0 0  g) (g /g )
<ppm) . _ M a te s F e m a l e s M a le s F e m a l e s M a le s F e m a l e s

C o n t r o l 1 .7 0 1 .0 5 0.2R2 0 .3 0 2 0 . 8 6 7 0 . 5 3 8

1 1 .4 9 1 .0 3 0 . 3 0 9 0 .3 2 5 0 .741 0 . 5 9 5

10 1 .4 6 1 .0 6 0 . 2 6 7 0 .3 3 5 0 .7 2 2 0 . 5 5 8

100 1 .4 2 0 . 9 7 0 0 .2 9 3 0 .3 1 4 0 . 7 0 0 0 .4 9 2
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T E S T  M A T E R IA L :  A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T ox ic i ty  Study - A lb ino  R a t s  

O r g a n  W eigh t  and  R a t io  Data 

S ix -M on th  S a c r i f i c e  

S u m m a r y  of M ean  V a lu es  

O rg an ;  B ra in

T A B L E  XXVI

D i e t a r y  L e v e l  
o f

A r o c l o r  1242 
(ppm)

O r g a n  W eig h t  
(g)

M a l e s  F e m a l e s

O r g a n / B o d y  W eigh t  R a t io  
(fi/iOO g)

M a l e s  F e m a l e s

F in a l  Body W eigh ts  
of S a c r i f i c e d  R a ts

(y)
M a l e s  F e m a l e s

C o n t r o l 1 .9 6 1 .9 5 0 . 3 2 0 0 .5 6 0 613 348

1 2 .0 1 1 .73 0 .4 1 5 0 . 5 4 6 484 317

10 2 . 0 2 1 .9 0 0 . 3 6 9 0 .5 9 7 548 318

100 . 2 . 0 3 1 .9 7 0 . 4 1 6 0 .6 3 5 488 310
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c.  H is topa tho log ic  Findings

His topa tho log ic  exam ina t ion  of t i s su e s  and organs  taker.
/

f r o m  a l l  a n im a l s  f r o m  both the con tro l  and 100 ppm groups  was conducted .  
; •

T a b le s  XXVII and XXVIII l i s t  a l l  h is topathologic  c h an g e s

noted.

All  of the le s ions  noted in the m ic r o s c o p i c  exam ina t ion  

of t i s s u e s  w e r e  th o s e  of spontaneous d i s e a s e  and a r e  not unusual  fo r  the  

a lb ino  r a t .  T he  m o s t  f r eq u e n t  f indings w e r e  le s ions  in the  t r a c h e a  and 

lungs ,  ind ica t ing  ch ro n ic  m u r i n e  pneumonia .  T h e se  o c c u r r e d  in the  c o n t r o l  

a s  well  a s  the r a t s  fed A r o c l o r  1242.

*0* 0 0 3 t
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TA BLE XXVII

T E S T  MATERIAL: A r o c l o r  1242
I

T w o - Y e a r  C h ro n ic  O r a l  Toxicity  Study - Albino Rats 

H is topa tho log ic  C hanges  

Six-Month  S a c r i f i c e  

Group: Contro l

N u m b e r  of 
A n im a l s O r g a n  E x a m in e d F in d in g s Inc idence

Ave raj 
Grad<

5 M ale s T r a c h e a T r a c h e i t i s 2 1 .5
F o c a l  t r a c h e i t i s 2 1 .0

Lung F o c a l  pneum oni t i s 1 0 . 5
H y p e r e m i a 2 1*0

L i v e r F o c a l  p e r i c h o lan g i t i s 1 ' 1 .0
S k e l e t a l  M u sc le F o c a l  in f l am m a t io n 1 - 1 .0

5 F e m a l e s T r a c h e a F o c a l  t r a c h e i t i s 1 „ 1 . 0
L u n g H y p e r e m i a 2 2 . 5
L i v e r H y p e r e m i a t 1 . 0

P e r i c h o l a n g i t i s 1 0 . 5
K id n e y F o c a l  pneum oni t i s 1 1 .0

A l l  o t h e r  t i s s u e s  an d  o r g a n s  w e r e  n o r m a l  h i s t o l o g i c a l l y .  

G ra d in g  S y s t e m

0 . 5 =  m i n i m a l
1 . 0  a s l igh t
2 . 0  s  m i l d
3 . 0  s  m o d e r a t e
4 . 0  * s e v e r e
5 . 0  a  e x t r e m e

AC*
CC3öT9
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i TA BLE XXVIS 

T E S T  M ATERIAL: A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  Toxicity  Study - Albino Eats  

H is topa tho log ic  Changes  

Six-Month  Sacr i f ice  

Group:  100 ppm

N u m b e r  of 
A n im a l s O r g a n  E x a m in e d Find ings Incidence

Average
G rade

5 M ale s T r a c h e a T r a c h e i t i s 2 1 .0
- F o c a l  t r a c h e i t i s 2 0 . 5

Lung F o c a l  pneum oni t is 3 1 .5
H y p e r e m i a 2 1.Ò

5 F e m a l e s T r a c h e a F o c a l  t r a c h e i t i s l  ; 1 .0
Lung F o c a l  pneum oni t is 1 0 . 5

H y p e r e m i a 1 - 2 . 0

Al l  o th e r  t i s s u e s  and o rg a n s  w e r e  n o r m a l  h i s to lo g ic a l ly .  

G rad ing  S y s te m

0 . 5 =  m i n i m a l
1 .0  = s l igh t
2 . 0  = m i ld
3 . 0  = m o d e r a t e
4 . 0  = s e v e r e
5 . 0  = e x t r e m e

AGH GQ368C

I

00 ( 4e3
I



50ÿi:d*dt*al B l « TEST ÿ«e.

f

3. T w e lv e -M o n th  Sacr i f ice

-------------------------------- ------  ' ' /a .  G r o s s  Pa tho log ie  Findings

G r o s s  pathologie  findings am ong  t e s t  an imals  w e re  not 

s ign i f ic an t ly  d i f f e r en t  f r o m  those  noted in c o n t ro l  a n im a l s .

b.  O rgan  Weight and Ratio Data

The m e a n  organ  weight and r a t i o  da ta  col lected a t  the

tw e lv e - m o n th  s a c r i f i c e  a r e  p re sen ted  in T a b le s  XXIX through XXXIV,

S ta t i s t i c a l lv  s ignif icant d i f f e r e n c e s  a r e  des igna ted  by

a s t e r i s k s  following the t e s t  group value.

O rg an  w e igh ts ,  o rgan  to body w e igh t  and organ . to  b r a i n

weight r a t i o s  d i s c lo se d  s e v e r a l  randomly  o c c u r r i n g  in te rg ro u p  d i f f e r e n c e s .
*

The lack  of any c o n s i s t e n t  dose r e l a t e d  r e s p o n s e  and the absence  of any 

d e le t e r io u s  h i s topa tho log ic  change con f i rm  tha t  th e se  d i f fe rences  w e re  

not r e l a t e d  to the inges t ion  of A ro c lo r  1242.

' •O f  434
1



TAnLE XXIX

T E S T  M A T ER IA L :  A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - Albino R a ts

Tw elve -M onth  Sac r i f i c e  

O r g a n  Weight and  Rat io  Data

S u m m a r y  of M ea n  V a lues  

O rg a n :  L i v e r

O r g a n  Weight O rg a n /D o d y  Weight R a t io  O r g a n / B r a i n  W eigh t  R a t io
D ie ta r y  L e v e l  (g) (g /100  g) (g /g )

(ppm) M a le s F e m a l e s Males . F e m a l e s M ales F e m a l e s

C o n t ro l • 22 .1 15 .5 3 .7 9 3 .5 2 10. 8 7. 72

1 2 2 .7 13.7 3 .4 5 3 .3 3 10 .4 7. 05

10 2 2 . 4 14.4 3 .4 8 3 .4 4 10. 6 7.  39

100 2 6 .3 14 .4 3 .7 8 3 .5 9 12.4 7. 16
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T A B L E  XXX

T E S T  M A T ER IA L :  A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - Albino R a t s

Tw elve -M on th  S ac r i f i c e  

O r g a n  Weight and Rat io  Data

S u m m a r y  of M ean  V a lu es  

O r g a n :  K idneys

O r g a n  W eigh t  O r g a n / B o d y  Weight R at io  O r g a n / B r a i n  W eigh t  R a t io
D ie ta ry  L e v e l  (g) (g /100  g) (g /g )

(ppm) M ale s F e m a l e s M ales F e m a l e s M ales F  e m a l e s

C o n t ro l 4 .0 4 3. 19 0. 692 ' 0 .7 3 8 1.97 1 . 5 8

1 4 .31 2 .9 3 0 .6 5 6 0 .7 3 5 1 .97 1. 51

10 4. 27 3 .2 4 0 .6 6 2 0 .7 7 9 2 .0 2 1 .6 6

100 4 .9 8 * 3.01 0 .7 1 6 0 .7 4 5 2. 33 1. 50

O  . 
O *

* S ta t i s t i c a l ly  s ignif icant d i f f e r en c e  a t  the 95 p e r c e n t  conf idence  leve l .
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TA B L E  XXXI

T E S T  M A T ER IA L :  A r o c l o r  1242

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - Albino R a t s  

T w e lve -M on th  Sac r i f ic e

O r g a n  Weight  and R at io  Data  

S u m m a r y  of M ean  V a lues  

‘ O rg a n :  Spleen

O r g a n  W eigh t  O r g a n / n o d y  Weight R at io  O r g a n / B r a t n  W eigh t  R a t io
D ie ta r y  L e v e l  (g) (g /100  g) (g /g)

(ppm) M a le s F e m a l e s M ales F e m a l e s M ales F e m a l e s

C o n t ro l 0. 7BB 0 .7 9 6 0. 133 0. 183 0. 380 0. 396

1 1 .000» 0 . 6 0 0 0.  192 0 .1 5 3 0 . 4 5 8 0. 307

10 0 . 8 6 8 0 .6 6 4 0. 136 o • o 0 . 4 1 2 0. 341

100 0.9&8 0. 570 0. 138 0. 145 0. 454 0. 285

* S ta t i s t i c a l ly  s ignif icant d i f f e r en c e  a t  the  95 p e r c e n t  conf idence  leve l .
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T E S T  M A T ER IA L :  A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - Albino R a t s  

Tw e lve -M onth  Sac r i f ic e

TA B LE XXXII

O rg a n  Weight  and Rat io  Data

S u m m a r y  of M ean  V a lues  

O r g a n :  Gonads

O r g a n  Weight  O rg a n /D o d y  Weight R at io  O r g a n / B r a i n  W eigh t  R a t io
D ie ta r y  L e v e l  (g) (g /1 0 0  g) (g /g)

(ppm) M a le s F e m a l e s M ales F e m a l e s M ales F e m a l e s

C o n t ro l ■ 3 .4 6 0. 116 0 .5 9 6 0 .0 2 7 5 1 .70 0 . 0 5 7 4

1 3 .4 7 0 . 0 9 3 8 0. 529 0 .0 2 3 9 1.59 0 . 0 4 8 3

10 3 .0 0 0. 141 0 .4 5 7 0 .0 3 3 2 1 .40 0 . 0 7 1 9

100 3 .6 7 * 0. 122 0. 531 0 .0 3 0 5 1.72 0. 0608

* S ta t i s t i c a l ly  s ign if ican t  diffe r e n c e  at  the 96 p e r c e n t confidence  level .
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T A B L E  XXXIII

T E S T  M A T ER IA L :  A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - Albino R a ts
s

T w elve -M on th  Sac r i f ic e  

O r g a n  Weight and Rat io  Data  

S u m m a r y  of M ean  Values  

O rg an :  H e a r t

O r g a n  W eigh t  O r g a n /B o d y  Weight Rat io  O r g a n / B r a i n  Weight R a t io
D ie ta r y  L e v e l  (g) fg /100  g) (g /g)

(ppm) M a le s F e m a l e s M ales F e m a l e s M ale s F e m a l e s

C o n t ro l 1.71 1 .23 0 .2 9 3 0 .2 8 6 0. 835 0. 609

l 1 .69 1 .18 0 .2 5 8 0 .2 9 8 0 .7 7 6 0. 610

10 1 .6 8 1 .29 0. 263 0 .3 1 2 0 .7 9 9 0 . 6 6 3

100 1 .87 1.19 0 . 2 6 8 0 .2 9 8 0. 878 0. 591
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TA B LE XXXIV

i'.

T E S T  M ATER IA L:  A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - Albino R a t s  

Tw e lve -M onth  S a c r i f i c e  

O r g a n  Weight  and Rat io  Data  

S u m m a r y  of M ean  V alues  

O rg a n :  B r a in

O r g a n  W e ig h t  O r g a n / B o d y  W e ig h t  R a t io  F i n a l  B o d y  W e ig h t  o f
D ie t a r y  L e v e l  (g) (g /1 0 0  g) S a c r i f i c e d  A n im a l s  ( g r a m s )

(ppm) M a le s F e m a l e s M ales F e m a l e s M ales F e m a l e s

C o n t ro l 2 .0 4 2 .0 2 0. 351 0. 474 584 439

1 2. 19 1.95 0. 334 0. 516 660 431

10 2.11 1.95 0. 329 0 .4 7 3 642 425

100 2 .1 4 2 .0 0 0. 310 0. 508 698* -.409

S ta t i s t i c a l ly  s ignif icant  d i f f e r en c e  a t  the 95 p e r c e n t  confidence  level.
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c.  H is topathologic  Findings

His topathologic  examination of t i s su e s  taken f r o m  each 

r a t  s a c r i f i c e d  f rom  the contro l  and 100 ppm groups  a f t e r  twelve m onths  

of t e s t ing  was conducted.

Tab les  XXXV and XXXVI l i s t  a l l  h is topa tho log ic  change

noted.

All  of the le s ions  noted in the m ic r o s c o p i c  exam ina t ion  

w e r e  th o se  of spontaneous  d i s ea s e  and cannot 'be  r e l a t e d  to the inges t ion  c 

A r o c l o r  1242.

(
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TA BLE XXXV

T E S T  MATERIAL: A r o c lo r  1242 

T w o - Y e a r  C h ro n ic  O ra l  Toxicity  Study - Albino Rats  

H is topa tho log ic  Changes 

Tw elve-M onth  Sacr i f ice  

Croup: Control

N u m b e r  of 
A n im a l s O r c a n  E x a m in e d Findings Inc idence

Avc
Cr;

5 M a le s T r a c h e a T r a c h e i t i s 1 1.
Lung C hron ic  r e s p i r a t o r y

d i s ea s e 2 J .
U r i n a r y  B l a d d e r  - Calculus l 1.

5 F e m a l e s T r a c h e a T r a c h e i t i s r 1.
Lung C hron ic  r e s p i r a t o r y

d i s e a s e i . 1.
Colon P a r a s i t e s i 1.

All  o t h e r  t i s s u e s  and o r g a n s  w e r e  n o r m a l  h i s to lo g ic a l ly .  

C r a d i r r  Sv's tem

0 . 5 =  m i n i m a l
1 . 0  = s l ig h t
2 . 0  = m i l d
3 . 0  = m o d e r a t e
4 . 0  = s e v e r e
5 . 0  = e x t r e m e

i
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T E S T  M ATERIAL: A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  Toxic ity  Study - Albino Rats 

H is topa tho log ic  Changes  

t Tw e lve -M onth  Sacr i f ice
«

Group: 100 ppm

T A B L E  XXXVI

N u m b e r  of 
A n im a ls

O r g a n
E x a m in e d Findings Incidence

Aver
Gra

5 M ale s T r a c h e a T r a c h e i t i s 1 l . (
Lung C h ro n ic  r e s p i r a t o r y  d i s ea s e 4 l.<
L i v e r C onges t ion 1 l.<
P a n c r e a s F o c a l  a t rophy 1 f  <
Kidney F o c a l  lymphoid in f i l t ra t ion l l . (
P i t u i t a r y C hrom ophobe  h y p e rp la s i a 1 • l . (
A d r e n a l N o d u la r  h y p e rp la s ia 1 l.C

H e m a t o c y s t 1 . l .C

5 F e m a l e s T r a c h e a T r a c h e i t i s 1 1. C
Lung C h ro n ic  r e s p i r a t o r y  d i s e a s e 1 l .C

All  o th e r  t i s s u e s  and o r g a n s  w e r e  n o r m a l  h is to log ica l ly .  

G rad in g  S y s te m

0. 5 = m i n i m a l
1 . 0  = s l ig h t
2 . 0  s  m i l d
3 . 0  s m o d e r a t e
4 . 0 s  s e v e re
5. 0 s  e x tre m e .
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• 4. F in a l  Sac r i f ic e

a. G ro s s  Pa tho log ic  Findings

G r o s s  pathologie  findings among t e s t  animals  w e re  not 

s ign i f ican t ly  d i f f e r en t  f r o m  those  noted in con t ro l  a n im a l s .  j

b .  O rgan  Weight ar.d Ratio Data

The m e a n  o rgan  weight and r a t i o  da ta  collected at  the 

f ina l  s a c r i f i c e  a r e  p re s e n te d  in T ab les  XXXVII th rough  XLII. S ta t i s t ica l ly  

s ign i f ican t  d i f f e r e n c e s  a r e  des igna ted  by a s t e r i s k s  following the t e s t  g roup  

v a l u e .

The abso lu te  l iv e r  weight and l i v e r  to body or b r a i n  w e igh t  

r a t i o s  w e r e  s ign i f ican t ly  evaluated  in fem ale  r a t s  fed 100 ppm A ro c lo r  1242. 

S ta t i s t i c a l  eva lua t ions  of o the r  organ  weights ,  o rgan  to body weight and o rgan  

.to b r a i n  w e igh t  r a t i o s  d i s c lo se d  s e v e r a l  ran d o m ly  o ccu r r in g  in te rgroup  d i f ­

f e r e n c e s .  The  lack  of any c o n s i s ten t  dose r e l a t e d  r e s p o n s e  indica tes  that  

th e se  d i f f e r en c es  w e r e  not r e l a t e d  to the in ges t ion  of A r o c lo r  1242.

ADM CC3692
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T A B L E  X X X V I I
V
1
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____________________________________  ____________________________________________________ ____________ }
O r g a n  Weight O rg a n /B o d y  Weight Rat io  O r g a n / B r a i n  Weight  Rat io

i t a r y  L e v e l  <g)' (g /100  g) (g /g )
(ppm ) M a l e s F e m a le s M a le s F e m a le s M a le s F e m a le s

C o n t r o l 2 2 .0 16.3 3 .4 7 3 .0 5 10. 10 8 .4 ;

1 2 1 .9 15 .7 2 .93 3 .0 0 9 .9 7 8 .0 3

10 22. 3 17. 1

GO• 3. 19 10. 20 8. 50

100 2 5 .6 2 2 .4 * * 3 .9 5 4 .0 2 ** 11.90 1 1 . 60**

* S t a t i s t i c a l l y s ig n i f i c a n t  d i f f e r e n c e at the 99 p e r c e n t c o n f id e n ce  le v e l .
-

O

T E S T MATERIAL: A r o c lo t  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  Albino Rata  

O rg a n  Weight and Rat io  Da ta  

S u m m a r y  of M ean  V a lues  

F in a l  S a c r i f i c e  

Organ:  L iver
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T A B L E  XXXVIII

T E S T  M ATERIAL: A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study -  Albino Rata  

O rg a n  Weight and Rat io  Data  

S u m m a r y  of M ean  Values  

F in a l  S a c r i f i c e  

Organ :  Kidneys * *

O r g a n  Weight  O rg a n /B o d y  Weight Rat io  O r g a n / B r a i n  Weight Rat io
e t a r y  L e v e l  (gl (c /100  g) (g /g)

v

<PPm) M a le s F e m a l e s M ales F e m a l e s Males F  e m a l c s

C o n t r o l 5 .5 7 3 .4 8 0 .8 7 7 0 .6 4 6 2 .57 1. 79

1 6. n 3 .45 0. 820 0 .6 7 0 2 .78 I.  76

10 5 .6 3 3.43 0 .816 0 .6 4 4 2.56 1.71

100 5 .44 3 .43 0. 835 0 .7 2 5 2.52 1.79
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T A B L E  XXXIX

T E S T  MATERIAL: A r o c l o r  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - Albino R a ts  

O rg a n  Weight and Rat io  Data  

S u m m a r y  of Mean Values  

F i n a l  S a c r i f i c e  

Organ :  Spleen

O r g a n  Weight O rg a n /B o d y  Weight Rat io  O r g a n / B r a i n  Weight Rat io
e t a r y  L ev e l  (g) (g /100 g) (g/'g)

(ppm) M ale» F e m a l e s M ale s F e m a l e s Males F e m a l e s

C o n t r o l 1. 15 0 .9 b 0. 182 0. 181 0 .520 0. 49?

1 1.26 0 .81 0. 169 0. 158 0.572 0. 145

10 1.08 0. 82 0. 158 0 .153 0.495 0 .4 0 9

100 1.07 0 .6 5 0. 165 0. 140 0 .499 0. 339
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T E S T  MATERIAL: A r o c l o i  1242 

T w o - Y e a r  C h ro n ic  O r a l  T o x ic i ty  Study - Albino R a t s  

O r g a n  Weight and Rat io  Data  

S u m m a r y  of M ean Values  

F i n a l  S a c r i f i c e  

Organ :  Gonads

e t a r y  L e v e l
(ppm) M a l e s

O r g a n  Weight 
(g)

F e m a l e s

O rgan

M ale s

/B ody  Weight Rat io
(g /100 g)

F e m a l e s

O r g a n / B r a i n  Weight Rati« 
(g /g )

M ales  F e m a l e

C o n t r o l 2 .5 2 0. 123 0 .3 9 7 0 .0 222 1. 15 0. 062

1 Ì .  20 0. 102 0 .424 0 .0 205 1.46 0 .0 523

10 • © o

t
0. 126 0 .4 3 7 0 .0237 1.40 0 .0625

100 3.31 0. 129 0 .514 0 .0 278 1.55 0 .0671
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.TABLE XL!

T E S T MATERIAL: A r o c l o r  1242 

T w o - Y e a r  C hron ic  O r a l  T o x ic i ty  Study - Albino R a ts  

O r g a n  Weight and Rat io  Data

Ï :
i;

co

O

m
LO

S u m m a r y  of M ean  Values  

F in a l  S a c r i f i c e  

Organ: H ear t

O r g a n  Weight O rg a n /D o d y  Weight R at io  O r g a n / B r a i n  Weight  Rat io
: t a r y  L e v e l  

(ppm) M ale s
(gV

F e m a l e s M ales
tg /100  g)

F e m a l e s
(g/gV

Males F e m a l e s

C o n t r o l 1 .87 1.54 0 .294 0 .2 8 8 0. 860 0 . 7 9 r

1 2. 30* 1.5.1 0 .307 0 .292 1.040** 0 .7 7 0

10 2.08+ • 1.59 0 .303 0. 298 0.959* 0. 788

100 2. 19* 1.41 0 .335 0 .303 1.010** 0. 74 1

+ S t a t i s t i c a l l y  s ig n i f i c a n t  d i f f e r e n c e  a t  the 95 p e r c e n t  c o n f id e n ce  le v e l .  
* S t a t i s t i c a l l y  s ig n i f i c a n t  d i f f e r e n c e  at the 99 p e r c e n t  c o n f id e n ce  le v e l .

ADM 0 03 6 9 7 O'Ul
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TA B LE XLII

TE S T MATERIAL: A ro c lo r  1242 

T w o - Y e a r  Chron ic  O ra l  Toxic ity  Study - Alliino Hats 

O rgan  Weight and Rat io  Data

S u m m a r y  of Mean Values  

F ina l  S a c r i f i c e  

O rg a n :  B ra in

O r g a n  Weigh t O r g a n /B o d y  Weight  Rat io Final Body Weight of
D ie t a r y  L eve l (g) (g /100  g) Sacr i f iced A n im a ls  ( g r a m s )

(ppm) M ale s F e m a l e s M ales F e m a le Males F e m a l e s

Contro l . 2 .1 6 1. 95 0. 342 0. 362 642 551

1 2 .2 0 1.96 0. 294 0. 388 759 532

10 2. IB 2.01 0. 313 0 .3 7 9 734 547

100 2. 14 1.91 0. 330 0 .415 652 4H5
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c. Histopathologic  Findings

Histopathologic  examinat ion  o£ t i s su e s  and o rgans  taken
#

f r o m  aU a n im a l s  s ac r i f i c e d  a f te r  24 months  o s  t e s t  was  conducted.

Tables  XLUI through XLVI l i s t  al l h is topathologic  change 

noted.  Tab le  XLVII contains the r e s u l t s  of the  his topathologic  examination  

of the u r i n a r y  b la d d e r s .

Significant l i v e r  in ju ry  was found in animals  fed 100 ppm 

A r o c l o r  1242 (T-III) .  The compound a s s o c ia t e d  le s ions  cons is ted  of 

v a c u o l a r  change ,  focal  hype r t ro p h y  and focal h y p e rp la s i a .  In addit ion ,  the 

w e r e  l e s i o n s  of in f lam m at ion ,  n e c r o s i s ,  f i b r o s i s  and m in o r  d e g en e ra t io n  i: 

t h i s  g ro u p  which,  al though seen  in the con t ro l s  and low er  t e s t  g r o u p s ,  wer< 

m o r e  s e v e r e  and  f requen t  in the T - I I I  group.

The v a cu o la r  change was no: s een  in the con tro l  a n im a ls  

bu t  was o b s e r v e d  occas iona l ly  in l iv e r  f rom  T - I  (1 ppm) and T - H  {10 ppm) 

a n i m a l s .  The  v a cu o la r  change was o b se rv ed  f req u en t ly  in the T - I I I  animal*
II

T h i s  l e s i o n  is  m o rp h o lo g ica l ly  indica tive  of fa t ty  degenera t ion .  F o r m a l in - i

f r o z e n  s e c t io n s  of l i v e r s  f ro m  r e p r e s e n ta t i v e  a n im a l s  which d isp layed  j
i

v a c u o l a r  changes  w e re  s ta ined  with Oil Red O to r e v e a l  the p r e s e n c e  of fat.i
i

.T h e  v a c u o l a r  l e s i o n  in the cy top la sm  of t h e se  c e l l s  was pos i t ive ly  ident ified 

as  fat .

The h y p e r t ro p h ic  change found in the l i v e r  w as  foca l  and 

of ten  l i m i t e d  to the c e n t r a l  lo b u la r  a r e a  w h e re  groups  of cel ls  w e re  swollen  

to two o r  t h r e e  t im es  th e i r  n o rm a l  s ize  with c l e a r  pink homogeneous  cytopl

AC* OC309S

0 0 C 502



The h y p e r p l a s i a  was a s so c ia te d  with the s am e  cell s  and appea red  to be an 

e x ten s io n  of the hy p e r t ro p h ic  les ion .  The h y p e rp la s t i c  cell s  w e re  a l s o  

u s u a l ly  h y p e r t r o p h ic .  The m o s t  s e v e r e  exam ples  of hype rp la s ia  a p p ea re d  

a s  no d u la r  g row ths  with  l imited  c o m p re s s io n  of the surrounding  n o r m a l  

h e p a t i c  t i s s u e .

p r o l i f e r a t i o n ,  n e c r o s i s  and focal lymphoid in f i l t ra t io n  seen in the con tro l  

a n i m a l s  and the T - I  and T - II groups  a r e  le s ions  of spontaneous d i s e a s e  and 

a r e  not  r e l a t e d  to the A r o d o r  1242. This  level '  of l i v e r  d i s ea se  is not 

u n u s u a l  in old a n i m a l s .  *

in  the u r i n a r y  b l a d d e r  of an imals  f rom  the con t ro l  group and f r o m  each  of 

the t e s t  g ro u p s .  This  le s ion  was usua l ly  a s s o c i a t e d  with  cys t i t i s .

a n im a l s  a r e  r e l a t e d  to spontaneous d i s ea s e  and they a r e  not unusual  fo r  

r a t s  of this age.

The m in o r  le s ions  of d egene ra t ion ,  hepa t i t i s ,  ductu le  cel

H y p e rp la s i a  of the t r a n s i t io n a l  ep i the l ium  was p r e s e n t

All  of the o ther  l e s io n s  in the o th e r  t i s sues  found in these

Donovan E. C ordon ,  D. V. M. , Ph.  D. 
D ip lom ate ,  A m e r i c a n  College of 
V e t e r i n a r y  P a th o lo g is t s

AOH C
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TA B LE XLIII

TE S T  MATERIAL: A ro c lo r  1242

V*
fsu

k

T w o - Y e a r  C h ro n ic  O r a l  Toxic i ty  Study - Albino R a ts O

H is topa tho log ic  Changes  

F ina l  S a c r i f i c e  

G ro u p :  Con tro l

N u m b e r  of
. A n im a l s _________O r g a n  E x a m in e d Find ings

Average
Incidence G r a d e

1 I M a le s

>o
•X

ooUi

H e a r t C h ro n ic  focal m y o c a r d i t i s 3 1 .0
T r a c h e a T r a c h e i t i s 3 1 .0
Lung C h ro n ic  r e s p i r a t o r y  d i s e a s e 9 1 .0
L i v e r Fo ca l  d e g e n e r a t io n 1 1.0

Ducti le  h y p e r p l a s i a 2 1 .0
S to m a c h C h ro n ic  g a s t r i t i s 1 1 .0
Sp leen H e m o s i d e r o s i s 3 1.0
Kidney C h ro n ic  n e p h r i t i s B 1 .0
T e s t e s T e s t i c u l a r  d e g e n e ra t io n 2 1.0

P e r i a r t e r i t i s 2 1.0
P r o s t a t e Inf lammation 1 1.0
A drena l  Gland T e la n g ie c t a s i s 1 I. 0

* N odula r  h y p e r p l a s i a 1 1 .0
Foca l  fatly change 1 1.0

B r a i n Focal e n ce p h a l i t i s t 1.0
Eye Inf lammation l 1.0

ni
tn

P
i;
i.'
f
sr

o

O'



TABLE XLIII continued 

TEST MATERIAL: A r o c lo r  1242 

T w o - Y e a r  C hron ic  O ra l  Toxic i ty  Study - Albino Rata  

H is to p a th o lo g ic  Changes  

F in a l  S a c r i f i c e  

G ro u p :  C o n t ro l

v >

N u m b e r  of  A v e r a g e
A n i m a l s  O r g a n  E x a m in e d ____________________Find ings___________________________ Incidence_________’_____ G ra d e

14 F e m a l e s

O  „
2  s

o  o  
ip

H e a r t C h ro n ic  focal m y o c a r d i t i s 7 2 .0
T r a c h e a T r a c h e i t i s 9 i . o
Lung C h ro n ic  r e s p i r a t o r y  d i s e a s e 13 1 .0
L i v e r Fo ca l  lymphoid  in f i l t ra t ion 3 1.0

Ductile  h y p e rp la s i a 2 1 .0
Foca l  hepa t i t i s 1 1 .0
N on- l ip id  v a c u o la r  change 2 0. 5

S to m ac h C h ro n ic  g a s t r i t i s 3 1 .0
A c an th o s i s  - sq u am o u s  ep i th e l iu m 5 1 .0

Colon P a r a s i t e s 1 1 .0
Spleen H e m o s i d e r o s i s 4 . 1 .0
U te rus M et r i t i s 3 2. 0
Kidney C h ro n ic  n e p h r i t i s 6 1. 0

F o c a l  lymphoid  in f i l t ra t ion 1 1 .0
O v a ry C y s t 1 1.0

Ln
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o
N
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T A B L E  XLIII con t inued

TEST MATERIAL: A ro c lo r  1242 

T w o - Y e a r  C h r o n ic  O r a l  Tox ic i ty  Study -  Albino R a t s

H is to p a th o lo g ic  Changes  

F in a l  S a c r i f i c e  

G roup :  C ontro l  *

N u m b e r  o f  
A n i m a l s O r g a n  E x a m i n e d F in d in g s incidence

A v e r a g e
G r a d e

14 F e m a l e s A d r e n a l  Gland T e l a n g i e c t a s i s 9 . 1 .0
N odula r  h y p e r p l a s i a 4 1 .0

•
S a l i v a r y  Gland C hron ic  f i b r o s i s  and  a t ro p h y 1 1 .0

All  o t h e r  t i s s u e s  and  o r g a n s  w e r e  n o r m a l  h i s to lo g ic a l ly .

G rad in g  S y s te m
0 . 5  = m i n i m a l  2. 0 = m i ld  4 . 0  = s e v e r e
| . 0  = s l ig h t  3 .0  = m o d e r a t e  5. 0 = e x t r e m e

O
O  A0M 003703
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TABLE X U V  £

I"
T E S T  M ATERIAL: A r o c lo r  1242 TO

T w o - Y e a r  C h ro n ic  O r a l  Toxicity  Study - Albino R a t s  O

H is topa tho log ic  Changes nt
in

Fina l  S a c r i f i c e  

G roup :  1 ppm »

N u m b e r  of  
A n im a l s O r g a n  E x a m in e d F ind ings Incidence

A v e r a g e  
G ra d e

1 3 M ales H e a r t • C hron ic  focal m y o c a r d i t i s 5 1.0
• T r a c h e a T r a c h e i t i s 9 2. 0

Lung Chronic  r e s p i r a t o r y  d i s e a s e 12 1.0
L i v e r Foca l  lymphoid in f i l t ra t ion 1 1.0

C i r r h o s i s 1 1.0
Conges tion 1 1.0

Stom ach Chronic  g a s t r i t i s  and acan thos i s 2 1.0
Spleen H e m o s id e r o s i s 4 2. 0
Kidney Chronic  n e p h r i t i s . 9 2. 0

Calc i f ica t ion 1 1.0
T e s t e s Pc r ia  r lc r i l i s 2 2 .0

T e s t i c u l a r  deg en e ra t io n 1 1.0
P r o s t a t e In f lammation 1 4. 0

O A d ren a l  Gland T e la n g ie c ta s i s 2 1.0
<=$, Nodular h y p e rp la s i a l 2. 0

I'i
f
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T A B L E  X L I V  con t inued  

T E S T  M A T E R I A L :  A r o c l o r  1242 

T w o - Y e a r  C h r o n i c  O r a l  T o x i c i t y  S tudy  -  A lb in o  R a ta  

<•> H i s t o p a t h o lo g i c  C h ange s

F i n a l  S a c r i f i c e  

G ro u p :  1 ppm  .

N u m b e r  o f  
A n im a l s O r g a n  E x a m in e d F in d in g s In c id en ce

A v e r a g e
G r a d e

14 F e m a le s H e a r t C h r o n c i  fo c a l  m y o c a r d i t i s 6 1.0
T ra c h e a T r a c h e i t i s 7 1 .0
Lu n g C h r o n ic  r e s p i r a t o r y  d is e a s e 13 1.0
L i v e r D u c t i le  h y p e r p la s ia 3 1.0

• P a n c r e a s C h r o n ic  fo c a l  p a n c r e a t i t i s 2 1 .0
S to m a ch C h r o n ic  g a s t r i t i s 2 1.0

U lc e r a t i v e  g a s t r i t i s 1 1.0
A c a n t h o s is 2 1.0

S p le en H e m o s id e r o s i s 8 2. 0
► K id n e y C h r o n ic  n e p h r i t i s 6 1.0
oE U te r u s M e l  r i t i s 1 1.0

D
A d r e n a l  G la n d T e la n g ie c t a s i s 10 1.0

O  °  -------------------------------------------------------------------------------------------------------------
o  -°•/» (
LflOCO

A l l  o th e r  t i s s u e s  and o rg a n s  w e r e  n o r m a l  h i s t o lo g i c a l l y .
* •

G ra d in g  S y s te m



000 
509

T A B L E  XLV

T E S T  M ATERIA L: A r o c lo r  1242 

T w o - Y e a r  C hron ic  O r a l  Toxic i ty  Study - Albino R a ts  

H is topa tho log ic  Changes  

F ina l  S a c r i f i c e  

Group: 10 ppm •

N u m b e r  o f  
A n im a l s O r g a n  E x a m in e d F in d in g s Inc idence

A v e r a g
G r a d

1 3 M a l e s H e a r t C h r o n i c  fo c a l  m y o c a r d i t i s 6 l .  0
• T r a c h e a T r a c h e i t i s 7 1.0

Lung C h r o n i c  r e s p i r a t o r y  d is e a s e 9 2. 0
L i v e r F o c a l  h y p e r t ro p h y  and h y p e rp la s ia 1 1.0

• H y p e r t r o p h y 1 1.0
V a c u o la r  change (fatty) 2 i: o
D u c t i le  h y p e r p la s ia 1 2 .0

P a n c r e a s C h r o n ic  fo ca l p a n c r c a t i t s 3 1.0
S to m a ch A c a n th o s is 6 1.0

In f la m m a t io n ,  u lc e r a t io n 1 1.0
anti n cc  ro s  is

S p le en H e m o s id e r o s i s 7 1.0
K id n e y C h r o n ic  n e p h r i t i s 10 2. 0
T e s te s T e s t i c u l a r  d e g e n e ra t io n 2 3. 0

o P e r i a r t e r i t i s 3 3 .0

- 1 
■i.
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T A B L E  X I ,V  con t inued  

T E S T  M A T E R I A L :  A r o c l o r  1242 

T w o - Y e a r  C h r o n i c  O r a l  T o x i c i t y  S tudy  - A lb in o  R a t s  

H i s t o p a t h o lo g ic  C h an g e s  

F i n a l  S a c r i f i c e  

G ro u p ;  10 ppm  *

N u m b e r  o f  A v e r a g e
A n im a l s _________ O r g a n  E x a m in e d _____________________ F in d in g s _______________________________Inc idence_____________ G ra d e

1 3 M a le s

13 Females

P r o s t a t e In f la m m a t io n l 3. 0
A d r e n a l  G la n d T c la n g ic c  la s  is 4 1 .0

M e d u l la r y  h y p e r p la s ia 1 1 .0
N o d u la r  h y p e rp la s ia 2 1 .0

H e a r t C h r o n ic  fo ca l m y o c a r d i t i s 1 1 .0
T r a c h e a T r a c h e i t i s 5 1 .0
Lung C h r o n ic  r e s p i r a t o r y  d is e a s e 9 1 .0
Tongue P e r i a r t e r i t i s 1 2. 0
S to m a ch  ' C h r o n i c  g a s t r i t i s  and a c a n th o s is 5 1 .0

U lc e r a t io n 1 1 .0
Sp le en 1 I c m o s id c r o s i s 5 2. 0

L y m p h  Node F.dcm a 1 1.0
K id n e y C h r o n ic  n e p h r i t i s 6 1 .0
U te ru s M e t r i t i s l 1 .0

A d re n a l  G la n d T e la n g ie c t a s i s B 1.0
N o d u la r  h y p e r p la s ia 1 1 .0

ui
i -*
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T E S T  MATERIAL: A r o c l o r  1242

TABLE XLVI
f-
r
t»■
t

T w o - Y e a r  C h r o n i c  O r a l  T o x i c i t y  S tudy  - A lb i n o  R a i s (

H is t o p a t h o lo g i c  C h an g e s «
i

F i n a l  S a c r i f i c e  

G ro u p :  100 p p m '

N u m b e r  o f  A v e r a g e
A n im a la _________ O r g a n  E x a m in e d _____________________ F in d in g s _______________________________In c idence_____  G r a d e

H e a r t C h r o n i c  fo c a l  m y o c a r d i t i s 3 1 .0
T r a c h e a T r a c h e i t i s 3 2. 0
Lung C h r o n i c  r e s p i r a t o r y  d is e a s e fc 1 .0
L i v e r F o c a l  d e g e n e ra t io n 1 1 .0

F o c a l  h y p e r t r o p h y 1 1 .0
H y p e r t r o p h y 1 1 .0
V a c u o la r  change (fatty) 3 1 .0

P a n c r e a s P e r i a r t e r i t i s 1 3. 0
T e s t e s P e r i a r t e r i t i s 3 2. 0
S to m a ch C h r o n i c  g a s t r i t i s  and a c a n th o s is 1 1 .0

P e r i a r t e r i t i s 1 2 .0
S p le e n H e m o s id e r o s i s 1 1 .0
L y m p h  Node P e r i a r t e r i t i s 1 3. 0
K id n e y C h r o n ic  n e p h r i t i s 4 2. 0
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T A D L E  XLVI con t inued

T E S T  M A T E R I A L :  A r o c l o r  1242 

T w o - Y e a r  C h r o n i c  O r a l  T o x i c i t y  S tudy  - A lb in o  R a t s  

H i s t o p a t h o lo g i c  C h an g e s  

F i n a l  S a c r i f i c e

G ro u p :  100 ppm*

N u m b e r  o f  
A n im a l s

6 M a l e s

14 F e m a l e s

O
O
o
U1

>
ox

Nj

"T

O r g a n  E x a m in e d F in d in g s Inc idence
A v e r a g e

G r a d e

P r o s t a t e In f la m m a t io n 1 3 .0
A d r e n a l  G la n d F o c a l  fa t ty  change ' 1 1 .0
S a l i v a r y  G la n d F o c a l  c h r o n i c  in f la m m a t io n 1 1 .0
E y e In f la m m a t io n 1 1 .0

H e a r t C h r o n ic  fo c a l  m y o c a r d i t i s 4 1 .0
T r a c h e a T r a c h e i t i s 8 1 .0
Lung C h r o n ic  r e s p i r a t o r y  d is e a s e 6 1 .0
L i v e r F o c a l  d e g e n e ra t io n 3 1 .0

F o c a l  h y p e rp la s ia 2 1 .0
F o c a l  h y p e r t ro p h y 2 1 .0
H y p e r t r o p h y 3 2. 0
N o d u la r  h y p e r p la s ia 1 1 .0
F o c a l  c h n la n g ic j ic p a t i t is 1 1 .0
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T A D L E  XLVI cont inued

T E S T  M A T E R I A L :  A r o c l o r  1242
#

T w o - Y e a r  C h r o n i c  O r a l  T o x i c i t y  S tudy  - A lb in o  R a t s  1

H i s t o p a t h o lo g ic  C h ange s  <

F i n a l  S a c r i f i c e  (

G ro u p :  100 ppm  j
N u m b e r  o f  
A n im a l s

14 F e m a le s

A v e r a g e
O r g a n  E x a m in e d F in d in g s Inc idence G  rad>

L i v e r  (con t inued ) F o c a l  h e p a t i t i s 1 1 .0
l l y p e r p la  s ia 1 3. 0
V a c u o la r  change  (fatty) 11 1 .0

P a n c r e a s C h r o n ic  fo c a l  p a n c r e a t i t i s 1 1 .0
S to m a c h C h r o n ic  g a s t r i t i s 2 1 .0

A c a n th o s is 2 1 .0
U lc e r a t i v e  g a s t r i t i s 1 1 .0
U lc e r 1 1 .0

S p le e n H e m o s id e r o s i s 4 2 .0
L y m p h  Node C o n g e s t io n 1 1 .0
K id n e y  - C h r o n ic  n e p h r i t i s 7 1. 0
U te  rua M e t r i t i s 2 1 .0
A d r e n a l  G la n d T e la n g  ¡e c ta s ia 8 1 .0

N o d u la r  h y p e rp la s ia 4 1 .0
A c a n th o s is 1 1 .0

T

in
M
UJ

V

A l l  o t h e r  t i s s u e s  and o rg a n s  w e re  n o r m a l  h i s t o lo g i c a l l y .

0. 5 = m in im a l
G ra d in g  S y s t e m  
2 .0  = m i ld 4 .0  = s e v e r e

-1
t i l
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t a b l e  x l v i i

T E S T  M A T E R I A L :  A r o c l o r l 2 4 2  

T w o - Y e a r  C h r o n ic  O r a l  T o x i c i t y  Study - A lb in o  R a ts  

H i s t o p a t h o lo g ic  C hanges  o f  the U r i n a r y  B la d d e r  

F i n a l  S a c r i f i c e

N u m b e r A v e r a g
G r o u p S e x E x a m in e d F in d in g s * Inc idence G r a d e

C M 11 P ro t e in a c e o u s  p lug  (34) 1
F 14 F o c a l  e p i t h e l i a l  h y p e rp la s ia  (62) 1 1

T - I M 12 P ro t e in a c e o u s  p lug  (562) 1
(1 ppm ) D if fu s e  e p i t h e l i a l  h y p e rp la s ia  a s s o c ia t e d 1 2

w ith  d i f fu s e  c y s t i t i s  (566)
D i f fu s e  e p i t h e l i a l  h y p e rp la s ia  a s s o c ia t e d 1 1

w ith  d i f fu s e  c y s t i t i s  (SHO)
F 13 None - -

T - I l M 11 D if fu s e  e p i t h e l i a l  h y p e r p la s ia  a s s o c ia t e d 1 3
(10 ppm ) w ith  d i f fu s e  c y s t i t i s  (651)

D if fu s e  e p i t h e l i a l  h y p e rp la s ia  a s s o c ia t e d 1 1
o w ith  d i f fu s e  c y s t i t i s  and a p ro te in a c e o u s
x p lug  (655)
o
o

F 13 None - -
Ul

T -  H I £ M 6 P ro t e in a c e o u s  p lug  (744) 1 .

! 100 ppm ) r\j F 1 3 F o c a l  e p i t h e l i a l  h y p e rp la s ia  (767) 1 2

:■ I n d iv id u a l  a n im a l  n u m b e r s  a r c  shown in p a re n th e se s .
G r a d i ng S y s l c m •

1 . 0 ?  m in im a  1 or* t ra c e 4 .0  = s e v e r e
¿. n - i i 11U *» 'll z i*yl ri'ii w*
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G . Detailed  Descr ip t ion  of Tum or Findings

T u m o r  data  for individual an imals  including location,  weight 

and  pa thologic  c las s i f ica t ion  a r e  p resen ted  in Table XLVIII through LI.

None of these  tu m o r s  could be re la ted  to the ingestion cf A r o c l c r  

1242 and a r e  c o n s id e re d  n o r m a l  for a r an d o m  popula tion of ra ts  this age.

«

AOH 003713

00 515
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T A B L E  XLVI I I

T E S T  M A T E R I A L :  A r o c l o r  1242

Vi

T w o - Y e a r  C h r o n i c  O r a l  T o x i c i t y  S t udy  - A l b i n o  R a t s O

D e s c r i p t i o n  of  T u m o r  F i n d i n g s

G r o u p :  C o n t r o l

A n i m a l M o n t h s
' u m b e  r W e i g h t S i r e o n
ml  Se x L o c a t i o n ( g r a m » ) ( c m ) Cl a  s s i f i c a t  ion T e s t

J - M A b d o m e n - - M a m m a r y  f i b r o a d e n o m a 24

2 - M P a n e  r e a  a 1 1 . 7 6 - A d e n o c a r c i n o m a 24

| 6 -  F A b d o m e n 64 .  98 8 x 1 x 2 M a m m a r y  f i b r o a d e n o m a 24
35.  09 5 x 2 x 2 M a m m a r y  f i b r o a d e n o m a

47 - F L y m p h  n o d e - - R e t i c u l u m  c e l l  s a r c o m a 24

4 8 -  F A b d o m e n - 2 x 2 x 1 M a m m a r y  f i b r o a d e n o m a 24

50 - F A b d o m e n - 2 x 2 x 3 M a m m a r y  f i b r o a d e n o m a 7

52 - F  
O

A b d o m e n - - M a m m a r y  f i b r o a d e n o m a 24

° v , - F  ? A b d o m e n - -  . M a m m a r y  f i b r o a d e n o m a 24

o A d r e n a l  g l an d - - 1 ‘h c o c h r o m o c y l o i n a
cn o  
t-* i*j
cn | - E ^ A b d o m e n 8 8 . 9 2 13 x 11 x 4 F i b r o a d e n o m a

•
24

■T

( f. . r ' A 1 1-------- n  n rwi • -» 11 a .  .
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T E S T  M A T E R I A L :  A r o c l o r  1242

T w o - Y e a r  C h r o n i c  O r a l  T o x i c i l y  St udy  - Al b i no  R a t s  

D e s c r i p t i o n  of  T u m o r  F i n d i n g s

G r o u p :  1 p p m

A n i m a l  
N u m b e  r  
a n d  Se x L o c a t i o n

W e i g h t
( g r a m s )

S i z e

( c m )__________ C l a s s i f i c a t i o n

Mont  hs  
o n  

T e  st

566 - M A b d o m e n - Ade noe a r e i  n o m a 24

5 6 9 - M S p l e e n - - L y m p h o s a  r c o m a 22

6 0 4 - F A b d o m e n - - M a m m a r y  f i b r o a d e n o m a 24

6 0 9 -  F A b d o m e n 15.  00 5 x 3 x 1 F i b  ro a d e n o m a 24

m  6 1 1 - F A b d o m e n 53 .  50 5 x 3 x 1 F i b r o a d e n o m a 24
35.  00 I x l x l F i b  r o a d e n o m a

6 1 3 - F O v a r y 3 x 2 x 1 G r a n u l o s a  c e l l  t u m o r 24
A b d o m e n - - F i b r o a d e n o m a

Q5 1 5 - F A b d o m e  n 3 3 5 . 0 0 1 3 x 1 0 x 5 M a m m a r y  f i b r o a d e n o m a 2 3
O
-c? ---------------

.5
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T E S T  M A T E R I A L :  A r o c l o r  1242 

T w o - Y e a r  C h r o n i c  O r a l  T o x i c i t y  Stutly - Al b i no  R a i s  

D e s c r i p t i o n  of  T u m o r  F i n d i n g s  

G r o u p :  1 p p m

A n i m a l  
N u m b e  r  
a n d  Sex L o c a t i o n

W e i g h t
( g r a m s )

S i r e
C l a s s i f i c a t i o n

M o n t h s  
o n  

T e  s t

62 1 - F A b d o m e n 18.  00 1 x 3 x 3 F i b r o a d e n o m a 24

6 2 7 - F P i t u i t a r y - - C h r o m o p h o b e  a d e n o m a 24

6 2 8 - F A b d o m e n - 6 x 3 x 3 F i b r o a d e n o m a 24

6 3 0 - M A b d o m e n 1 5 7 . 2 0  
1 1 7 . 9 0

9 x 6 x 4
7 x 6 x 2

M a m m a r y  f i b r o a d e n o m a  
M a m m a r y  f i b r oa«! enoma

23

631 - F U t e r u s
A b t i o me n 44.  00

3 x 2 x 1 F i b r o m a  
F i b  r o a de n o m a

24

6 34 - F A b d o m e n 13. 41 6 x 5 x 3 F i b  r o a d e n o m a 24

§ J 5 - F A b d o m e n
P i t u i t a r y

39.  36 6 x 5 x 4 F i b r o a d e n o m a  
• C h r o m o p h o b c  a d e n o m a

24

AUh 0 0 3 71 6
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T E S T  M A T E R I A L :  A r o c l o r 1 2 4 2  

T w o - Y e a r  C h r o n i c  O r a l  T o x i c i t y  S t udy  - Al b i no  R a t s  

D e s c r i p t i o n  of  T u m o r  F i n d i n g s  

G r o u p :  10 p p m

T A B L E L

A n i m a l * M o n t h s
N u m b e r W e i g h t S i z e on
a n d  Se x L o c a t i o n ( g r a m s ) ( cm) C l a s s i f i c a t i o n T e s t

6 10- M A b d o m e n 1 2 9 . 0 9 x 7 x 3 F i b r o a d e n o m a 24

6 4 6 -  M P a n e  r e a s . - I s l e t  c e l l  a d e n o m a 24
A d r e n a l  g l a n d - - M e d u l l a r y  t u m o r

6 6 2 - M P i t u i t a r y - - C h r o m o p h o b e  a d e n o m a 24
A b d o m e n 280.  0 - M a m m a r y  f i b r o a d e n o m a 22

6 8 7 -  F P i t u i t a r y - - C h r o m o p h o b e  a d e n o m a 24

6 8 9 -  F A b d o m e n - - M a m m a r y  a d e n o c a r c i n o m a 24

6 9 0  - F P i t u i t a r y - - C h r o m o p h o b e  a d e n o m a 24

O

A b d o m e n 3. 90 3 x 3 x 2 M a m m a r y  f i b r o a d e n o m a 24
A b d o m e n 23.  i 5 7 x 6 x 3 M a m m a r y  f i b r o a d e n o m a

O
- F  O A b d o m e n 175.  0 8 x 7 x 5 M a m m a r y  f i b r o a d e n o m a 24

ai
vo 1 - F  o  

o
P a r a t h y r o i d  g l a n d - - A d e n o m a

t
24

Co
Ni
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T w o - Y e a r C h r o n i c  O r a l  T o x i c i t y  S tudy - A l b i no  R a t s  

D e s c r i p t i o n  of  T u m o r  F i n d i n g s  

G r o u p :  10 p p m

A n i m a l M o n t h s
N u m b e r We i g h t S i z e on
a n d  S e x L o c a t i o n ( g r a m a ) ___ ( c m) C l a s s i f i c a t i o n T e  at

7 0 7 -  F A b d o m e n 74.  6 7 x 6 x 3 M a m m a r y  f i b r o a d e n o m a 24

7 0 8 -  F A b d o m e n 1 8 9 . 0 5 x 4 x 1 M a m m a r y  f i b r o a d e n o m a 24

7 1 1- F A b d o m e n 6. 96 3 x 2 x 1 M a m m a r y  f i b r o a d e n o m a 24

7 1 2-  F S u b c u t a n e o u s , 155.  0 1 1 x 8 x 3 F a t t y  t i s s u e  f i b r o m a 24
a b d o m i n a l

é

o
o

ui
K> oO i (O
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T E S T  M A T E R I A L :  A r o c l o r  1242 

T w o - Y e a r  C h r o n i c  O r a l  T o x i c i t y  Study - Al b i no  R a t s  

D e s c r i p t i o n  of  T u m o r  F i n d i n g s  

G r o u p :  100 p p m

« m

A n i m a l  
N u m b e  r  
a n d  Sex L o c a t i o n

W e i g h t
( g r a m s )

Si z.c 
( c m ) C l a s s i f i c a t i o n

M o n t h s
o n

T e a t

74 4 - M P a n e  r e a s - - I s l e t  c e l l  a d e n o m a 24

7 7 5 -  F O v a r y - - G r a n u l o s a  c e l l  t u m o r 24

7 8 5 - F P i t u i t a r y - - C h r o m o p h o b e  a d e n o m a 24

789  - F A d r e n a l  g l an d - - M e d u l l a r y  t u m o r 24

f 94-F A b d o m e n 260.  0 10 x 10 x 5 M a m m a r y  f i b r o a d e n o m a 23

en
ro
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At a recent meeting in Creve Coeur, Glenn Schweitzer, head of the Offic- 
Toxic Substances of EPA, offered some interesting comments. He observe 
that Monsanto's toxicologists were held in high regard at EPA. Howeve 
since it lacked an in-house toxicology facility, Monsanto as a company 
not as highly regarded overall as duPont, Carbide, or Dow.
Dr. Wright’s professional and personal characteristics have contribute 
nificantly to Monsanto's image at EPA. He has shown unusual persevera. 
and dedication, frequently involving his own time, to review and interp 
large volumes of data which he subsequently organized for presentation 
EPA officials. Particularly noteworthy weri his efforts on polvchlorin 
biphenyls (Aroclors) and chlorinated isocyanurates (ACL products). In 
former instance, his excellent analysis and synthesis of widely scatter 
observations played a prominent role in forestalling EPA's promulgation 
unrealistic regulations to limit discharges of polychlorinated biphenyl 
EPA's proposed regulations would have precluded the use of these materi 
by Monsanto's customers. With respect to chlorinated isocyanurates,
Dr. Wright has had several contacts with individual scientists at EPA t 
answer specific questions that they had raised or to inform them of the 
status of additional studies which had been undertaken,.
Overall, by virtue of the qualities of leadership which Dr. Wright has 
played, he has made an important contribution to Monsanto's image at El 
That favorable image will become increasingly important to Monsanto as 
areas of interaction with EPA multiply.


