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Dr. Schott ‘ . o
Hazleton Laborntories, Inc,
Yalls Church, Virginia

Dear Dr, Schott:

I have examined the kidneys from rats on your tvo-year lead
fecding study; slide numberg 423 .é throushy 42856, Therce was a definite
cffect of lcad ingustion in both suzes only at the 1,000 ppm Llowveod.
These changes iancluded intranuclear inclusions, eytomes saly, tubular
dilatation, ecpitheiial metaplasia end hyperplasia, Two out of six
males had adenomas, Hale rats, but not the fomalesy fed 50 ppa had
2 more severe chronic nephritis than the controls, however, this
degree of mophritis can be apecied in  tuo-year- -old Chi-CD stack
male rars, Fpithelial mccaplﬂ ia and‘h"p rplasia 48 a prominent festure
of spoatancous chronic nephritis and may similate the eifects due to
lcad, 1here was only one fumu rat at txc 500 ppm level which was
not sufficient for an evalua;;on. Rats fod 10 ppm did not appear
significantly diffcreat from the controls,

I am returning your slidcs along with our rat kidney slides i :
from the terminal sacvifice for your evaluation, The slides werc . o
stained in duplicate with H & E and our medified Massen procecure ' :
Attached is the list of rat numbers with fceding level identifiea tio:,

Sincerely -yours, |

. | 2
k‘ 6277>f el i
E. T. Stula, D, V.M, | ;

Chief, Pathology Scction
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CONCLUBICHS
1 rats in all % grours, . includin

ie spontanecus nerhiresis. In ge

100

S the controls, had typical

neyal it .appé_are;d that these

Jegions were comovhal more severcin males than in females and the incidence

af these lesions
oo paund .

Unigue

s,

wiam apprrently u."..ff:-to;jl by the various levels of the test

chang;és were dc»ee‘.ed in the kidn -*'ys of rais in the hl'fh-dosc

(Group Ho. 5 - 1000 Prl) group. Kidneys of b of

clearcul. evidene

of the convolute

the 6 malés exam: .. 4 contained

e ‘of neoplastic invelvemant. C:iftomegaly of the epithelial .cells

4 tubules was observed in 3 of.the 6 meles end in all of the 5

femnles, ani m..rq welear izclusion bodies were evident in these cells in 5 of

the & males angd

in any of the anira

found in essogia

in nll of the 5 females. These
s given the tesu compound at

bion wi ‘.h the spontensous nephrot

alterstions were not detected
lower dose levels nor were ithey

iec changes. It is therefore

concluied that thesé chanses wer re 1ncuce by the test compound and that their

occurrence was

dose~relatei.

ARTHUR A. Blc'x\‘.’?cm, V.::D., Ph.D.

Veterinary

;- Pathologist

N 30678.01

DUP040013205
04-0005-0364
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'.ing the animals given 50 prm and 1,000 ppm, tut not thoo

PATHOLOGY REPORT
FROJECT #229-100
IN #10,610

Prepared for Dr. L. Shott
Sections of kidreys tnem & k2 rats were submiticd for histological

evaluation. Although h3 are 1steu on-thg report fors only L2 were-
presented. o : :

Withoul vrior knuwled:x of trealmenl or grouping
grouped these animals initially into siz Sroups and 1
affecied groups and one . rerarksvble Jrouy. .
treatrent it wes apparent thet there wos a doze- rcla»e- Y

Inclusion bodiec similar te thuse seen in lesd pois 0u-n, wgre fourd in
10 of the 11 hiszh level enirzlis, but not in any enimel at & lover dose
Tollowing & moderate emount of time lovking for then, Witz special

meid fast stazinins procedures they may probsbly be seen in the next
lower level. The dose relsationship is recognized beiween the 10 and

50 ppm levels by the more severe renal reaction ani 1nc§ce wee in the

50 ppm group, while the 10 ppin level was roughly similar <> the controls.

In 21l levels the meles appear to bte ilhe most severeL“ affected, but
this is only assumed by this patholo;LSQ.
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JOHR W, K16, D.V.i., th-D.
Veterinary Fathologist
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KEY TO DETAILED HISTOPATHOLOGY INCIDENCE TABLE

N = No Section
x‘=‘No£,§emarkable

A = Autolysis

P of v = Present or Taken

0 = Absent

1

N

Minimal

W

2 = Slight

3 = Moderate i

4

Moderate to Severe

5 = Severe
1
i

N 30678.03

DUP040013207
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DETAILED HISTOPATHOLOGY INCIDENCE TABLE

MALES

GROUP_NUMBER
T L
o .4 mo‘l—.lC‘I\?\DO\;O,ﬂ-ﬂlﬁﬁl\G’\HU\,\OI\.OF'lh,l.f’\,\')O\O—!'\l
Sg| BEERzzmgssssLasanaongaRaal
N HE ARR22RRRRRRRARRRRARRRARRREE
ORGANS i .
KIDWEY X
Artifact : :
ephropathy 1114 2154323115432243321331
Tubular Casts - P PP PPPPPPPPPPP PPPPPPPPTP
Regenerative Epithelium PPPP P PPP PP PPPPPPPPPPPPP
Focal Lymphoid Infiltration P PPPP P PP PPPPPYPTP
Pigzment : 12 11 22222 2 1 1
¥ineral Deposition : 1 1 2 :
Interstitial Fibrosis P P P PPPPPP PPPPPPPP? TF
Focal Tubular Ectasia P P PPP PP PPPP FP?
" Tubular hephrosis P PP P PP
Congestion P P
‘Pelvic Epithelial Thickening P TP
Dilated Pelvis g
Cyst v '
Tubular Adenoma
Infarction
Atypical Epithclial
Hyperplasia
Intranuclear Inclusion Cyst
Cytoemegaly
Glomerulosclerosis PPP PPPPPPPPPPPPPPPPPPPPPP?

wDUP040013208 _
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DETAILED HNISTOPATHOLOGY INCIDENCE TAELE

___ MALES
GROUP_ NUMBER __

Qdﬁtiaﬁed)  T

(
O
Ll
~F
1
o]
["a)

58-439
58-440
58-441
58-444
58-455

ANIMAL

NUMBER

ORGANS o e _ -

RIDKEY

Artifact

Nephropathy

Tubular Casts

Regenerative Epithelium
Foeal Lymphoid Infiltration
Pigment '

Mineral Deposition
Inrerstitial Fibrosis

¥Focal Tubular Ectasia
Tubular Nephrosis
Congeastion P
Pelvic Epithelial Thickening

- hDilated Pelvis { P i

Cyst

Tubular Adenoma

Infarction

Atypical Epithelial

hyperplasia

Intranculear Inclusion Cyst
Cytomegaly
Glomerulosclerosis { PPPPPP P
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DETATLED HISTOPATHOLOGY INCIDENCE TABLE

_MALES
GROUP_NUMBER

ANIMAL
NUMBER
| 58-589
| 58~590
58-591
| 58-592
1 58-593
. 58-596
1 58-597
[ 58-599
58-600
58-605
| 58-609
58-610
58-613
58-615

ORGANS

KIDREY

~rtifact

Nephropathy .

‘fubular Casts

Regenerativz Epithelium
Focal Lymphoid Infiltration
Pigment ) : 21 2
Mineral Deposition
Interstitial Fibrosis
Focal Tubular Ectasia
Tubular Nephrosis :
Congestion . - |
Pelvic Epithelial Thickening _
Dilated Pelvis ' i
Cyst
Tubular Adenoma . !
Infarction
Atypical Epithelial »
lyperplasia | ' ' : S
Intranuclear Inclusion Cyst \ .
Cytomegaly ]
Glomerulosclerosis { PPPP PPPPPPP
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DETAILED HISTOPATHOLOGY INCIDENCE TABLE

MALES.

GROUP NUMBER

58-688
. 58-690
" 58-697
58~699
58-700
58~704
58-705
58-710
58~714
58-715

ANIMAL
NUMBER

ORGANS

KIDNEY
Artifacct
Neprhopathy
Tubular Casts
Regenerative Epithelium
Focal Lymphoid Infiltration
Pigment :
Mineral Deposition
Interstitial Fibrosis
Focal Tubular Lctasia
Tubular Nephrosis
Congestion.
Pelvic Epithelial Thickening
Dilated Pelvis P
Cyst
Tubular Adenoma
Infarction :
Atypical Epithelial
Hyperplasia . P
Intranuclear Inclusion Cyst
Cytomegai |
Glomerulosclerosis 1 PPPPPPPPPPP
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DETAILED HISTOPATHOLOGY INCIDENCE TABLE

MALES
. ~ GROUP NUMBER
, T , Ll
-3 WO NMNO AT O D
2 fRanRERggaRgds
[l
Z3 2RR2RRRIRRARILR
ORGANS | N .
KIDNEY :
Artifact P PP
Nephropathy 4£32423463324433
Tubular Casts PPPPPPPPPPPPPP
Regenerative Epithelium PPPPPPPPPPPPPP
Focal Lymphoid Infiltration P PP PPPPPPP
Pigment 2 122 1 3222
Mineral Deposition 1 11
Interstitial Fibrosis . PP PPPPPP PPP?
Focal Tubular Ectasia P P PPPPPPPP
Tubular Nephresis P PP P PPPP
Congestion
Pelvic Epithelial Thickening
Dilated Pelvi P
Cyst . :
Tubular Adenona .
Infarction #
Atypical Epithelial
dyperplasia P P PP
Intranuclear Inclusion Cyst
Cytomegaly .
Glomerulosclerosis PPPPPPPPPPPPPP
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DETAILED HISTOPATHOLOGY INCIDENCE TABLE

__ORGANS

MALES .

GROUP_NIMBER

58-889
58-891

ANIMAL
NUMBER

58-892 |
58-898
58~899
58-902
58-903

58-904 fn |
58-905
58-906
58-908
58-910
58-911

58-913
58-914.

KIDNEY
Artifact
Nephroparthy
Tubular Casts
Regenerative Epithelium
Focal Lymphoid Infiltratiomn
Pigment
Mineral Deposition
Interstitial Fibrosis
Focal Tubular Ectasia
Tubular Nephrosis
Congestion
Pelvic Epithelial Thickening
Dilated Pelvis
Cyst )
Tubular Adenoma
Infarction
Atypical Epithelial
Hyperplasia
Cytomegaly
Glomerulosclercsis
Intranuclear Inclusion Cyst
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DETAILED HISTOP&THOLQGX INCIDENCE TABLE

. FEMALES.
GROUP_NUMBER
1

ANIMAL

ORGANS

NUMBER

58-488
58-490

58-491 |
58~492
58-493
58-49%
58-498
58~505
58-506:
58-507
58-508
58-510
58-511
58-513
58-514
58-516
58-517
58-520
58-521
58-522
58-524
58-525

58-526
58-527
58-528
58-529
58-530

KIDNEY
Artifact
Nephropathy
Tubular Casts
Regenerative Epithelium
Focal Lymphoid Infiltration
Pigment
Mineral Deposition
Interstitial Fibrosis
Focal Tubular Ectasia
Tubular Nephrosis
Congestion
Pelvic Epithelial Thickening
Dilated Pelvis
Cyst
Tubular Adenoma
Infarction
Atypical Epithelial
Hyperplasia
‘Intranuclear Inclusion Cyst
Cytomegaly
Glomerulosclerosis
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DETAILED HISTOPATHOLOGY INCIDENCE TABLE

_FEMALES
o GROUP KUMBER
1 _{Continued)
P-4 e N DD OO N M N D D
Z. 80 VI AN N Y 1 0 1) iR D 1) WD W N WY I N
B8 daddddddddddddddd
ZE] AINAIANAA KNI G IAA AR IAA
QRGANS
RIDNEY
Artifact P PPPP
Nepuropathy 1 3111122 122222
Tubular Casts PPPPPPP PP PP
Regenerative Epithelium p pPPPPP PPP
Focal Lymphoid Infiltration P PP P PPP
Pigment 11 2 1 1 12
“ineral beposition 121 1 1
Interstitial Fibrosis PP P P
Focal Tubular Lcetasia P P PP
Tubular Seplirosis P PP P
Conguestion P
Pelvic Epithelial Thickening P P
Dilated Pelvwis
C)’S’t s
Tubular Adenoma ’
Infarction
Atypical Epithelial
‘Hyperplasia
Intranuclear Inclusion Cyst
Cytomegaly
Glomerulosclerosis P PPPPPYPY PPPP P
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DETAILED HISTOPATHOLOGY INCIDENCE TABLE

, ____FEMALES
: GCROUP NUMBER
» 2.
- DO MO TONOCMST DWW O
= T AT SF o T SE ST U WD) D N ) D) O WD DD
B IRTUINNSYSIYSeSLYIIeeY
2% 1A 1A A A DA D 0N N N NN DN NN
_GRGANS
KIDMEY X
Artifact P P pP P
Nephropathy 31 133232 12221 24
Tubular Casts PP PPPPPP P PP P d
Regenerative Epitheliun PP PP PP PPP P P
Focal Lymphoid Infiltration PP P PP
Pigment 212 22 2121 2 2
Hineral Deposition L 1 2 11
Interstitial Fibrosis PPP P PP
Focal Tubular Ectasia P PP P P
Tubular Nephrosis P P
Congestion . ’
Pelvic Epithelial-Thickening P
Dilated Pelvis P P
Cyst s ‘
Tubular Adenoma
Infarction P
Atypical Epithelial
lyperplasia
"Intranuclear Inclusion Cyst 1
Cytomegaly b
Glomerulosclerosis PP PPPPPP PPYPPPP PP
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co . " : 'PETAILED HISTOPATHOLOGY INCIDENCE TABLE
. ____ FEMALES _
. - “GEOUP NUMBER
.1 -t W NN D OOV NS e N T
: Tl MTIITIIININDOODD
= 2a TOATARTTTANNN
< A"";J 0 O 0 0 L0 I L0 0 0D O 0O OO 0O
CANS E,: WY AT N N NN A NN N AN
ORGA2 .
.8 .
Artifact PP P y
Sephropathy 5 2 2222 13 '
Tubular Casts. P PP PP P
Regenerative Epitielium P P P PP P
Focal Lymphoid infiltration P PP P
. Pigment- 22 2 21 12
I . Mineral Deposition 2 2 222 2
o - ‘Interstitial Fibrosis P P P
N Focal Tubular fctasia P P
Ve Tubular Nephrosis r P
i Congestion
A Pelvic Epithelial Thickening .
; Lilated Pelwis ¥
: : Cyst
$ ‘Tubular .Adenoma
’ - Infarction
PPN Arvpical Epithelial
o ) flyperplasia
_— Intranuclear Inclusion Cyst
Cytomegaly . ‘ v
G lomerulosclerosis P P PPPP PP
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N
g =<
£20
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DETAILED HISTOPATHOLOGY INCIDENCE TABLE

FEMALES
GROUP NUMBER
n :
OO O NMT O ON

28 8333338288285 2388

D&l chod oo o dad o b ob b b b b

< = [ IR e REta NE Ta RNV o NNV BN Yo TN Vu BV o BV o TS BN o NNV W7o W VNN Vo

ORGANS N
'KIDNEY *
Artifact PP
Nephropathy 4 223222221332421 “
Tubular Casts ) P PPPPPPPPPP PP
Regenerative Epithelium P P PPPPPPPPPP
Focal Lymphoid lnfiltration P PPP PpepP
Pigment 2 2221122 132 2 1
Mineral Deposition 111 2 2 2 "1
Interstitial Fibrosis P PP PP PP
Focal Tubular Ectasia P P P PP PP
Tubular Nephroesis ‘PP P P P P
Congestion . P
Pelvic Epithélial Thickening P
Dilated Pelvis P
Cyst :
Tubular Adenoma
Infarction
Atypical Epithelial
Hyperplasia
Intranuclear Inclusion Cyst \
Cytonegaly
PPPPPPPPPPPPPPPP

Glomerulosclerosis

'DUP040013218
<o o 04-0005-0377
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" DETAILED HISTOPATROLOGY INCIDENCE TABLE

___PEMALES |
___GROUP NUMBER
5 . o L5
f;ﬁ m’¢~°ﬂ30‘6‘*n*wr~q:mcvémm
] 8 ) T o ST ST D D I AN I N D A0 O
& &8 N~ = = W N - - - - N = - - S
_ B3] chbobodchodchdohchedchadoddod
. ORGANS €110 W) 13N NN N N A NN N N
KIDKEY o
Artifact o : ‘
Xephropathy 214323334452433 b
Tubular Casts _ P PPPPPPPPPPPPP T
Regeperative Epithelium PPPPPRPPPPPPYPPPP ,
Focal Lymphoid Infiltration P P PPPPPPPPPP
Pigment 21322 2223322 3
Miperal Deposition 2 2 .2
interstitial Fibrosis P PPPPP PPPPPP
focal Tubular Ectasia _ PP PPy PPPPP
“Tubular Nephrosis P PPPPPPPPP P L
Congestion v
Pelvic Epithelial Thickening - P P ) : ) ;
Dilated Pelvis T : ' ’ %
Cyst ' ¥ :
Tubular Adenoma ‘ ’ :
Infarction
Atypical Epithelial
Byperplasia : : PP P
Cyrtomegaly PPPPPPPPPPPPPPP
Glomerulosclerosis . PPPPP PPPPPPPPP
Intranuclear Inclusion Cyst PPPPPPPPPPPPPPP
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