CORNING Hazleton

The HSD Sprague Dawiley SD Rat - No more fat rat blues

g Vg for the ir n of the genic potential of a
asmpound reguire animais 10 oa ireated for 2 years and ideally survival in
=h group o be 50% on comp 1 of this period. Over

ant vears it has been noled tha! the survival of the Charles River
ague Dawiey (Cr:CDBR) rat routinely used at this and other laborato-
.3 15 gimimishing, with the onset of luMOUrs OCCUMMNG M younger rats.
he reasons banind the snonened life span ana early tumour onsat have
een considered 10 be ralated to the high food consumption and obesity of
Cri:CDBR arwmals. To overcome the problem of cbesity, and therelore
wwyal, in Cri:CDBR rats cifferent approaches are available ag calonc
anction, increased group size, use of a different strain not prone 1o coe-
.y 8g Wistar. As the grealer par of the data produced in toxicological
studias is obtained from Sprague Dawiey rats, an altemative source of the
itrain, which has been subjecied 1o different denvation to the Cri:CDBR
could aiso be considered. As pan of a conunuing program of back-
1nd investigations, a stuoy was established at the Corming Hazleton
oratones in Harrogata to nvesiigate the background tumour incidence
w3 toxicology data for the Harian Sorague Dawiey (HSD) rat. A compari-
son with the Cri:CDBA rat 1s ongoing with a view to offenng an altematve
:train 1o our chiants.

* hunared and thiny rats of eacn sex were oblained from Harian Olac
—w in April 1994, Groups of twenty arumais of each sex were sacrificed at
<. 13, 26 and 52 weeks, the remaining arumals (150 of each sex) being
mamtained for 104 weeks. Animais wera noused in groups of five/cage

2 had ad libitum access 1o food. Body weignt and food consumpuion

3 measured al reguiar imervais along with full haematology, ciinical

wmistry, unne and ophthaimological screens uo to Week 52. At each
riice. organ weights ang opic and
all hssues reguired by majer regulatory authorities were performed. In
agditon 10 these nvestigalions, Swimming maze tesis wera performed.

1ing ana littenng periormance of the Harlan Sprague Dawiey rat were

«luated in a separate reproduction toxicily stugy penormed concurrently

aand using maies from this stugv.

oo of

Sacant gata from controi Cri:COBR arimais arf this laboratory have oeen
slad 1o provide the data oresented tor these animais.

The group maan body weignt of the HSD and Cr:CDBR rats are compared
al kay intervals.
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The body weight of the
male HSD rat is consis-
tently 50-70% lower
than the Cri:CDBR rat of
st a comparable age.
=1 £ Among famales, while
the body waight 1s lower
. - in the eariier weeks, the
diferances betwean the
two animal groups
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The group mean food
cansumption of the
HSD and Crl:CDBR rats
are compared at key
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The amoumnt of food consumed is consistently lowaer in the HSD animais
than in Sr:CoBA anmais. .8 with Doay weignl, ine diMerences Detwear
the lamale groups becomes More pronounced as the animals age.

Al et
A complate range of clinical pathology ¢

routineiy oy

reguiatory authorties were measured at 4. 13, 26 and 52 weeks, The data

{{=]

Thers is no apparent difference in the occurrence of large masses in the
two groups at Weak 52.

atrvivial
The number of deaths (expressed as a percentage of the total numbar ¢
anmimals starmng study) al selected lime intarvals are as follows:
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Data obtained 10 date on the Harlan Sprague Dawley snow this rat 1o n¢
a much lower body waight throughout its life span and lower food con-
sumption than the Cri:CDBR rat. There is no indication from the patholo
the incidence of masses or sunaval to date of any unusually high incide:
of findings which would preciude the use of this animai on toxicological

mustisg of oy durstisn,

These tindings are in
agreement with other
cata published on the
HSD rat (1, 2|. The cur-
rent indications suggest
the strain is suitable for

was very consistent within the HSD group and was broaadlv co
the vaiues cotained for CriCDEBR rats,

Bl

The findings in the HSD
stramn of rat were gener-
ally vary minar and of a
similar nature and sever-
ity 1o these in Cel:CDBR
rats of a similar age Kept
under our conditions. in
addition a very minor
glemerulonaphropathy
was noted in HSD rats
at the 26 and 52 waek
kills.

v of o male HSD rod aped

Tumtener etdenc:

Al 52 weeks the incidence of masses (expressed as a parcentage of ani-
mals showing masses/number of animals on study) ware as tollows:

Type ol Mass HED CreCDBR
Male Famaie i Fomase
SMal MOVEAD Masses 867 867 167 20
Lage Moveatis masses oar 533 3 5.00
Smnll slakonary Mmassas e 113 o 5.00
Large sISOnary Masses 007 1.3 ] .67

It is noted that there appears 1o be a high incidence of small stationary
masses among HSD rats. These masses are generaily confined 1o the
ventral hind region and have been apparent at palpation for many wesks.
1 they are considered likely 1o be enlarged creputialiclitoral
glands or prominent lymph noges, The ‘tain reason why these massaes
are so prevalent among HSD animals is probably due to ther thinner
nature. Eniargea giands do occur in the Cri:CDBR rats but due 1o the
axcess weight of these animals the masses are difficult to caipate.

g the
genic potential of com-
pounds and a good
alternative 1o the
Charles River ral if the
stran of choice 15 the
Sorague Dawiey.

Figure |- Frmale HSD rat

[1]; Boav weight and survival of Harlan vs. Charles River Sprague Dawi
rats: impii 18 for g y testing. Matray-Devoti J, Sham FF,
Davies MH. Sorber MB, Schwabenbauer C [2]: A companson study of i
Cri:CDBR (CD) amd Hsd:Sprague Dawley SD rat. Pantersen JC, Saunc
DR, Pavkov KL, Matheson DW, Schwanz DR
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Figure 2: Male HSD rat
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Background 104 Week Btudy in the Harlan BD Rat

HUK Study: 0000/119
Study Director: Janet Kelly
Week 104
Group Group Week of Survival Body Body Body Body Food
size terminat at weight weight weight weight consumption
ion terminatio Week 13 Week 24* Week 52 Week 104 at
n (g) (9) (g) (g) termination
g/rat/week
i1 20 1 100 . e e s 187
2M 20 13 100 383 7 = - 150
M 20 26 100 377 132 = = 149
aM 20 52 100 382 4183 499 = 151
5M 150 104 63 392 469 507 509 136
1F 20 4 100 =~ - = a 116
2F 20 13 100 150 = = e 119
aF 20 26 100 145 270 - = 105
4F 20 52 100 143 277 297 - 114
S5F 150 104 49 153 273 294 329 134

Comments:

*

- last body weight before Week 26
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CR vs HSD comparison
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CR vs HSD comparison

Survival-Males
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CR vs HSD COMPARISON

MMARY OF MACR PIC LESION
HSD CR

SEX MALE FEMALE MALE FEMALE
NO EXAMINED 98/130 74/150 25/60 20/60
SKIN IT1
MASS | 77% 1% 68% 70%
MASS 2 1% 3% 2% 40%
MASS 3 3% 16% 5%
TOTAL MASSES 36% 151% ' 124% 130%
KIDNEY
[RREGULAR SURFACE 51% 11% 8%
CYST 10% 4%

IVER
MOTTLED 9% 37, 2% 35%
ADRENAL
LARGE 13% 3% 16% 20%
DARK AREA . 13% 3% 1% 5%
STOMACH
THICK 4% 14% 0% 5%
P AR
MASS 1% 16% 0% 50%
OVARY
CYST 0% 1% 0% 5%
UTERUS
DISTENSION 0% % 0% 28%
LUNG
PALE AREA 7% 27% 4% 0%



104 Jeex oral carc stugy in The rat IHE Stuav No: 4119
with 'nterim iills
Jate: & _une 1996

TICUP INCIDEMCE: 4ISTOPATHOLZISY - aLL 2ATaA

<ill type: All

arouo: 1 2 5 B 2 3 s

Tissue Sex: “ Ll - 4 B H H H

Jbservation yumoer: 20 20 b 20 20 20 EL | 20
Aarenal

Numoer examined 20 20 5 9 20 20 20 20

Jne meaulla a 3 2 ] a ] ]

41neralisation 0 ] 3 l 0 J ]

ocal megullary hyperplas:a b} 2 2 1 2 3 Q bl

‘Yacuolateda focus 0 b] b ) 3 ] 1 1

Zosinoonilic focus [y ] 3 2 g ] a 2

Clear cetl focus ] ) H - J 2 i) L
3roncnial lymon noce

Numoer examined 18 1 2 i7 e L 19

Pigment 0 2 ¢ 2 2 Q bl 1

4aemorrnage 0 0 ] 3 9 Q 1 o}
Zaecum

Numoer 2xamined 20 20 i7 '8 20 20 20 20

3aroiturate lysis 2 ) 3 ! b 1 b] 3
Clitoral glang

Numoer =xamined g = : * 3 0 ! 2

Cystic gistension . . . - H 4] 1 4]
Zalon

Numoer examined 20 20 % 18 29 20 20 20

yYematoge 2 - Z 5 J 0 2 7
Zzidigyms

Numoer sxamined 20 20 7 8 - - -

inflammatory cell foci 1 ] 3 bl . . - .
Iye

yumoer examined 20 20 3 '8 20 20 3 29

erinal atropny ¢ 9 3 2 ] 0 b} 1

<{eratitis 0 i 3 ] b 0 J ]
Zemur = marrow

Number examined 20 20 9 i8 20 20 20 20

Chonaropathy 0 ] 1) - 1 0 0 0 9

Cartilage lesion Q 0 b ] a ] ] 1 1
Foot

Numoer examined a ] Q 1 i

Dermacicis/falliculitis 0 2 ! Q 1 0 ] i
{arderian gland

Numoer examined 20 29 H 18 20 20 29 213

Lobular atropny 0 0 b] 1 2 0 J b}

Inflammactory cell foci Q 2 2 3 2 4 2

AdenitTis ] 3 [ Q b 1 1

Hyperplasia 0 0 9 qQ 2 0 ]



104 WJeex oral carc siugy !n tne rat Z4E Jtugy No: 4119
atth 1nterim K1lls

zate: 04 lune 1996

JACUP INCIOENCE: 4ISTCPATHAQLCGY - ALl JATA

i1ll type: ALl

arouo: 1 2 3 - 1 ? 3 4
Tissue Sex: “ “ Bl 4 B : H H
Jbservation Numoer : 20 20 20 20 0 2 20 20
Heart
JumDer =xamined 20 20 19 8 20 20 29 20
intlammatory cell fcci 2 2 ! 3 1 D] 0 1
4yocaraitis/fibrosis b] a 1 5 a3 ] ] ]
i leum
yumoer axamined 20 20 19 '8 20 20 20 20
Parasite 0 D] i J a J b} a
48 |unum
Numoer =xamined 20 20 19 18 20 20 20 20
distension 9 bl bl 1 J 8] a b}
<ianey
Nunoer axamined 20 20 20 20 20 n 20 20
Cyst 3 b] Q 1] bl h] b 1
Tubular dilatation J 1 J g ] 3 Q 0
3asopnt’ ic ruoules 5 5 D] b} A 4 ] b}
focal nuonropachy 5 13 1 Q 2 Ed 3 2
Glomeruionepnropachy ) 2 5 i b} 3 10 16
dyaline dropiets i 1 ] 0 2 D] a 2
Casts 1 ] ] ] 1] 0 ] a
Cortical mineralisacion a o] 2 ] 0 a 1 2
Corticomegul lary mineralisation a 0 ) 3 0 Q a 1
Papiilary mineralisation Q 2 2 3 2 5 4 3
Pelvic mineralisation 2 0 bl 2 ] 2 1 3
inflammacory cell ‘oci b} 0 1 0 0 5 Q 1
Capsutar ribresis/acnesion b} 2 3 b} 0 a 1 0
PyeliTis o] a | b] b ] $ q 9
-acrimal gland
Nunoer sxamined 20 20 20 20 20 29 20 20
{nflammatory cetl faci ] 0 2 B ] b a i
Agenitis 1 Q 2 4 1 5 ] h] a
Haraerian gland alteration 13 19 -] 19 Q '3 g 19
Liver
Numoer examined 29 20 20 - 20 20 20 20 20
Caudate lobe necrosis 0 1 0 0 9 0 b] 0
Inflammatory cell foci 19 18 18 20 16 i9 20 20
iliary proliferation Q ] 1 1 a 19 Q 0
Vacuolated focus 0 0 ! 1 Q 0] 0 0
Zosi1noonilic focus b} 0 y 2 0 b 0 0
Lung
Numoer examined 20 20 20 20 20 20 22 20
Sctooic bone 1 1 3 1 1 a 1 0
Inflammatory cell foci 2 17 2 13 5 13 2 5
Foamy histiocytes b} 2 3 4 0 3 8 195
Pneumonitis 10 2 3 9 7 2 3 6



106 <eex oral carc sIugy 'n The -cac THE 3tuay No: (3119
<ith interim <ills
Jate: )4 Lune 1584
GROUP INCIDENCE: SISTOPATHOLCGY - L. ZATA
Cill type: all
Jrouo: 2 3 . ! 2 3 -

Tissue Sex: 4 L] L] Ll ; : B H

QJbservation Humoer : 20 20 20 20 20 29 3 20
Mammary gjlana (female)

Nunoer =xamined 29 20 29 20

Cystic hyperplasia ] 2 3 ] H
Mandibular Lymon noge

Numoer =xamineqa 3 20 9 '8 29 29 20 20

Agonal congesticn/haemorrnage 1 2 | s 1 1 2 j

Lymonoid nyperplasia 2 s 1 1 1 3 2
Muscle

Number examined 20 20 20 18 20 20 0 20

[nflammacory cell foci d 9 1 0 Q J 3 Q

MyositTis b] a i 0 3 9] b] a2
Oral cavity

Numoer examined 3 9 ] 0 b} 3 | 1 b}

OOONTOGENIC TUMOUR J b} Q 0 b] 2 1 J
Jotic nerve

Numper 2xamined 0 0 17 18 20 20 il 20

Neuropatny d 3 Q 2 7 2 3 5
Qvary

Numoer examineq . . 20 20 20 20

Oestrous cycle - 2 Q 1 H

Cyst 9 1 1 ]

Reguced corpora lutea L) ] b] 4 12
Pancreas

NumDar 2xamineg 20 20 19 19 20 20 20 20

Lopular acrspny d 2 2 2 Q a 1 ]

Pancreatitis n ! 2 a 2 2 1 a

3asconilic focus 0 b 0 1 b 2 2 o]
Preputial gland

Numoer examined 0 d 2 3 . . .

Cystic gistension 0 0 1 0 - - -

Adenitis 0 ] 0 1 - -

Abscess a ] i 2 -
Pituitary

NumDer axamineg 20 20 19 19 20 20 20 20

Cyst 0 2 b 1 ] Q 2 Q

Cystic cleft 2 0 ] 1 0 0 b} Q
Prostate

Nunoer axamined 20 29 1 18 5

inflammactory cetl foci 0 1 0 0 - =



1064 Jeex aral carc stugy in The ~at IHE Stuay No: (119
41Th 1nterim kills

late: 24 June 1594

GROUP !NCIDENCE: 4I1STOPATHOLOGY - 3Lt carfa

Kill zype: All

aroun: 1 2 3 - ' 2 3 &

Tissue jex: “ " 'l 9 z 3 : :

Observation Numoer : 20 20 20 20 20 0 20 20
Rectum

Numoer e=xamined 20 20 '3 9 20 20 20 20

Parasite 2 1 2 s ] 3 1 51
Salivary gland

Nunoer examined 20 20 i9 19 20 0 20 20

Inflammacory cell foeci 3 1 2 1 3 a | ] 1}

Adenitis o] 1 0 2 0 3 a d
Skin = subcutis

Numoer sxamined 20 20 9 i9 20 20 20 20

Myositis b 0 2 1 D] bl 0 ]

Dermatitis/folliculitis 0 0 1 1 2 b] D] D]
Spleen

Numoer examined 20 20 9 13 20 20 20 20

3arpiturace lysis 2 Q 0 9 2 b] 2 3

?1gment 3 0 1 i3 b} 2 KA 'S

Haemoocaiesis b b ] 3 3 3 9 i

Capsutar ribrosis 3 Q 1 ] 3 b} 2 2
Stomacn

Numoer sxamined 20 20 9 19 20 20 9 20

Squamous CysT 9 0 b 2 b} 2 i D]

Cystic 3lanas ! 1 12 1 J b} b]

Gastritis 1 2 1 2 b} 2 b} b

Forestomacn gastricis 1 1 0 ] 1 b} J b

Erosion/ulcer 2 0 0 1 2 9 2 0
Seminal vesicle

Numoer examined 20 20 9 '8

Contractian b 0 0 2
Tail

Numoer examined i 1 2 1 ] 2 3 3

Necrosis Q 0 ] 1 b} Q 0 2

Dermatitis/folliculitis 1 1 2 1 0 Q 3 3
Testis

Number examined 20 20 19 19 -

Atropny Q Q ! 3 -

Haemorrhage Q 1 0 0 .
Thymus

Numcer sxamined 22 20 i9 18 20 20 23 20

Ectopic thyroid 0 0 ] ] 1 2 2 |

Cyst e ] 0 0 b} 2 7 i

Atropny v} 0 Q 1 3 J b} 1

Agonal congestion/haemorrnage L 2 0 1 c 3 0 0

Lymonoid hyperplasia i} 1 0 Q ) 3 2 ]



104 Weex oral carc stugy 'n the rat CHE Study Ne: X119
41th interim cills
Jace: 26 June 594

GROUP INCIDENCE: HISTOPATHOLOGY - 3LL JATA

Ll type: atl

Groun: 1 2 3 & 1 2 3 4

Tissue Sex: b “ 4 4 F F F F

Observation Numoer : 20 20 20 20 20 20 20 20
Tongue

Numoer examined 20 0 9 18 20 20 20 20

Glossitis 2 3 i ] ] a ]
Thyroia

Numoer =xamined 20 20 9 20 20 20 20 20

Cystic follicles 0 b} b] 1 b} b b} 1

Inflammatory cetl foci 0 ] Q 1 ] Q ] J

follicular cystic hyperplasia 0 2 2 0 a Q ] 1

C-cell hyperplasia a ] 1 14 a 1] ] 3
Urinary blacder

Numoer examined 20 20 9 18 20 20 20 20

Cystitis s} bl J 2 b 1 b}
Uterus

Numoer 2xamined - 20 20 20 20

Jestrous cycle 2 3 2 3

Cyst . . - ! ] 0 4

Cystic glanas 4 = ¢ 0 1 3 12

Agonal congestion/haemorrnage # % ¥ # b} a 0 2

Squamous metaplasia . - . - b} p 3 0

DECIDUOMA . . - - Q 1 0 Q
Vagina

Number 2xamined - - - - 20 20 20 20

“4uctification . . G - 2 Q 1 0
Zymoal gland

Number examined 18 19 8 17 1T 14 19 17

Cvst 2 3 2 1 Pl 2 Q 0





