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connective tissue tumors. Inflammatory stimulation induced cellular and tissue

hyperplasia at injection sites may also play some roles in the development of the
- neoplastic lesions.

Study no.: 77006
Volume #, and page #: Vol A3.55 to A3.67, and page 1 to 4878
Test Facility: , / ' y
roo s
Date of study initiation: 04/03/2003
GLP compliance: ' Yes
QA report: Yes
Drug, lot #, and % purity: Lanreotide (acetate salt) refrigerated —

dissolved in 0.9% NacCl for injection, U.S.P.;

Lot # P60029, P60025, P60026, P60018, P60014,

P60015, P60028, P60032, P60040, P60057,

P60012, and P60013; and purity — ©° —
CAC concurrence: None

Methods

Doses: 0,0, 0.5, 1.5, 5, 10, and 30 mg/kg/d

Basis of dose selection (MTD, MFD, AUC etc.): 30 mg/kg/d seems to be a MTD
or exceeding the MTD based on clinical pathology findings and injection site
inflammation in the dose ranging study, and premature sacrifice due to severe skin
lesions in the 2-year assay.

Species/strain: Mouse/CD-1

Number/sex/group (main study): 60/s/g for the two vehicle control groups and
70/s/g for the 5 treatment groups

Study Design

’ Number of Animals
Group No. Dose Level . . .
Identitication  (mgfkg/day) Main Study Toxicokinetic

Males Females Males Femalcs

1. 'Vehicle Control 0 60 60 .
2. Vehicle Control 4 60 60 - -
3. BIM23014 05 - 70 70 63 63
4. BIM23014 1.5 70 70 63 63
5. BIM23014 _ 5 70 70 63 63
6. BIM23014 10 70 70 63 63
7. BIM23014 30 70 70 63 63

Route, formulation, volume:' s.c. injection of vehicle or lanreotide (acetate salt,
‘refrigerated©  — dissolved in 0.9% NaCl for injection, U.S.P.) into the dorsal
region at a dosing volume of 10 ml/kg/d. The 6 predetermined dosing sites as illustrated
below were used altematively.
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Treatment Site #1 Scapular Left
Treatment Site #2 Scapular Right
Treatment Site #3 Dorsal Thoracic Left.
Treatment Site #4 Dorsal Thoracic Right
Treatment Site #5 Lumbar Left
Treatment Site #6 Lumbar Right

Frequency of dosing: once daily, 7 days a week for a minimum of 104-week

Satellite groups used for toxicokinetics or special groups: 63 mice/s/g at the 5
treatment dose levels for TK

Age: 6 weeks

Animal housing: housed 1 per cage in stainless steel wire mesh bottomed cage
during the treatment period; each animal was uniquely identified using a tail tattoo
system. :

Restriction paradigm for dietary restriction studies: n/a

Drug stability/homogeneity: stability was examined when stored at room
temperature for 36 hrs. For homogeneity and concentration tests duplicate samples were
. collected from the middle of the container of each dose formulation on the day of .
preparation from Weeks 1,13, 26, 38, 52, 65, 78, 91 and 104. The results showed that all
samples analyzed were within the acceptance criteria of £10% of their nominal
concentrations

Dual controls employed: yes, both control groups were given daily s.c. injections
with the vehicle (0.9% NaCl for injection U.S.P.)

- Interim sacrifices: none; however due to low survival, males treated at 30
mg/kg/d, were terminated during Week 87 and females at 30 mg/kg/d were terminated
during Week 98. )

Deviations from original study protocol: occasional minor deviations from the
protocol occurred, and were documented in the study report. Misdosings were recorded
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during treatment as shown in the table below; these misdosings were considered minor
and did not show adverse impact on the study.

Table 5 Misdosings during Treatment Period
Day of Animals Reason for error Peccent deviation
misdosing affected from intended duse
Day 92 150t-1506 Inadvertently dosed Ranged from -3.33% o
with volumes ’ 28.6 %.
belonging to animals
1501-1506 from project
77005
Day 112 3540 Received the dose 22.5% s
volume of animal 3538
due to technical
oversipht
Days 147 to 158 1518, 1519 tnadverently dosed -6.7% and 3.3%.

:rl:)ay j64
Day 235

Day 487
Day 488

Day 682

5099.5100, 5103

6071-6097

4013

6037

300

with volumes based on
body weighis
performed during the
previous month

Were misdosed with
the volumes of 5098,
§099 and 5102,
Tespectively

Were dosed with dose
formulation of Group 5
instead of dose
formulation of Group 6
Received the dose of
animal 4012 duc to
technical oversight
Reccived the dose of
antmal 6036 due to
technical oversight
Received the douse ol
animat 3009 duc 10
tcchnical aversight

respectively

4.9%, 13.9% and 48.3%,

respectively.

12.8%

4.9%

Observation times
Mortality: twice daily

Clinical signs: twice daily

Body weights: once weekly from pretest through Week 13, then once every 4 weeks (ie.

Weeks 17, 21, 25, etc), and each main study animal was weighed before scheduled

necropsy.

Food consumption: weekly from pretest through Week 13, thereafter once every 4 weeks

till the end of study (i.e: Weeks 17, 21, 25, etc).

Histopathology:v All tissues from all main stidy animals were embedded in paraffin wax,

sectioned, stained with H & E and examined microscopically, except tissues from
animals 5009 and 6011, which were misplaced each other due to a technical error and
were therefore excluded. Peer review was not specified.
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Toxicokinetics: samples were collected on Day 1 and during Weeks 26, 52 and 104 from
3 TK animals/sex in dosed groups/time point at normally O (predose), 0.25, 3, 12, and 24
hrs after dosing. Drug concentration was analyzed by a validated radioimmunoassay.
Non-specific binding (NSB) was also evaluated if enough samples were available. If
NSB was > 30% for a given group, remaining samples corresponding to the same dose
level were pooled to determine putative lanreotide antibodies provided sufficient sample
was available. Cmax and AUC, (o-y were determined. '

Results

Mortality: Primarily at the 30 mg/kg/d, a notable proportion of animals died as a
consequence of the presence of masses at injection sites. Mortality rate in other groups,
was not affected by the treatment (comparable to that of controls). The mortality data at
Week 104 are shown in the table below:

MALE FEMALE

Group Dose (mg/kg/d) Number per 60 or | Number per 60 or
70 (%) 70 (%)

1 Control 1 0 39/60 (65%) 37/60 (62%)

2 Control 2 0 38/60 (63%) 39/60 (65%)

3 Lanreotide 0.5 44/70 (63%) 42/70 (60%)

4 Lanreotide 1.5 38/70 (54%) 43/70 (61%)

5 Lanreotide 3 35/70 (50%) 42/70 (60%)

6 Lanreotide 10 36/70 (51%) 42/70 (60%)

7* Lanreotide 30 51/70 (73%) 50/70 (71%)

* early terminated on Weeks 87 (M) and 97.
Survival curves also indicate that reduced survival was observed in both male and female

animals at 30 mg/kg/d, mainly due to compound-related dermal changes at the injection
sites leading to premature euthanasia from Week 87.

APPEARS THIS WAY
ON ORIGINAL
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Clinical signs: Palpable masses at injection sites were major findings in a similar
proportion of animals from control and treated groups with the exception of males dosed

~at 30 mg/kg/d, which had much higher incidence than controls and lower dose groups.
Incidences of palpable masses are shown in the scanned table 8 below: '

" -
g
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Text Table 8 Animals with Clinically Observed Masses

Group Na. Dose Level Masses
Identification (mg/kg/day) males ~ % Females %
1 Vehicle Control 0 0760 0 13/60 2
2 Vehicle Control 0 760 12 7/60 12
3 BIM23014 0.3 1770 1 8/70 i1
4 BIM23014 I.5 5770 7 1170 16
5 BIM23014 5 470 6 12/70 17
6 BIM23014 10 . 4770 6 3770 4.
7 BIM23014 30 35/70 50 14/70 20

At the injection sites and the surrounding areas including interscapular and dorsal

AdoD 8jqissod jseg

cervical areas, an increased incidence of thin fur cover was noted in males at 30 mg/kg/d
when compared to controls. A higher incidence of fur loss, skin lesions with and/or
without discharge, skin scabs and redness of the skin at the injection sites, dorsal cervical
and/or thoracic areas, interscapular and/or mass sites were also noted in this HD group
when compared to controls.

Additionally; some females at 30 mg/kg/ were noted to be hypersensitive (shows an
exaggerated reaction to skin touch, toe pinch or tail pinch). An increased incidence of
skin scabs at the treatment sites, dorsal cervical and/or dorsal thoracic areas was also
noted in females at 5 and/or 10 mg/kg/d when compared to the control groups.

Body weights: Statistically significant decreases in mean BW were predominantly seen
in females at > 1.5 mg/kg/d on Week 104 (or Week 97 for 30 mg/kg/d group) and in
males at 30 mg/kg/d after 10 weeks of treatment, compared to controls.

Text Table 9 Group Mean Body Weights at Week 104
Mean Body Weight Week 104
Group No. Dose Level % %
Wentification  (mg/kg/day) Males oo~ Females o
® control (®) control
Mean Groups | :
and 2 0 41.11 - 38.78 -
3 BIM23014 0.5 41.80 +2 38.03 -2
4 BIM23014 L5 41.63 +i 36.43 -6
5 BIM23014 5 - 41.23 4] 37.38 -4
6 BIM230i4 10 41.56 -1 36.14 -7

7-BIM23014 30 4097* 0 34.70* -11
* Week 85 for malcs and Week 97 for temales. '
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Food consumption: Unremarkable

Gross pathology: At a majority of injection sites (I.S.) of the animals at 30 mg/kg/d,
cutaneous swelling or thickening was observed as well as a lesser incidence of cutaneous
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scabs. Some animals from the 1.5, 5 and 10 mg/kg/d groups showed similar lesions but
at a lower incidence or in fewer injection sites. In a small number of animals from the 30
mg/kg/d groups, masses or nodules were noted at injection sites. Minor lesions of similar
- description were occasionally reported in control animals. Apparently, the majority of
these lesions occurred as a consequence of the drug dosing.

Text Table 11 Incidence of BIM2301 4 related Macroscopic Finding at
Injections Sites

TissueFinding . Sex Malce Female
Dose(mgikg/iday) 0 6 ¢S 1s 5 10 30| ¢ 05 15 5 10 30
No. of animals examined 60 60 70 70 70 70 70 ls0 60 70 70 70 7070
LS. Dorsal thoracic right : I

<

Mass or nodule _ = = = - — 6 — - i I
Scab I - — — 3 3 — 1 1 — 1 6
Swelling/thickening 22 1 3 1 231 3 i 1 3 4 25
LS. Dorsal thoracic left o
Mass or nodule i —_ — = = — 15} = - 2 2 [ (D
Scab — — — — 0t 4|2 00— s L
Swelling/thickening 2 2 1 2 2 4 213 I 4 6 6 5 13 -0
LS. Lumbar right O
Mass or nodule : R B - 41— 1 3 - 2 - 2 g
Scab - - - - 2 — 3 1 Il - — — — 1 . 4
Swelling/thickening 2 3 3 3 1 S 25 .3 | { 4 8§ 5 2R o)
LS. Lumbar left )
Mass or nodule I - — — - — 8 - 2 = I 2
Scab - - - -1 -1 - — - - — 3 O
Swelling/thickening 4 3 2 2 ! 4 281.5 1 3 S 6 9 3 o
LS. Scapular. right -c
Mass or nodule —_ = - I - — 3 4 1 — <
Scab _ - — 1 2 4 7 1 —_ = — I N 7
Swelling/thickening — 2 2 | | i1 3 2 2 s 9 3 13
LS. Scapular left
Mass or nodule —_ - - 2 i i [ 3 — 1 - — 1
Scab — 1 - | 1 2 9 | — — 3 l l 3
Swelling/thickening [ I 4 15 3 — 3 4 7 7 24

Histopathology:

Non-neoplastic: Non-neoplastic, treatment-related changes were observed at the -
injection sites, liver and spleen (please see “Attachment 2: Incidence of non-neoplastic
lesions by organ/group/sex for all animals” at the end of this review for all non-neoplastic
lesion summary) '

L. Injection sites - A range of non-neoplastic lesions were observed and were
considered to be consequent upon the prolonged and repetitive injection of the test
article, and likely to be the cellular and tissue basis for the neoplastic '
development. The incidence and severity of these lesions increased with
increasing dose of lanreotide. The average severities illustrated in the scanned
Table 13 below were calculated as the mean severity in animals with the findings;
animals without finding were not included in the calculation.

* Subcutaneous fibrosis: The incidence and/or severity increased with a clear dose
relationship in animals at 1.5. 5, 10 and 30 mg/kg/d.
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e Dermal fibrosis: The incidence and/;>r severity were increased in animals at 5, 10
and 30 mg/kg/d. B

e Epidermal hyperplasia: 'Increase’d thickness of the epidermis with an increasing
occurrence of moderate or marked hyperplasia at 1.5, 5, 10 and 30 mg/kg/d.

e Vascular inflammation/degeneration/necrosis: This lesion was seen
predominantly in animals from the 10 and 30 mg/kg/d and mainly affected the

vessels of the subcutis.

e Vascular intimal thickening/medial hypertrophy: This lesion predominanti-y seen

in animals at 10 and 30 mg/kg/d and in some controls mainly affected the vessels -

of the subcutis (mainly the small arteries) and was characterized by thickening of
the vascular wall either the intima or the media layer.

. Pann“iculus muscle degeneration: The incidence and/or severify of this change
were increased in animals at 5, 10 and 30mg/kg/d.

e Epidermal ulceration: Infrequently seen, and frequently focal in nature. Only in
more severe instances. Overlying scab formation was commonly present and the
lesions also included varying degrees of acute inflammation with or without
edema of the superficial dermis and occasionally subepidermal cleft formation.
The incidence of this change was increased in animals at 10 and 30mg/kg/d.

- APPEARS THIS WAY
ON ORIGINAL
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Text Table 13 Incidence of BIM23014-related Histopathological
Changes at Injection Sites

Tissuc/Finding Sex - Male - ] Female
Dose (mphkgiday) 0 0 05 LS § 10 0,0 0 05 15 5 0 39
No. of animals examined 60 60 70 070 70 70160 60 0 70 70 70 70
1.S. Dorsal thoracic right »

Fibrosis: dermis IS 3 4 7 9 210 2 3 3 4 g 1
Avemgeseverity 1.0 1.0 1.0 10 14 17 13|20 15 13 23 13 1112
Fibrosis: subcutis 128 17 7 17 4 s71113 6 17 30 3w 44 62
Averageseverity 1.2 £O0 1.0 10 11 14 23112 12 14 L 1Y 15 26
Degencrarion:
. 2 2 | § 6 19 35 6 — I 2 7 20, 234
panniculus muscle i
Averugeseverity 1.0 1.0 1.0 1.0 13 14 19113 — 10 0t 18 17
Hyperplasia: cpidermis 1 T — 4 k! RIE b 2 I 2 3 2 52
Averageseverity 10 100 — 10 23 30 14| — 20 10 1.7 10 t2 15
Ulceration: cpidcfmis - - — 3 3 S| - 1t - - — 2 5
Average severity 20 — — 23 30 28 = L - — - 23 24
lnt?_ammaFlon'dcgencrun B oy > 5 Io— 1~ oA 6
on‘necrosis: vascular :
Avcrage severity  — — — 16 10 1120 - 10 — — |5 2
Intimal thickening/
medial hypertcuphy: — = = - — ] 7 - - - — — 4
vasculur i
Average severity  —  — 10 13- — — — — — 3
1.S. Dorsal tharacic left
Fibrosts: dermis 2 2 2 S 12 9 2 2 ) 2 6 4 7 30

Averigeseverity 1.0 1.0 2.0 12 12 13 1315 17 15 17 15 16 2

Fibrosis: subcutis g & I 9 27 48 55106 % 19 27 2% S0 5§
Avergeseverity 1.1 1.0 1.2 10 13 15 24012 15 13 14 15 17 26
Degeneration: ) PR 7 14oal— I | 4010 17

panmiculus muscle
Avemageseverity 10 1O — 10 13 10 6| — 20 10 30 13 15 iR
Hypcrplasia: cpidermis 3 1 2 ‘ 5 3 6 I3
Averageseverity 13 1.0 3.0 1.0 23 20 1.7{110 30 20 20 10 18 18

)
Fy
)
12
[E°]
1

Ulceration: epidermis - - 1 — | 1 3 — [ 2 2 — 3 10

Averageseverity ~—  — 20 - 30 40 30— 30 1.5 35 — 33 23
Inflammation‘degencrati S S e | 7
on‘necrosis: vascular

Averageseverity — 10 — 1S — 1.0 2 - = 18 — — 10
Intimal thickening!
medial hyperiraphy: _ - = — — &1 - - = = —
vascular

- Avurage severity —  — —  — - — 14} = — — - — 1o
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Tissue/Finding Sex Male - Femaic
Dose {mpkgiday) 0 6 05 ©5 S 16 30 0 6 03 15 3 10 30
No. of animals examined 60 60 70 70 70 70 76 [ 60 60 70 70 70 70 70
LS. LLumbar right )
Fibrosis: dermis — 2 2 - 7 10 2:3 2 2 2 3 4 2
Averageseverity — 1O 10 — 10 12 11} 10 10 10 10 16 13 1.1
Fibrosis: subcutis 8 12 1925 39 59 S9} 19 I35 25 44 36 S8 65
Averageseverity LI 1.0 1.1 1.1 13 t8 27{14 12 14 12 15 18 26
Degeneration: 2 02 03 8 10 3 3%|2 — 2 2 s 37 4
panumiculus muscle
Averageseverity 10 1.0 10 13 13 14 17100 — 15 10 1.0 14 13
Hyperplasia: epidermis ] I —_ — 3 4 3 k) 2 — .9
Aveageseverity 10 10 — — 10 10 10]10 — — 10 10 — 13
Ulceration: epidermis _ 1 1 P - 1 - -
Average severity — — — — 30 30 30— — 10 — — — 33
Int?anmaf:un.-’dcgcnemtl o | _ s g | - _— _ _ ) 4
onfnecrosis: vascular
Avcrageseverity — 9 — 99— 10 — 10 LO§ —  — 15 10
[ntimal thickening’ )
medial hypertrophy: _ =1 - -3 4 2 - 1 - — 1
vascular !
Averageseverity —  — 1.0 - 10 13115 — 10 — — 1.3
LS. Lumbar left
Fibrosis: dermis - 5 4 k! w15 193 — 2 7 3 6 29
Averageseverity — 10 L0, 13 12 12 ES110 — 13 K6 14 10 13
Fibrosis: subculis 22 6 19 23 4 60 S3 20 1 22 43 52 62 6}
Averpeseverity 10 10 L1 12 12 (9 26013 12 13 13 14 20 26
Degeneration: 7 — 3 2 s 3 ;|1 1 1 6 6 2 4
panniculus muscle
Averagesevérity 1O — 13 10 10 15 18110 10 0 12 1S 14 18
Hyperplasia: cpidermis { - ! — 3 5= — 3 ! 3 15
Average severity 1.0 1S — 10 — {4 14" — — to 20 10 13 16
Ulecration: epidermis —_ = - i { 2 5= - 2 — 1 3
Avcrage severity — — — 40 40 2§ 2| — — — 33 — 06 20
laflammation‘degenerati . a 3 o8 |- - = — 4
vnfaecrosis: vascular
Average severity - @ — — — 1O 17 i} —-— — — — - 1.5
Intimal thickening!
mediat hypertrophy: —_ - - - — 4 8- - — - — 2
vascular
Avcrage severity —  — — - — AR 15| = = - - - = ! 3
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TissueFinding Sex Male _ Female
Dose (mgkgrday) 0 0 05 15 5 10 30 . 0 G 05 15 5 10 30
No. of animals cxamined 60 60 70 70 70 70 70 .60 &0 0 70 0. 70 70
LS. Scapular, right -
Fibrosis: dermis L2 4 6 13 16 a2!7 1 7 4 7 15 wu
Averageseverity 4.0 1S 15 17 14 15 15|16 20 14 18 17 14 14
Fibrosis: subcutis 12 8 17 16 14 41 38| 9 S 13 1S 19 25 @
Averageseverity 1.2 LE 11 J) L1 15 230132 12 15 14 14 13 22
Degeneration: — 1 — 3 1 12 201 — — 4 1 207N
pannicufus muscle
Averageseverity — [0 — 13 10 11 15|10 — — (0 10 15 16
Hypemlasia: cpidermis 3 1 5 4 6 207 5 { 6 3 R 13
Averagescverity 1.3 20 — 16 2.0 22 17( 14 30 13 23 15 1516
Ulceration: epidermis - - - — — 5 S 2 — 13 i 2 3 2
Avemgesevenity — — — — — 30 22,30 — 23 30 20 13 25
Inﬂammafion-"dcgcnmti . . . i 3 3 10 _ ) . [ 3 14 i
ondnecrosis: vascular ] I
Averageseverity — 20 — 20 13 10 J4:— — 20 — 10 25 14
[ntimal thickening!
: nm]iul_liypcrtrophy: - - - - — 1 7 - - = - — 4
vascular
Average severity — 0 — 0 — —  — 20 14| — - — — 18
.S, Scapular, left
Fibrosis: dermis 3 S 8 9 8 16 41 4 i 7 5 5 K 45
Averageseverity 1.0 12 13 13 18 il 16{10 tO 17 (& 16 16 14
Fibrosis: subcutis 19 17 2 18 37 58. 60| 14 K 12 134 26 41 65
Averageseverity 1.6 1O 1 12 13 17 24114 b1 15 14 13 15 25
Degenceation: T 3 " 9 2 — : _ 2 % 1
panniculus muscle
Average severity 1.0 — - 10 11 4 15710 — 20 — 10 15 16
{Ivperplasia: cpidermis 3 3 3 8 3 6 31 4 i 7 3 S 10 26
Averageseverity 3.3 1.3 1.0 13 27 20 14 1S 10 17 23 14 14 16
tliceration: epidermis - - — 2 1 2 4 | — - 2 l} | t 3
Average severity — — 20 30 15 25 — 20 30 30 20 20
fnflammation‘degencrati 2 | L P w 23| - I i o | 16
vnnecrosis: vascular
Average severity 1.0 1.0 - — 10 12 1L1j— 10 30 — 10 — 13
lattmal thickening! i
medial hyperwophy: - - — l 4 )= - - — ] 2
vascular
Avcrage severity  — — — 1o 16 is{—- - - — — 10 12

Liver - changes consisted of centrilobular hypertrophy, single cell necrosis and

mitotic figures. These changes were also observed in control animals. There was
an increased incidence of centrilobular hypertrophy of the hepatocytes observed at

all dose levels but most notably in animals at 10 and 30 mg/kg/d, males being

more severely affected than females. Increases in single cell necrosis, particularly

in the centrilobular area, as well as an increased number of mitotic figures were

observed in animals (mostly males) treated at 30mg/kg/d (see scanned Table 14
below). In a few animals, the single cell necrosis was accompanied by
degeneration of the centrilobular hepatocytes characterized by enlarged, granular
and hypereosinophilic cells with indistinct cellular borders.
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3. Spleen - there was an increased incidence of extramedullary hematopoiesis that
was most notable in males at 30 mg/kg/d and in females at > 1.5 mg/kg/d. The
sponsor proposed that this change may be secondary to the sustained
inflammatory process and/or chronic blood loss at the injection sites.

Text Table 14 Incidence of BIM23014-related Histopathological
Changes in Liver and Spleen :
Tissue/Finding S¢ Malc Female
Dose (mgikg/day) 0 0 05 1S5 5§ w30 0 0 05 15 3 10 30
No.olanimalsexamined 60 60 70 70 70 70 701 60 60 70 70 706 70 70
Liver ) .
Hypertrophy: centrilobular 2 6 10 13 15 22 2| — — 1 2 2 2 ‘3
Necrosis: single celt 7 s 4 3 3 5 18 { 3 4 4 s | I
Incrcased mitotic figures @— @ — @ 9— @ 9— @— 4| — - - 1 1 1
Hemalapoicsis: 6 s 2 7 s % |6 71 5 10 1 19 2
extramedultary
Spleen
Hemalopoiesis: R 24 23 15 25 22 43( 30 25 3 40 46 45 43
extramcdullary

Neoplastic: The primary finding was drug-related effect on the incidence of
cutaneous/subcutaneous tumors derived from fibrous connective tissues at the
injection sites. The distribution and incidence of the tumors are shown in the
scanned Table 12 below. All other neoplastic lesions were commonly
encountered in animals of this strain and age compared to the NTP historical
control data (historical data from the testing facility were not submitted except
that of the fibrous connective tissues) without statistical significance, and
therefore they were considered to be spontaneous and non-treatment related
tumors.

e At HD 30 mg/kg/d, significantly increased incidence in malignant tumors of
fibrous connective tissue (mainly fibrosarcoma and malignant fibrous
histiocytoma) developed at injection sites (refer to the scanned summary Text
Table 12 below); these tumors were found in 44/140 animals (M & F combined)
corresponding to 79/840 potential injection sites (sex combined); males had
higher incidence than females: :

Males: 29/70 animals with tumors corresponding to 55/420 potential
injection sites; )

Females: 15/70 animals with tumors correspondmg to 24/420 potential
injection sites.

Mean incidence of animals with tumor: 41.4% in males (29/70) and
21.4% in females (15/70) vs the testing lab’s 0.25% for males and 1. 86%
for females.

Mean tumor incidence per anir_nal: 0.78 tumors/male and 0.34
tumors/female (vs 0.002 tumors/male and 0.018 tumors/female in
historical controls)
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e At lower dose levels (< 10 mg/kg/d), the incidence of fibrosarcoma was very low
(occasionally seen, see table 12 below) and more incidence in females than in
males, but these tumors did not show-any dose relationship. Though tumor
incidence at lower doses was higher than that in concurrent controls, they fell
within the historical incidence range and mean value (ranged from 0-1.67% in
males and 0-4.17% in females, and mean percentage 0.25% in males and 1.86%
in females, see the testing facility’s “Historical Data” in Appendix), which
suggests that the effect is not treatment-related.

* In addition to the above, metastasis of fibrosarcoma were seen in the draining
lymph nodes of 2/70 males at 30 mg/kg/d. )

« Bone: Osteosarcoma was seen at the injection site of one male at 1.5 mg/kg/d and
one female at 10 mg/kg/d. This tumor is known to occur spontaneously in the
subcutaneous tissue of mice at a low incidence (historically, 0% for males and
0.12% for females). In the absence of tumors at the HD 30 mg/kg/d and the low
incidence observed, the osteosarcoma appears to be spontaneous.

Text Table 12 Incidence/Group of Principal Injection Site Neoplasms
Tissue/Finding Se Male

Female
Dose(mg’kgida 0 0 05 15 5 10 30 ¢ ¢ 05 15 s 10 30

No. of animals examine 60 60 70 70 70 70 700 60 60 70 70 7070 70

LS. Dorsal thoracic right
Fibrosarcoma - - - = - 6
Malignant Fibrous
Histiocytoma

LS. Dorsal theracic left
Fibrosarcoma — — - - — 13 . !
Malignant Fibrous
Histiocytoma

LS. Lumbar right
Fibrosaccoma —_ — — g —_— _ _ i _ Fl
Malignant Fibrous
Histiocytoma

LS. Lumbar left
Fibrosarcoma _ = = - - - 1 - - — 1 1 2
Osteosarcoma _ - = = - - - - - = = 1 -
Malignant Fibrous

- Histiocyloma

LS. Scapular, right -

* Fibrosaccoma —_ = - = — - 4] — : - P — 1
Malignamt Fibrous
Histiocytoma

LS. Scapular, left
Fibrosarcoma _ = = = - i 4 — — | —_- - : 3
Osteosarcoma = = = 1 - =] —= = - — - =~
Malignant Fibrous
Histiocytoma

TOTAL no. of tumours - - — = I 55\ — — 2 - 3 3 24

No. of animals with i

tumors atinjection site
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Incidence of neoplastic lesions in all animals is shown in the following scanned tables (Table
13); male and female data were summarized separately. Incidence of neoplastic lesions for
preterminal (Table 11) and terminal (Table 12) animals in the mouse is shown in

Attachment 1.

Al Ressals

vt groar % T v
O Ainas Emrm w o ® % ¢%

AR W RE . s . ® . % H
- nemas . P I
- ﬁ@w4§W% MM ik r« . - * i “ *
sz ’ T T
« Ay &mwmw . % 5 % 3 3 -
'a&w.m%z cavnisat - . A . B

- Mw&w BEELIER - . - . >

15t W@Wﬁw i . . .l .

- %iiqgw% %ﬁe@%xw M‘m H - - - - § w
AORTA HO,EXAM.: 80 40 03 . 20 &% G; 70
- Carcincma: metastasis - - - "‘—' 1 = -
BILE DUCT MO UERAM. : H - B - . - -
BLOOD VESSEL O ENEM. - b - - - - -
BONE-FEMUR RG.EXAM.: &0 3 70 73 6 5% T
- Zzroomal mBLAZLASLS 1 i 3 - 1 - -
HONE MARROH )éa.s:-:au. : sG 50 G 79 £ 63 i
- v':!last cell wumes (malignast) - - - - - 1 -
BONE RISCELIAREDUS NQ.Emfx H - - - 1 - - i

BONF- STERNUM O EXAM.: S0 &0 28 % &9 €9

- $3rodfriss pat4astasis - - 2‘ - Z _” -~
BRAIN sa EXAM. = Lt &n 19 74 £% €9 “e
éawam&zs 7 RO ERAN. ¢ 4 3 1 4 - 2 i
CRVITY CRANIAL K, EXHM. - - - - - i -
SHUTRY spLTIc NO.LEXAM. 1 1 1 - 1 H 1
CRBCLE WO, EXA. : (3] &0 ki 52 L1 534 R
- BAences wi nema o Z - = - - ~ -
COLOK WO .EXEM §Q a0 v?c &9 £8 £3 ie
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Table 13 Incidance of Animals with Neoplastic Lesions by Organ/Group/Sex
Al Animals
noée GROUP 1 2 v 3 4 § 6 7
NUMBER OF ANIMALS BXAMINED (3] 60 20 70 709 0 %
DYADHRAGH © RO.EXAM, - - - 1 ~ -
~ Lagcinoms: metastagis - - - - 3 - -
smamrw HO.EXAM.: &2 69 70 6% 15 5 53
EPIDIDYHIS MO.EXRM.: G0 &0 T w2 4o a0
- Bemapgiosarcoma ' ‘ - . - - - 3 “ -
- Sa:ccéa {not c:z‘fzf:mése specified) - - - 2 - - -
= Carcinoma: intersti%.lal cell - - L - 4 i -
gsoruncus wo.mMAM.: &0 0 76 0 g 70 70
ZYE - NG.OBKAM. 89 8 ia % kil Fid 740
FAT KO . BXAM, - 1 ~ - . H -
GRLLBLADDESR 5% 3¢ 85 €3 1 ] E7
HERDERLAR GLAND (3] &k g 74 it 0 3G
- %ﬁeﬁcna 3 k] 5 ] i 7 -
= Rdsnecarcinsmsa - s 2 1 2 1 -
!«E:r!a*. HOLEMRM.: &0 &8 g B £3 83, 0
EEMOLYY, T‘ESSéE ®O.EXAM. : 5 12 3 ¢ 15 3 H
- Maligrac:t lymchoma v ‘ 4 § 2 4 iz 7 i
- Histiooy:ld sarcoma !. k! 1 2 z - -
- Lf:ukemi% 00t othmrwise Zpecified: - - - - - i -
257 S BO,EEAM, 1 6D 5% 10 %3 &3 63 ";E;
I.S. DORS.ZHG. ¥ | wo.mMe: 60 66 To 10 &8 &8 10
- Fibrosarcoma ' - - - - R - a3
- Halighant Iibrous histiccyboma - - - - - - 3
I.5. DORS.THO. KU WO.BKAM.: . 60 80 @ e g g3 g8
- Fibroszrcoms - - - e - - &
- Maiignant {ibtous histiocsytomz - - - - ~ - z
I.5. LOMBRR, LEFT S WO, EXAM, ¢ (3] 4] 74 20 &3 [3:) 4%
~ Fibrosarcoms 2" - - - - - 1
- maligaant fibroug nistiooytoms - - - - - - 2
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Table 13 Incidence of Animals with Neapfastic Lesions by Organ/Group!Sex
Al Animals
MKLE

, GOSE GROUP T 1 2 3 4 5 6 7

NOGRER OF ANIMBLS EXAMINED &0 60 78 n 70 70 70

I8, LUMBEAR, RIGH’";‘v RO HXRM. 3 o §¢ ) 7b 0 §% &% &%

; .Fibrasarcmﬁa - “ - - - - ¥

- Mzlignant fibrows histiscytoma - - - - - - 1

1.5, SCAPULAR, LEFY NOLERBM, ¢ B3 88 ‘ .7‘{3. 9 64 l?‘:i' 6%

~ Fibyaszrcoma v “ - - _ - i 4

= BETEORATCORA v . ~ - - - - - T
- Lipota } - ' - 7 - 1 - - -

1.S. SCAPULAR, RIGHT ' B0 EXAM, 1 V &0 58 Ky 1Y ] ag G%

- E‘ibxosarcﬁm& . - = ‘ - - - - 4

- x»i&l.igr:ar:z Fhbrvous Histiceytomé 7 - - - ~ - " - 3

SEJUUETH Ho.Bxme, s B0 3 kL] 13 28 &3 <0 (v

~ Adenwscaicincma - H Z - - z - 5‘3.
FaINy ' NO.EXM.: - R 1 - - 'OU
EIouEY HO.EXBM.: SO 5 73 gle gle gl 70 3:’ 3

- P4

~ ddenomas tubular osll - - - - - - 1 g

« Carolooma: tebolar cell - 3 - - - - - m

- Sg-_—ccrr;;metastas is . - E - - - 1 Q

- Qarelnsins: mtﬂ::aszs - - - mwwm— L - - :g
LECRIMAL GLAHD NOLEARNA. ¢ . 53 v =) 3 £4 13 &a i"r'3.

LERYEX HO. EXZ;\M. : (3 &l 8 "’3 g5 5] I

Liver . oL BOLERMM.: 5 1] 7e 14 i G 70

- ﬁd@oﬁa; hepatocallular 23 13 ) 16 L7 4 iz 4 '''''

- Carcinoms: hepatocellular 2 1 4 z S 1 2

- ﬁemnglosafaaﬁ:&a ‘ o £ 2 4 3 3 3 -

~ Bar&omar metastazis 2 - d 1 2 - -

= Darcloomas m@tast_#éia i - - - - - -

Lims Ho.REMS. ;@8 &0 39 79 bl b ie

= Ca:cin@m: divesslar/bronchiolay 4 & 3 7 7 13 :

- Bdsnoma: alveoliar/broncticlar , 5 18 17 12 € i3 ¢
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Table 13 Incidence of Animals with Neoplastic Lesions by Organ/Group/Sex
AH Animals

Adon SIqIssod ysag

MBLE
‘nosm GROUIP ) . : P 2 3 4 s 6 7
NUMBER OF ANIMALS EXAMTRED 60 (] 74 79 70 1a 70
LENG ) CONT'D. 8D 59 740 7G ) 76 73
~ Larcinomsa: metastssis . ~ - - l - - -
LY¥2H I'EODF; - i‘t’G.EZAﬂI..‘. a 24. is 1z <3 i¢ 3
- Sargeomz: _me*:a_atasié » ) - - i - - - 2
- Lavecinoma: metastasis L - o - 3 S -
L. .!ac-ma MARDIBULAR ’ H&E_X.rg;l. T 54 §1 $5 L &4 62
L.NODE MESENTERIC  wo.EXRM.: 59 &9 69 P 58 g8 63
« Lareinvma: metastasis - - 2 ~ - - -
- Sarcome: metastasis - - - - b 3 -
MENIRGES RO.EEAM. - - - ~ - 1 -
KUSCLY SXELRTZE RO, THAM. (30 39 64 €3 33 &7 5%
= Farcomal metastasis - — - - ~ - 1
NERVES OPTic : HOLUEXAM. :. 58 56 [ g8 &7 68 &2
VERVE SCIATIC WO.EXAM.: 52 &9 79 79 €2 7o 70
= Zazcgma: metastssis ’ - - - - « - i
PANCREAS HQLUTNEN. ¢ &0 &0 70 3¢ 74 Ty T
~ Adsnama: -s:et_ z2l1 - L - - = -
- Caycinoma: metastazis . 1 - - - - - -
FRRATHY(ROID GLAND O GHAM, ¢ 33 3 %3 %% 42 48 A0
- adences | - - - i .
PENIS NO.EXAM.: - - - - 1 1 -
PITULTARY  NO.BXMM.: 53 &0 &1 ez &5 er 9
= Adenoma: pars distaﬁis ’ - 1 - - - - 1
~ hderoma: pars intersedia . - - 1 - - - -
PREPUTIAL GLAND NO.ENEM.: 53 &0 6% 66 61 48 69
— Hemarsyions S ~ - 1 - - -
“ ?RQSI?RTE W2 ERRN. ¢ &0 &9 TG ¥G 20 &% 6%
- Ad.‘eaéc&rcinma v - - - - 3 H -
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g
Table 13 Incidence of Animals with Naoplastic Lesions by Organ/GroupfSex 7
All Animals '
MALE

DOSE GROUP ’ - 1 2 3 4 5 € 2

NUMBER OF ANIMALY EXBMINED &0 60 0 70 T kl:! 70

RECTUH HOEMEM.: % - - - - 1 -

SBLIV.GL., MANDIBULAR | HDLE¥AM.: 48 0 74 W " 30 7n

S-C.Is QREND PAROTID HO L EXEM. ¢ - i o N - ~ “

SEMIRAL VBELCLE “ .iaé.x«::xm. R -1+ &3 7¢ T8 7¢ T §9

SKIN N2, mf}m. H &l 58 ELe 5% 48 CE 7L

) sxiu HISCELLANEOUS ] zsa.éxéisi_ : 17 125 28 18 23 Z1 187 , T e

- Mast celi tumer - - - - - w 3

s;mai_ CORD CERVICAL - NO.ENMM.: 80 63 70 76 85 ss 7o

SPLEER o HOLEXAHM.: 60 6 70 76 4 79 10 %

- Hemangiona 1 = i 2 - - - ‘-—no-

- HemsngicsaIooms 5 2 & 2 % 3 - g
STOMACH _ ¥ E)ﬁ_‘“&. . &G &0 16 Kk 5% 59 7 7-* E_g
SUBCUSAREOUS TISSUZ W ERRM. ¢ 5 7 3 YE 3 & 2 % e
« Bemangicsardoms - i - - ~ - - 0 ‘
~ Fibrosarcoms - i - - - - 2 _8

- Hemanzioma ‘ - 2 - - - - - <
TAIL - N ENBML 2 2 - 2 - - ) i i

- Eemaﬁgicma v 2 - 3 - - - =

- F:ez_aangio-sa:'écsm - - k3 - - - -

TESTIS O, BXRHM, 2 &g v 6 e 76 7 ‘ ‘2‘3‘

- Sdsnoma: interstitisl esll i 1 - - i - “

THORAX ‘ wo.gam.: 1 - . - 2 - -
_ TRYMOS HG.I:;.XAM. H &0 43 . 5B B3] v (34 56 &3

THYROLD HO.BEEM.: 60 N 5 & € 70

- ﬁdenoéxs: fokliculsr éeili 3 - - - - - -

194



Reviewer: Dylan Dalin Yao

NDA No. 22-074

Tahle 13 Incidence of Animals with Neoplastic Lesfons by Organ/Greup/Sax
Afl Animals
waLE
”DOSB. GROUP 1 z 3 4 5 6 7
NUMEER OF AHEIMALS EXAMINED &0 60 70 kL] kL) e k2]
TOMGUE ' NO.ZHEM.: 80 so 0 70 70 70 10
TRACHER NO.TEAK. T BD &g 79 &3 20 29 5%
UBETER HO . BHAM. 13 13 i ES 38 i1 9
URETHRA NO.EXAM. : - - - H - o -
URINARY BLAGLER RO AN, ¢ a0 an a Ea!] ] }G 70
- Subruasosal !.t).esénchym-:_l tumor {,!é}‘ - 2 - i - - E o1
- Carcinoms: t:ansi:it:;nai cell kS - - 1 1 - -
V&S DEFERENS MO BREM. - - - - - - 1 -
AVIRAL 3 L GLAND NOLEHAM. @ &0 &0 £9 70 63 68 &3
Table 13 Incidence of Anlmals with Neoplastic Lesions by Qrgan/GrouplSex
All Animals
FEMALE

DOSE G.RDUE - b Z 3 4 5 6 7
MBER OF ANIMALS EXAMINED €0 €9 7Q T¢ T4 70 G
SRLHHER NG EHABL - - 1 z 2 3 7 -z 1

- Hamangiosarcoms - - - % - - -

AERENAL NG.ZHEM.: | B0 50 10 85 a8 7% 30
- Adenomi: subcansulay 3 i 2 2 “ i - -
~ Carcinoma: cartical - - 3 - - - =
=~ Adenoma: sortics? - - - - - - 1
—~ Baaign phecchromocytons - - b3 3 - 3 -

~ Maligoant pheochromocyioms 2 X I 3 1 2 -

- Carcincoma: metastasla - -~ - - 1 - -
ACRTA ‘ NO.EXEM.: 60 60 ] 75 kY 70 i
BLIOD VEéSEL Ha. Em‘.:-'l : - i - - = - =
BOHE-FEMUR HO.EXRAM. : 60 53 70 TG 16 TG 79
=« Zarcoma: maﬁaatas;;s - - - - 1 - 1
- {rateosarcona - - - - - - -
“ Chcznéz:-s-:‘na - - ~ 1 -~ - -
BOHE MARROW NO.EXAM. : 63 8C ¢ k44 10 T8 e ld]
- Mazt cell zumar fmaligoant: N P4 = - - - - -
BONE WISCELLENEQUS MO EXAL. = 1 z 1 - 1 - -
- O3 -:écss..:-:-oma 1 1 - - e - I
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Tabte 13 [ncidence of Animals with Neoplastic Lesions by Organ/Group/Sex
All Animals
) FEMALE
bOSE GROUR 1 2 3 4 5 s 7
KUMBER OF ANIMALS EXAMINED 60 60 10 70 70 70 To
BOHE-ETERNDY ) HO.ENMM.: &0 50 53 15 i 5% 18
L= Bareoma: mevtﬁséasis. - - - - b - -
~ Bemangiosarcoma - 1 - " - _ _
BEATH NO.BXAM.: &0 ac e Tg 19 Tt Ja
CAVITY CRANIAL BOLEXRM. : - - - - - L -
CAVITY ORAL o g - . - 1 - 1 -
SEC NO.EKME.: 60 g8 14 19 0. 7o 70
CLITCRAL SLAKD MO, EXRM, 58 53 57 57 64 87 €5
cozon NO.EKEM.: 50 &0 74 %9 ! 26 7
- DUSDENGY NO.EXAM.; 80 g0 1% T 1 0 (i
» SArouing: metastaaié b - - - - - -
ESOPHAGUS R 7 7% 70 75 10
- ca?:-cimmafﬂsquwaus oell - - - - - N 1
E¥E NO.EXAM.: 60 €9 T 76 78 70 T4
Ear 0. XM, 1 e‘ 3 2 - 1 3 4
- Ca:cia%mlaz mefagtasis 1 - - - - - -
- SEroomE! MELa3LESLS 1 - - - - - -
- sam&ngxom L - = - bl - -
= Liposareotz - - - - - - 1
GRLLBLADDER NOE¥AM.: 4% 5% 6 84 70 59 §%
UARDERTAM GLAND RQ.EXAM.: 60 60 % 10 10 0 70
« Adsnona z 1 l. 1 4 B -
HEAD ('«‘{f. EX&H. ¢ - - 1 - - “ =
. Carcinoma sﬁct ctherwise spesitled; - - 1 - - - -
HESRT WO.BEAM.: 60 8% 7; 3% 1 10 0
- Catczr‘ma ‘metastasis ‘ v - - - - 3 7 - -
HEMOLYY, TISSUE NO.mE. | 2% 26 17 1% 22 24 15
- waligeant lymphoma 23 13 1 13 17 15 10
“ mstimyﬁic SALCOMA _—2 5 & 4 ES ¢ S
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Tabla 13 Incidence of Animals with Neoplastic Lesions by Organ/Group!Sex
All Apimals

DOSE GROUP 1 2 3 4 5 6 7
NUMBER OF ANIMALS EXAMINED 60 [T 710 10 i {] ki 70

AdCD 9|qIssod jsag

IR NO.ERAM.: 6D €85 7u 76 70 70 g
» I.S. DCRS.THC. L7 . HO.E¥AM.: 6% 50 74 70 e 70 ED
- ?ibmsa::am‘a - - 1 - - - 3
- Ilastv ceil temoy - - - 1 - "Tj -
I.2. DGRS.THO. RY NOUENAM.: 80 £ 74 D ¢ K 10
~ Fibrosarcoms - - - - 1 &
- Mast zell tumer = - - - 1 - -
3.8, LUMRAR, LEST WO EXAM, &G &D 70 G Te TG T
~ Pibrossddoma - - - - 1 . 2
= :s:(z«:uar:;n»awm - - - - - 1 -
L.3. LU¥Bax, LEFT CORTD gl 3% T4 24 R sl 70
- Fibroma ~ - - - 1 - -
L5, LUNEAR... RIGHT MOLEARN,: 60 50 10 14 i) 19 76
- Flbrssa:cﬁ‘na o » . - - - - 1 - 4
- Bzroowacr metagtasis 3 - - - - -
I.3. SCAPULAR, LEFT HOLEERM. ¢ [ &G I a I 29 0
- E'-b:':;‘; - - - - - 3 =
- Fibirasercons - - H - - - 3
- hla.iiﬁr;ézkt fibroes histiocytoma B = - - - - 1
» Hemangisnmg - - - - - - 1

I_S. BCADULME, RIGHT WO .EX3M. : &0 &t 7o k1Y by 10 9

= Fibrogarcoma ' - - - - 1 - i

JEFUNUN ' RO, EXAM.: €D sc 7% 76 o 70 70

~ mfenceareincma 1 - - - - 23 -

JUINT HOL ExEM. 1 - 1 - 1 - - -

o
<
-
=]
1
=
B |
&
s
o
N
>

KIGNEY NO.EXAM.: &0

Uy
L
m
1
w1
o
~d
£
£n
W3
~d
[

LACRIMAI. GLANE . NO.EXaM. @ 57

LRRYNN HOLEMAM.: 6D 50 70 wa 18 19 7c
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Tahle 13 Incidence of Animals with Neoplastic Lesions by OrganfGroupiSex
All Animals '
DOSE GROUP X 2 3 4 5 6 4
NUMBER OF AMIMALS EXAMTHED 69 60 i+ B ‘79 kiy 70 0
LEVER ot EXEM. 53 &g Earl T0 I k] I
- Flentma: hepatocellaiar z 2 kS § k3 Z -
- Carcinpma: hepatoceliular » i - - - K -. 1
- Hemaagiosarsoms - ' . $ 1 2 3 - -
~ Barcome: mebastasis ‘ 2 - .v 1‘ F i i 1. .
- Carcinoma: moetastasis - - - - k3 ~ -
TRG ‘ ‘ T ONO.3RMM, [34] ‘ [1s] - 70 5% Vi W .“}0
- Sa:cin@me;: aiveclar/bropshiclar 4 3 B g - 3 4 L
~ Adentowms: aliveslar/Bronchiclar 10 H 12 £ & 4 3
- Carcinome: meLascasis - i 1 H b - -
- Barcomat metastasis 1 - - 1 ol E) - %
LongE HOBE wo.zRAM.: 22 26 20 2 31 25 24 1
- BArooRE: warastasis ' L « - - - - 1 g }
- Carcisoma: metastasis - - i - - - - 2 v
- Hemangicsarooma : - - “ - - - g
L. NeDE %&R?\‘Q-IBULAR HOLURXAN, ¢ 54 34 54 62 £4 23 &4 (-)
- Carcinmoma: merastazis o ~ 1 - - - - 8
NO.EXAM. 1 6D &5 76 63 76 8 19 <
- - - - 1 . 1
MAESARY GLARD NDLEXAM.:  SA 538 3] 8y %] €5 KR
- :&:‘;emcarcincma 4 i 4 z 4 . -
= Bdenadis - i 2 = - - - ~
MUSCIR SKELRTAL ®O.EMMM.: 60 58 6 69 €2 73 70
MUSCLE SKELETAL MISC BO.EXME. s - Z | - 1 - l, z
HERVES OPTIC ‘ BOUEXAM.: 83 5% 70 68 68 66 (]
vz:Z?v'E SOIRTIC WO EXaM.: &0 53 TG 69 1G ] » TS
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Table 13

Incidence of Anfmals with Neoptastic Lesions by Organ/Group/Sex -
All Apimals

Ado:) 31qIssod jsog

52

FEMALE

ch;ss GROUR 1 2 .I 3 q 5 € ki
NUMBER OF ANIMALS EXAMINED 60 60 70 70 70 T8 70
GVARY NO. BaaM, ¢ [3¥] &G 0 G T ;J’Q 10
- Cya‘:a:de:\cma 3 - i = % i -
= Cystadanvecarcinoms - - i - - - -
- Bamign granalosa-thsca cell kumor - - 2 - - k1 -
- Malignant granalisgs~thaca TUROT 1 - - - H 2 -
- Benign zavseli cell tumer - - - - k1 - -
- hdencma: tubulostremal 1 - - « - - -
~ Hamangisma - - - - - b4 -
QVIDLST RO.BEBK.: 83 56 kL] TC 39 % 59
PANCREES HOLERAM. ¢ &9 [:34 7Q R 0 £3 €e
- - - - - - - -
~ Mzzothelioms (B - - I ~ - - -
~ Barcoams: melagtssis - - - - -
PARATEYROIO GLAMY MG EXEM, : 32 33 a2 51 4% 3z d&
WO EEEM, 1 - - - - - -

FITUTTARY HO L EXAM. 53 80 53 3¢ ‘ 59 £% &7
. - !ws":rm wars diszalis 1 2 E] 2 i - -
W:M,h.ev:ara PEY3 (ntermediz - - - 1 - - -
RECTUM HO.BXmM. - - - b4 ~ - -
SALIV.GL. MANDIBULER WO, EXMM.: 33 70 &9 70 T 70

0

BRIN NO.BREM.: 60 63 70 H 19 )
$KIN UISCELLANEOUS NO.EEAM.: 8 16 1% 10 10 12
~ Papilloma: squasmsus cell - 1 - - - - P
- C":.einﬂma: TAUABOUS QgL 3 i ~ - w - -
- Hemangicma - - 1 -~ - - -
FVINRL CORD céreszcu .'ﬁa.sm.. : E0 §5 10 10 v 14 £
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Table 13 Incidence of Animals with Neoptastic Lesions by Organ/Group/Sex
Alt Animals
DOSE GROUP 1 2 3 £ 5 6 '7‘
NUMBER OF ANIMALS EXAMINED 60 [} 70 ki k] 70 70
SPLEDH NS é:-:m.: &0 80 20, k] 19 el » El]
- Maszt cell tumor: m:etastasi§ V i - - - - - “
- Hemsngiossrcona - H 1 - 3 i, Z
- Cagrointmar :ng-;tas:aé.i,s. - - - - 1 : 1
~ Szroom3: getastasis - - - i - - 1
STCMACH ) HO.ERRM.: 6D &0 kL 78 35 76 70
* (IBLEYSE SOOI » - - - - - b -
~ Hescthelioma (3] - - 1 - -~ - "
- Adepona - - L - - - “
s%ﬁaz&mws FISEUE NG.EXAM, 3 3 '-«5‘ 5 & 5 3 3
- Hmnqic;s@,'gctsma - "1 - - - - -
- Fiprosaycoms 1 - 2 4 1 - |
|- tyxons - - “ - 1 - -
= QELe0IAT0OME 1 - - - H - "
FALL MG EEAML 3 - L )1 - 1 S 1
THORAK RO ERE. 3 % i - 3 3 «
THYNUE RO RXEK. 2 3% 51” 64 &1 &L [ 4 &7
THYRCZD t:i}.‘zx.b&f H 5] 3z ki ki ki & 19
« hidenomas folliselar cell ‘ . i - - 2 1 - -
ToNGUE Wo.EXAM.: 60 60 %0 %% 16 70 0
TRRCHDA HOLEXAM.: 6D &5 6% &8 0 36 %
. VRETER RO E¥AH, 1 2 4 2 é 1 1 2
YRINARY BLADUER HO.EXAM.: &0 (2 7 6% 76 78 &g
- Sﬁbxau@osal meseﬁchymai rumar M) ) e - 1 - ES - -
- chinaﬁa: transirional cell - ~ - 1 - - -
- Saxcamé: nebastiasis 1 - - - - i -
. Lalotyosarcons - - - - - - -
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Table 13 Incidence of Animals with Neoplastic Lesions by Organ/Groupi/Sex
All Animals
. FEMALE

BOSE GHOUP . 1 2 3 4 5 [ 2
HUMBER OF ANIMALS EXAMINSL - 60 60 40 ¢ 70 10 70

YTERUS HOLEXMS. 1 60 64 ke 5 39 i S
- Sarcoma: endometrial stromal 1. 1 - 1 3 k- 1
- Benigs x;:anﬁlai cell tuner : i - 1 1 2‘ - 1
« Lelonyoma & 3 ‘ 4 ? 3 2 3
- .ﬁeiamyosarécma E ‘3 - 2 z 2 % 1
- Hemzngioma ' T - - - - i -
-~ Bamasngizsavcoma . ‘ 1 2 - - 2 3 7 -
- Agdenoms e gndomatrial ) ~ - - 1 - - =
- KGOROCAYCINOME: endometrial - 3“ T 4 s H &
« Caycanoma! squameus sall oo 1 « “ “ - -

[
1
[}
}
4
3

~ Sarcoma: MELERStasia -

Ado) ejqissoq yseg

YAGIKA KO EEns. : 33 58 g 3 58 79 79
= Polyp H “ - - - - =
SYMBALS GLEND KO.EXRM, ¢ 33 &G el kit 3 ks 148

S

Toxicokinetics: Cmax values were less than proportional to the dose increase on Week
104. However AUC,., values increased more than proportional to the dose increase on
Week 104, mean AUCy. at this time point were 155 and 203, 298 and 85 5, 1003 and
2184, 1530 and 4009 ng/ml/h in male and female mice, respectively, at doses 0f 0.5, 1.5,
5 and 10 mg/kg/d. At the HD 30 mg/kg/d, animals were died or moribund sacrificed
from Week 87 prior to the end of the study, the AUCq values at this dose level on Week
52 were 7242/14745 ng/ml/h in males and females, respectively (scanned Table 10
below).

201



Reviewer: Dylan Dalin Yao NDA No. 22-074

Text Table 10 Exposure (Cnax ng/ml, AUC ng/ml.h-1) Values After
Daily Treatment in Both Genders
DOSES (mg/ke/day)
0.5 15 5 10 30
'Day 1 Mates | Cmax 106.1 476.5 11989 {21796 | 77803
AUCt 103 452 1155 | 1971 8780
Females | Cmax 113.6 379.6 1430.0 | 2616.2 5810.4 .
AUCt 101 299 1319 | 2040 7104
" Week 26 | Males Cmax 105.2 3503 1805.0 ‘| S057.8 | 5545.6 ) *
AUCT 131 318 1504 1794 8811
‘Females | Cmax 1185 343.4 33721 {56498 | 37556
AUCt (3t 565 w42 | see 356
Week §2 | Males | Cmax 1174 358.6 1600.5 | 4879.6 | 6844.9
AUCT 11 342 1465 | 3494 7242
Females | Cmax 1169 349.7 14300 ] 21945 | 4592.4 \
AUCT 123 320 11613 | 2417 14745
Week 104 | Males | Cmax 183.1 454.1 14119 | 20002 |-
AUC} 155, 298 1063 | 1530 -
Females | Cmax 1998 10438 22684 | 45105 |-
AUCTt 203 855 2184 | 4009 -

Putative lanreotide antibody: There was no evidence that administration of lanreotide in
the rat induces the production of putative antibodies.
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Attachment 1: Incidence of neoplastic lesions by organ/group/sex for preterminal (Table
11) and terminal (Table 12) animals in the mouse

Table 11 Incidence of Animats with Neoplastic Lesfons by OrganiGroup/Sex
Preterminal Animals
MALE
bosSt GROuY ‘ 1 2 3 ¢ s P 7
NUKBER OF RNIMALS EXSMIKED 40 38 4 38 35 i6 51
RBRCHTN 0. EKAM. : - 2 - - H - 1
- Baéang.iasar«:aﬁa o - i » - - - - -‘
LLRENSL PO, BYALE . 2 ¥ 32 44 28 38 3% 31
- Adenomat syhoapsular - - & 3 - - -
~ Agdepama: cortieal B 4 ~ = - - - -
- Beriga phamhmmonftam - - - 1 . - T
= Malignant phooshromooytome 1 - - - - 1 -
AGRTS - No.mme.r 40 38 44 a8 35 a6 o1
- farcinoma: metastasiz —N - - - 1 - ] bu
BILE BUCT . m.axw.-; 3 - - - - - -
BLOOD VESSZL » O BXAM. ¢ - 3 ) - - - - ~
BONE-FEMUR NOLBNAM.: 43 4% ] 3% 3% E24
‘ - Sarca.:as: netastasis 1 - 2 - - - -
:B&;ea :»zﬁléﬁ:m KO EXAM, L5l 3% 44 31‘; 'i= :m'v.\ i
BOHE~STERNUN B ULEXSM. 1 40 EE] 43 L] 33 3 s
~ Sargoaal wetastasis - - 2 - - - -
BRAIY U TRRH. 40 38 L3 38 35 3 51
BULBOFERIY | CLEXEM. ;4 a g 1 - B L
CAVITY CRANIAL HOLEXAM. 1 - - - - - 3 -
CAVITY PELYIC . N{).EKI;M. L 2 X - 1 H L
TECUM NO.EERM.: 40 38 4& 3 38 38 st
-~ Adenocarsinocma . v » b3 v - - - - - -
coron o Ho.Exm. 40 3B 4 37 3 38 s
DIEPHRASK N WO EHRM.: - » - - - 1 - ‘ -
~ Larcinonz: mtaﬁtasis - N - - - 1 - -
DUGLRNON BOEXNMM. 2 v 4@ 38 13 33 33 3% =1t}
BEIDIOYMIE MO B, . ' &b 3% 44 e 33 3% 3
~ Hzmangloszrcoma ~ - ~ - M - -
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Table 41 incidence of Animals with Neoplastic Lesions by Organ/Group/Sex
Preterminal Anirrals
' MALE

BOSE GROUR 1 z 3 4 5 6 7

HdBKER OF AMIMALY EXAMINED Lo k<3 [13 38 s 36 51

TSCREABUE HOLERRN. 1 40 18 43 a8 33 3 51

BYE v ) BOLENEM.: 45 32 e 35 35 34 21

PR ' NO.EXAM.: - 2 - - - H -

GALLBLARDER o tiﬁ.BX?r.ﬁ. | 37 ¥ 42 =7 x3 k13 50

HARDERIAN GLAND WO LEMAN. ¢ a8 38 44 38 33 3% 3t

-’ merma B . ‘ 1 2 - 1 - 4 - ?
- éﬂcn@cﬁzcim@a e - . i - b - -

HEART o Bo.ERAM.: 40 3& 44 38 33 36 &t

HEHTLEM. T,Iiisi;s RO EXAM. 2 4 11 3 3 & L) 1

- Mzligoag: lysghoma 3 & 2 2 & g 1 w
» BisLiooyiic SaTLOmA 1 3 L i - - - 8
- —tn
= levkemia (not otharvise specified) . - - - - 1 - -
TLam NO.EXMM.: 40 3 44 31 35 56 81 Q \%
1.8, BORS.PHO, LT BGLBANS, 5 30 28 44 38 S 3% 93 %
- Fitrssaronma ‘ - - - - - - 32 C_D-
-~ Yaligrant fibrous kiztionyyose ‘ - - - - - - * Q
1.3, DORS.THO. BT HO.EZXAM.: 4D 38 44 28 3% 35 ¢ ©
~ Filrosasscoma = - - - - - %

< Maligrant fibrous histiscyLoma o - - - - - 2

I.8. LIM@aR, LEFT H msxma, 30 38 ?‘3‘4 29 3% 35 a4

- Filawasgroeoma - - - - - - é

- ﬁaiig;naﬁt Cibrans Mistiocytops - - - - - - 2

1.5, LUMBAR, RIGHT - No.EAMA: 40 38 a4 3 35 3§ 50

- Fibrosarooma - - “ = . - - 2

- &}a?_ign;am: fibrous histiccytoms - - - - - - 1
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Table 11 incidence of Animals with Neoplastic Lesions by Organ/GroupiSex
Preteriinal Animals

_—
oSt GRoue ' X 2 3 « 5 6 7
NMBER OF ANIMALS EXAWINED {0 a8 44 38 3% 36 51
.8, 3CRPULAK, LEFT WO ZERY. : 4% 32 (X4 38 3z is boid
~ Pikrosarcome ’ ‘ - - - - - - 4
- Lipoma - - - H - - -
[.5. SCAPULAR, Risdy Hﬂ.ﬁé&ﬁ,: B2 8 14 i 33 34 3¢
~ Fibrosarcoms 7 - - “ - - - g
- Mslignant Fibrous Histioovoama - - - - - - 1

JEIGRUN ' BO.EKMM. 1 40 33 44 38 3% 38 51

= ddgncugicinoma - i 2 - - 1 -
SFQTET V cla s ¢ S he - L 1 - - -
XIDKEY MLUDERM. L 40 18 Py 3 35 35 51
« hfemoma: btebulas asll - - - - - - 1
- ZRATCOMET mefastasis « - - - - - i
« Carcisoma: ketestasig g - - - H - -
LACRIMBL GLANS UOLEXAEM.: 46 38 43 3% 35 x4 56
LAESYRK NOLENAK. ¢ 3 38 £4 33 35 36 34
LIVER No.exaM.: 0 38 &4 3 35 18 o1
- Adename: hépatoecselinlar ié 3 4 ii i £ 3
» Carsipnsgn: heparoecelliular 2 3 3 1 4 - H
- Hsmanglvsarcoms 2 £ 2 3 2 z -
= Rartomg: metastasis i - 4 i - - -
~ Carcinems: metastasis - . - - - -
ey ' . RO.BHEH.: 40 3% 44 38 35 35 33
- Caxctnoma: slveslarfbronchieles 3 3 2 2 s 4 -
- Adencmal alvecLazihras:bé&Zazi i g g % 2 [ &
LYMBE NODE HO.BEMS.: g ¥ 1§ v é ¥4 g 2z
= Faycoma: metastasis - - i - - - z
« Cayeifnome: metastasiz 1 - - - z - -
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Table 11 Iacidence of Animals with Neoplastic Lesioas by OrganiGroup/Sex
Praterminal Animafs
DOSE GaOUP 1 2 3 A s 6 7
NUMBER OF ANITMALS EXAMINED 16 3z 44 38 - S ¢ 81
L. ﬂm HAE&,B‘I\EGIA}’«% . KO ELRM. « 3% 33 37 3 32 33 37
Lﬁ&ﬁe YEISINTERIL o ' » 3»&.{}.&)"“5;}-3 .t ) 59 33 £3 K3 34 35 %8
« arcinoma: meTastasis | - - 2 - - -, -
- Sarcomal m:asz&éia : -‘ - - - - - k1 -
HENINGES - ‘ Ko ExhM. - - - - - 1 —
WUSCLE SKELZTAL W ERAM. :v 40 1% 34 ki ‘34 34 3%
- ff#;'@‘;ﬁm&_:FW&i&&wsi& - - - - - - i
BERVES QPTIC - ' KO.EXAM.: 3% .35 93 36 34 3% 8
RERVE SCIATIC ROLEXKE. T 3D 33 ag 13 35 T 51
- éim&a: merssiasis “ “« - P - - 1
PANCREAS Xo.EXMe. . €0 2% 44 3% 3% 38 51
-~ Qazdinoias mat;a.é&;mm i - - - - - M-
PARATHERGID GLAND ¥LERME. ‘25 23 2% 24 23 8 28
PITOIVARY BOEEAM, « 1% 38 8z i3 34 35 3
~ Rdaveowsa: paczy dizialis - 1 - - - - -
- F’CﬁQ’p}‘ﬂsz& TRES Lﬁ;&:f&eﬁia - - 1 - - - -
FREPUTLAL GLAND HO.EXME. T 4B 32 43 a& 34 34 3¢
FROSTATE WG ERbY, ¢ 40 3% 44 % 33 35 38
RECTUHE . }EQ.EXQ.'Z.:;“ i - - “ - 1 -
SALIV.5L. GANDIBDIAR NO.EMAM.: - &8 35 43 38 35 3é 5L
SEMINAL VESDCLE Wo.ENWM.: 40 38 44 36 35 36 50
SKIN wo.EKM. s 46 33 12 33 3% 36 51
SHIN WISCELLANSCUS . WO EME, ¢ Lz 1z 19 3 .15« 1% i5
- Hast €oll tumer - - - - - . 1
BFLRAL CORD Cx_&wcm.' o gxan.: 46 s s Eé 23 26 £1
- ' No.EAm.: 40 38 &4 38 33 26 st
- Yemanglona 7 i - - ‘ 1 - “ -
~ Hemanglessrcoms 3 H 4 i - i -
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Table t1 Incidence of Animals with Meoplastic Leslons by Organ/Group/Sex
' Preterminal Animals '
SEALE

BOSE GROUP 1 2 3 % 5 6 7
WUVHER OF ANIMRLS EX&NISED 0 38 &4 38 a5 3% 5% -
STLHACE » t‘lé 5‘:‘&}! H % 35 &4 38. 33 36 &1
SUBCUTANECUS TISSUE - - ‘ MG EXEM, ; .5 4 5 i 1 ' 2
- Hewangiosaycoma o - i - - - - -
.= Pilvccsarooma - 1 - - - - 2
TALTL HQ.ENNM, ¢ 1 - - - - - L.
- Hemangioma 1 - - - - - -
TESTIS T RDUEKRM. » 0 38 4& 38 as 26 51
~ ddmgomst iotsrstitias) cail 1 k - - - - - ' -
THORAX ‘ HO EXR. ¢ 1 - - - 1 - -
THYMUE ) ML BMAM, : 3% 24 3% 3¢ 3z 28 4%
THYRIID HO.ZXM. 49 3y 4% 7 37 ”‘3~i ‘v 3% $1
- &dsnomal follioular oell 1 - o - - - -
TONGUE . NC.BEME. 4D 33 34 3 0 38 34 81
TRACHES MOLEXNM.: 4B 33 $¢ g is 34 5
UHETER C wo.mmM.: 12 12 3 12 s 5 s
URETHRA HO.BNAN. : - - - i - s -
URIHARY BLADDER wo.E. . 46 38 44 EE: 33 36 51
- Submucwtgsl masenchypal rtumer {M) 3 - i - ~ - -
- Larcinomay transitiomzl cell 1 - - 1 i - -
VAZ DEFEREKS 1O BRAM. = - - - - - 1 -
IneARE'S Gramm - BO.EXNS.: 48 w43 3t % 50
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Tablo 11 Incidence of Animals with Neoplastic Lesions by Organ/Group/Sex
Preterminal Anitmals

DOSK GROUE B 2 3 & 5 € 7
BUMBER OF ANIMALS ERAMINED a7 E{] £2 44 42 44 5¢
HBUONER . HD. :éxm ot - ‘ 1 2 H i 1 .
- E{vz:f,i;r:gv.i-ssatawa. . - - - + - - -
ADREGAL No.sxRE. 37 3% 4z s g0 4a 5¢
- hdesoma: subeapeslasr . - ‘ - ) i - - -
- Sdenome: coriicel . - . - - - “ R
- Berdgn phacshoopocytoms - - - z - 2 -
. iﬁiigﬂéﬁu zhevchrononytera - 1 1 | b i - T -
RGATA : oL ERAM.: 37 » 38 13 44 42 £ S€
BLOOD vass:sx" HO-EEAM. ¢ - 3 - - - - -
BOE - FEMUR B0 EXIM.: 37 38 1z 4% 42 14 56
~ $arcoms: metsstasis . - - - - - 1
- Ostesgaroony . . | - - - i - “ -
=~ Chondeons - - - 1 - - -
SOME MABROH No.E¥AM.: 8T 38 4 44 42 14 s
~:€as: éell Cumox (matignanzy b - - - - - -
BRE %IE%ELLM&:‘J-S;S W3 EREM. 1 - 2 1 - - - -
- {‘;s;svmi:.m - 1 - - - - -
BORE-STERNGH ' HO.EXAM.: 37 22 L 44 az 3 56

C v B&roirat petastanis ' - - - - 3 - -
BRATY ' W.ESMM: 37 49 2 %4 42 at 55
CAVITY ORAL -  o.ERME.: - - - 2 o -
cEcur » wo.mkAM.: ¥ 38 42 a4 2 41 34
cuma&t GLERD ' KO.ERAM. 5 36 37 o 2 8 41 5:.
coLoy Yo.EXAM.: 3T 3% 42 43 42 4% 5
DUOSENIM wo.sxa.x 3 3% 4z 4% a2 24 5§

© - Saroomk: M_t&stas;s' 4 ‘ - - - - - -
ESORHASYS NO.ENMEr 37T 38 42 & £2 44 56
- Carcinomar IQUBNORS Call . - - - - " 1
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Table 11 Incideace of Animals with Neuptastic Lesions by OrganiGroupfSex
' Proterminal Animals
FEMALE ]
DOSE GROUE 1 2 3. 4 5 P )
NOMBER OF ANIMALS EXAMINED 37 39 42 44 42 44 5€
23 ¢4 :@ﬁ TEAV. 37 33 42 -4 L& 44 13
FAT HOLENRM.: 7 2 2 - 1 2 g
- Carclnoma: metasiasis i - - - - - -
= FEromar Selastasis 1 o - - & - w
- Lipssazrooma - - - - - - 1
GALLELADOER BO.BXEM.: 36 38 4L 44 42 43 3%
' éARzé:‘cm'n GLAND B3 EXAM. : 37 1% 42 A4 42 44 53
-~ ANEOOME - 1 - i - - -
HEAD ’ HOLEXAM. ¢ - - 5 - . -
= Tarcinoma (net oo gruisé ‘ specified’ - - 1 - - - -
HEXHT HOLEXMM . 2 & 39 42 £4% 42 a4 G&
H.-E:‘l-il’QL}t’!é. TIRZLR HO.EXRM. = i€ 18 12 IA i5 is r3
- Ka: iuﬁ*e‘x:‘.{ 1ymenans i35 18 2 7 10 ) 11 ) &
- Hipticoytis saraecma 2 g 3 3 G ) 5
IR 00, BRAK 1 3‘7v 38 43 44 &2 §4 5%
I.3. DER5.THC. &T RO, '-.:.“ézé. H » 37 2% ‘ 42 44 42 44 -5
- fi’z}:osasco:m - o 1 - w - &
- Masgi cell tuz’.-‘x.}: - - - i - - -
I.5. DORE.THG. T . :-1‘3.?;};'..%3; { 37 33 §2 44 42 44 36
-~ Fibrosarcons T - - - - % 4
= Mast osll tupor - - - - M - ~
Y8, LIBA®, LEFT WO LERAN.: 37 3% 42 44 42 4% -2
- Fibrosarooma - . “ - 1 - z
- Oztec‘a#:-:cm: B - - - “ s 3 -
- Hiberoma - - - i 1 “ -
[.8. LUMEAR, RIGHT WG E¥EM.: 37 35 42 44 42 44 58
‘ = Pibrosascons - - - - 1 "- 3
- Sproows) matsgTasiz 1 - - - - - ” ,.
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Incidence of Animals with Neopfastic Lesions by QrganiGroup/Sex

Tatste 11
Praterminat Animals
FEMALE

DOSE GROUR 1 2 3 % 5 5 7
RUMRER OF ANIMALS EXAMINED » 39 42 44 42 44 S6
I &, BUAPLLAR, LEFD - ' BoO.EAN.: 3 ss 42 44 42 44 5¢
« Fibrowa ‘ = - ‘— - - 1 -
~ Fimrosaroona - - i - - - z
- Maligaant filizrous histi‘ecy%mxx - - - = - - "2
- Hemaagioms . - - - - - - 1
1.5, SCAPULAR, BIGHT " wo.xam.: 37 33 43 a4 42 44 5%
. Fibrosarcons - - - - 3 - -
SEIURUY HC. XA, 2 37 1% é2 44 42 44 55
« pdenocarcinsma H ~ - - - - -
FUENT FOLENAM. : - 1 - - -~ - -
KIOREY . ’ HO.EXEK, 37 39 42 44 42 44 58
LACRIKEL GLAWD » HO, ERAE, 1 34 3¢ 121 (%v ‘42> 33 5%
LASYNY WO LEXE, : a3 39 a2 i4 42 a4 58
LIVER wo.SnAM. ;AT 3% 42 i4 42 a4 35
~ Rgenoina: heparoscallular 2 1 - 2 1 Z -
- Sarcinomas hepatosellular - - - - b - -
- Eém.txgwwmem ‘ - Z - 2 % - B
- 5&&'@\3{“&1 mRetastasiy 2 - B 2 - - 2
LUNG ' NG.EXs.: 37 28 42 4 42 4% 5%
~ Carcinoms: aliwenl :ihxon-;:‘aialla: L z 3 3 2z & 13
- adencna: slveolar/bronchiolar z 6 3 3 3 P
- Carcincms: setzstasis - 1 3 1 1 - -
- s“e;;.:malz natagtasis 1 - - H 1 kS -
LYNPR 10UT v ] MO BLEMG 7 1% 12 g 20 Zﬁ 23
~ Sargonas metastasis . . L - - - - - ‘ 1
L. NODE MAROLSULAK m.m?.i 33 33 33 38 38 38 3y
- Cé:cinaeﬁa: mETaLtasis - - 3 - - - -
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Table 11 Incidence of Anlrmals with Neaptastic Lesions by Organ/GroupiSex
Preterminal &nimals

J0SE GROOP ' L z 3 5 5 6 7
HUKBER OF ANTMRIS EXAMINRD ) 37 3z 42 4% 42 [1 56
LoRCDE HESENTERIC _ _‘ HOLEXEH. Y 3T 3z 53 £3 iz CE] 373
- :-;a-;c!:sm.az metastasis - - - - i - i
FIMMARY SRAND N ENAK. & 34 37 % &% i1 41 % ‘ 5%
-~ &dencosriinoma é i z H 1 - -
- &dencea V s - - - * - -
MUSLLE SHALETAL 8O, EXRH. : 3 37 40 43 40 44 56
HUSTLE SXELETAL MISC RO BYAK, ¢ - 3 ~ 1' -~ i 1
RIRYIS QFTIC RO.BXAE. 3% 38 42 42 3% bEd] 54
tERvE scrarLc RO.EXAM.: 37 38 42 44 4z 4f 5%
TSVARY ' WG LENRM. @ 37 k3 42 44 42 44 3%
- Cys t:aéen.m;ia H - - - 1 1 -
- Walignsat granalosa-thega cell cumer - - - - - 1 -
~ Baaign .aar:eli oall vumer - - - - i - -
- ;%t;mnéi:‘sm - - . - w 2 -
%’If«’ﬁ(ﬁ'}" CORGLEXAE L 37 39 43 .44 42 44 53
PARCRERS HOLBYEY. 37 39 4% 44 L ¥4 i3 5%
~ Adenams: isles oelil N - 1 - 1 - - -
- Mesatheliona!s) - - 1 - - - -
- Bgroome: ASLIALRLLs 1 - - - - - -

BRERTRYROTE SLAMD Ko.EXAM.y 2% 23 3 3% 28 3é 3B

FERICARDING. RO.EXRM. ¢ i - . - - - “
FITCITRRY ) ' }«’Q-Q’AWA : 3 3% 41 44 41 33 53
- Adenoms: pary diskalis - - i h 3 i - - -
- &denomac gaés ia’ae&saedé.a - - - 1 . - -
ARECTUN 7 3 EREM. - ‘ ~ - - i - - -
SALIV.GL. MANDIBULAK HOE¥EH. . 30 » :SS ‘ 42 49 42 43 54
SKIN v v HOGLENAN, ¢ k) 3¢ £2 4% 42 %44 53
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Table 11 ncidance of Animals with Neoplastic Lesions by OrganfGroup!Sex
Preterminal Animals
FEMALE
LQSK GROUE L 2 3 [ b3 & 7
NUMBER OF ANIMALS EXAMINED . 37 39 42 44 4z L LS 56
$XIX HMISCELLANICOUS A0 .EXEK. ¢ 4 1 8 it 8 k) 15
~ rapilloma: eqaamoaé éeii - 1 - - - - -
-~ Larcigomat sguamsus cell . i 1 - - - - -
STINAL CORD CERVICAL NG EXEM.: 37 33 42 44 42 4% tg
$PLEEH wo.sxAM.: 37 38 &2 44 a2z s& 5§ e
- Mawt czll tumon: metastosiz 1 - - ™ - - -
= Hemanglongr oo - L b4 - i - 4
- Sascomas &eia&hast - - - H - - i
STOMACEH NG EXAM. 37 3% 42 3% 42 44 56
— (v
« Hesothelloma (8} - - i - - - - (]
" «3
. . ; o 3 = e
SUBCUTANEOUS TISSUR RO EKME.: | 4 £ K k] 4 5 3 -
~ Eenznglosscioms - k3 - - - - - E% .
2 2 Z 7 1 2 i
- Fibrosareos - - : . - e H
- i $almei F: ) U- /’
-
- Cstaesasooma 1 - = - 3 ~ - (D
| TALL VGLEXAN. T 1 - - - - “ : (@)
THORAN B0 RYAM. ¢ 1 i L - b 2 - %
CevEs RO.ERAM . B4 PR L 55 <
PHYROID ROEXEM, < ¥y 35 &2 i4 42 &4 55
-~ hdsnoma: folliaular el H - - 1 - - -
TONGUR HO.ERAM.: B 38 42 4 a2 44 58
TRACAEAR O.EXEK.: 37 39 42 a3 42 44 58
URETER EDLEXAM ¢ 2 3 - 2 " 1 3
URTHARY BLATORE RO.EXEH.: 32 33 iz a2 42 41 55 -
~ Sokunesal nesanchymal tumer (H) - - 1 - - - -
- Farcoha! mELastisas i - = - - - -
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Tabfe 11 {ncidence of Animals with keopl-astic Lesions by Organ/Group/Sex
Preterminat Animals
PEMALE
DOSE GROUP b4 2 3 L 5. (4 7 ¥
NUKBER OF ANIMALS BXAMINED 37 39 42 44 42 44 -1
UrIR0S “ BO.2NAH .z 37 29 42 4% 4z 44 . 8%
- Ssycoma: endometrial snvémal - % o 1 2 1 «
~ Banign gesnular gell zumor i - - - 2 - 1
- Leiomyonsg z i 1 ¢ 3 r
~ Leiomyosasiona 2 - 1 ( 2 i . L
- §em%ﬁ§£¢ﬁ3:csma H - - - 2 S -
~ bdenscarcizoms: 2ademetrial - - - 1 4 - 4
~ Caredinoma; syusamees oell - i - = - - -
- Polyo: esdomstrial stromal 1 I i 4 2 3 ¥
~ Bazcoms: metastasis - 1 - - “ - -
YARTINA HOLBX®M.: 36 23 42 43 42 14 38
T rotve : T T T
JYMBRLS GLAND ‘ 36;SX%H.: BEH‘ 2% - R¥4 44 42 12 56

APREARS.FHig wayr
ON ORIGINAL
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Table 12 tncidence of Animals with Neoplastic Lesions by Orgad{GroupISex
Terminal Andmals

MALE
DOSE GROUR L 2 3 4 5 6 7
HIMBER OF ANIMALS EXAMINED 20 22 26 32 15 34 19
ABICHEN o Ho.¥EAM.: - - 1 - R
- Carsinssi: @2URSTasiy - - - - 3 - -
ADRENAL BSLEXAM. 1 zfa” ' 2z 2% 31 33 32 15
- Adsnoma: subeapsilay - 4 “ 3 2 i 2
= Caytingma: Sorticel ~ - - - - I
~ kdencma: cortical - - 1 - - - -
-~ Benign phenchrosvoytona - - - - - - 3
AZRTA o BOLEXSH.: 20 22 26 32 3¢ 33 i$
IONE-FEMUR  ko.exar.: 29 %2 26 Iz 34 34 1%
~ farocmst metagbasis v - i i - 1 - «
SCHE MRRASN o TXAtL 20 T 32 34 33 1% ﬁ
- Hest cell temor (maliguant} - - - ) - - L - ?
BONZ MISCELLANECUS . ~ 1 - - - g
BONT-BTERNCH NO.EXAM.: 20 27 25 32 3 ) 13 g
- Sreoamss siwtestasis « - - - 2 - - ?’f)
BRAIN 20 BXEN 20 22 2% 3z 34 ES 19 m-%
cECE fo.exasm.: 20 7z 28 32 34 a3 1s Z
- xdenocassingema » 1 L. - - - - -
Conon WOLERAM.: 24 Y 25 32 34 31 1%
SUCRENI %o.ERAM.: B0 22 26 32 53 32 1¢
EPIDIDVEIS Ne.ENAN.: 20 22 2§ 32 35 34 19
-~ Sarcoms {nob otherwisze gpscsbizedlr ~ - = 2 - - -
- Larcinoma: interstitiel op)} - - - - i H -
ESOPHACUS NELERAML: 20 22 2% 12 15 3¢ 12
svy ‘ HO,EXEM. ;20 #2 26 az 15 24 1%
GALLBLATOER  mo.mew.: 1F 17 26 32 33 34 13
HARQERTAY SLAND - Bg.EXMY.: 30 2 26 32 35 34 1%
« Brkengis 4 1 5 § 1 3 -
- Adamescmamé v 5 1 1 3 ‘ 1 v 3 -
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Table 12

Incidence of Animals with Neoplastic Lesions by OrganiGroupiSex

Terminal Animals
w;m '

' 'DO_S:B GROUP . 1 2 3 4 S 6 k4
NUMBER OF ANIMALS EXAMINED 20 22 .26 3z k41 34 19
BEART v KO.EX¥AM.: 2% 22 24 12 34 33 %
HEMOLYM,. Trssps .N{L E“l{?-.!" Vi 3 1 - 3 & K] -
= Maligoen: lymphoma i i - 3 2 4 -
» Histiezyols sarcoma - - - i 3 - p
ILEUY HO.EHAM 20 2 2% 2 k14 33 1%
.x.s. DORT.THD . LT He.gwAM.: 30 \ 22 7 2% 3z x4 33‘ 19
N Fz’:b:o#a:cc.n;a‘ - - - - - . - 1

C - Haldgnent fibrous histipgyious - - - - - - i
L. 5. DORES. T?ié- BT ' RO.EERM. ¢ 0 32 24 32 34 33 lé

T.3. LUMBAR, LEFT ROLVENRY. ¢ 14 22 36 32 1% 32 i%
« Pibrasarooma - - - - ~ - Eb_
1.5, LiOMERE, RIGH RO.EXAM. ¢ 29 22 28 22 EL] 33 ig
~ Pibkrosarcoma - - - - - - T
.IvS o SCRABULER, LEvT KO.EXEM. ¢ e 2z 28 32 34 3z L3
~ Fibrosavcoma ” - - - - - 1 -
“ URLeCBATTONA - - - t - - -
I.%. SCAPULAR, i’:‘d'Ga’l‘ "o ?&tsﬁ P 20 iz i% 32 %4 33 19
JEIGK HQLUEXKAN. « .g:x' 22 2% 32 34 33 1a
~ hdetochrcinom. - - - - - 13 -
Jo107 UL EXEM. « - - - 1 - -
KIGHEY No.EXAM.: 26 22 25 2 35 34 18
- Carciroma: tebuler ceii - i - « - - -

LACRINAL GLAYD HO.BMBM. 1 20 2z 2 31 33 34 13

TARIRY RG.EXAH. « 26 22 2% 32 3z 33 12..

LIVER HO EX, ¢ gy 22 24 22 33 34 1é

~ Adenoral Bepatocellular & 2 [ & i i3 z

= Careinoma: napatoceliclsy - - 1 1 3 i 1
« Hewanyicsarcona - 3 2 - % i -
- Saé:;m: metastazsis 2 - - - S - -
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Tahte 12 tncidence of Animals with Neoplastic Lesions by Organ/GroupiSex
Terminal Animals

. MATE

DOSE GROBE ' 1 2 P 5 6 3

HUNBER OF ANEMALS EXAKINED 20 22 26 32 s 34 ig

s T wo.pmt %0 22 28 %2 35 3¢ 18

- Cassinoma: aiveslar/broachislar ‘ bt 3 L 5 2 3 2

- éfian;‘m: aluw&ar!b.&&mhi#lu i % 8 § 2 ? 3

- ca:émc:me .«:zctm:a.ms - - - 1 - - -

ey }'IC':;.}Q ‘ E%;;!I. ﬁx:ﬁ;‘%;: 3 K z { % i3 ’ ' 5

- Qarcinomal merzstssis . - - - » - - 3 .. - -
L. BODE MANDIBULAR Tt 24 23 2 a 1%

%, 008 MESENTERTC HOLEAA, ¢ 20 22 8 a2 34 33 ig

- Szxcoma: Satastasis o - - - - 3 . -

HISTLE SKBIETAL NOLEKAM.: 20 21 z5 31 34 2% 18

WERVES CPTic wo.gxa.: 19 2 15 22 2 32 18 -
BERVE BCIRTIC CROLEXAM.: 1% 22 24 32 #4 x4 iz g
EANCRESS ¥o.SXAM.: 2 %2 26 32 3% 3 1% :é
- hdenoma: Saist osll ' ”- N ;! - - - - - 8
PARRTRYROLD SLAWD Ko.EKEN.: 13 13 13 28 1g 26 12 ‘é’.
= mdensing B ' - - - i “ - - -6
PENIS T HO L EREM, 1 - - ~ - T 1 - O
PTG TARY NO.EXEM.: 20 2 5 38 34 37 18 .8

- adenoma: sarz diztalls - - ~ - - - kS <
PREPUTIAL SLAND NG.EXEM,: 1B 23 26 3z 33 33 19
.~ Hemangioms ' ”- - ~ 1 - - -

PROSTATE . wo.pmaM.: 20 22 26 3 . 3% 38 18

- Menocareilnoma . - - - - 3 % -

SALTV.GL. MAMDIEVLAS NO.EKNS.: 20 . 22 26 32 33 3% 13-

BALIV. GLAND BAROTID HOLEGRR.: - 1 - - - - -

STMINAL VESILLE ua;xm_: 205 22 6 - 32 35 33 pE

sKIH ‘ MO.BXAH.: e 22 28 32 34 33 18

SXIN MISCELLANECUS KO EX&M.: 5 3 5 5 g 5 3
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Tabie 12 Incidence of Animals with Neoptastic Lesions by Qrgan/GrouplSex
Terminal Animals
HALE
DQSE Guotp ’ 1 z 3 4 [ § 7
NUMEZR OF ANIMALS EXAMINED . 20 22 26 32 35 34 1)
“snm; CORD CBRVICAL BD.EXRM.: 22 22 26 5z 33 33 12
SPLEAN o wo.exas.: 20 22 2% 52 38 3 13
- Banmangions - i - - 1 .1. - - -
~ Hemangiosdroonsa Z 1 z i ‘ % z, o
STOACH ¥O.EEAM.: 20 22 25 32 32 33 1%
SUBCUTANEOUS TISSUE T wo.moe: - 3 - 1 2 - N
- .Egmim::giwa » “ P - - - -~ -
TEIL RO.EMAM. 1 - z - - L -
~ Bemsngisme i “« 1 ~ - ) ‘_Y \ -
- ‘Esfeng:.aés:v:v}:aa - - 1 - - - -
TESTIS BOREMM.s 20 22 3% 3z 35 34 15
= Adtnems: intarstitial cell ‘ - b3 - - L - -
THOREE -  ORDLEXAM.: “ - . 4 - -
RIS ' NO.DxAM.: 15 18 13 23 31 25 18
THYROLED WoEXERM,: 26 22 2% 32 34 33 1y
acticios . WO.BxaM.: o 2z 24 sz 35 34 1g
TRELHEA HOWEMEE.: 20 2z 2z 3L 3% 34 L8
URETER HORERM. ¢ 3 1 z 1 € 2 3
URYHARY BLADDER HO_FEsm.: 20 37 24 32 iz 3% 1%
- Buteicesal wassachymal Tumos ~:;:*1? 1 - - - - 1 H

ZYHBAL'S GLAND HOLEXEH. ¢ 23 22 28 32 34 232 14

APPEARS THIS WAY
ON ORIGINAL
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Tabfe 12 ncidence of Animals with Neoplastic Lesions by OrganiGroup/Sex
Terminal Animals
mmz
DOSE GROUR i 2 3 4 s $ 7
WUMBER OF ANIMALS EXAMINED 23 z1 28 26 28 26 14
ARDCHER : va:o.axm. s - - « H - - 3
BORENAL ' wana ) 23 24 24 28 2% z& 14
- :‘sd,eaamé: 3unc$psu;a:. 3 1 ) S 1 1 - -
- Carcinoma: cortival - H - - - -
- Benign pdeachoumueytamz - - K b4 - 3 -
- miig#&n‘; phesthroaopyLara H - - - 3 2 -
- cafcimm netastasis - - - “ 13 - “
AORTA ' HO.EXRM.: 0 23 51 28 26 28 1 14
BiME-PEMUR . . BO.EXAR. 1 23 1 32 2€ ) 26 14
- Baroonmi: mex;as(:.as;;g v - - - - - 1 - .
BOHE MARROW RO.EXAH.: 23 2 5 28 22 I8 i4
-.- Hast cakl tumsr Imallignansd ) “ '1 '- - - - - -
BOHE KISCELLIBEGUS 5. BERK. ¢ 1 - - “ 1 - -
= QELOTIRTLTMR 1 - - - - - -
'B@E-sﬁzx&z . BO.TXARM.: 23 33 28 2% 28 26 24
- Hepanglosarcoms - A - - - ~ -
BRaty FUEXEM.: 23 21 28 2% 28 F23 14
CAVITY CRARIAL B0 B, - - - - - H -
TECUY KOUERER. ;23 21 24 5 2% 28 14
CLITORKL GLAND . N0 BXAM. ¢ 2z % Ve 28 2% 26 - 14
CORON , BO.EEME. . R3 3! 28 % 22 F L
nUODENUE  Ne.mowm.: 23 ;1 28 a6 28 26 19
BSOPHACYS %o E¥M.: 33 21 25 26 2B 26 1%
EXE ' ' ¥D.THAM. ;22 21 23 26 28 28 14
FAT Ro.EXRM.: 4 1 - - - 1 .
~ Hemanoldam 4 - - - - - -
SRELBLADDER ' NO.EXEM.: 23 #1 2% 25 8 2% 14
HABDERTAN GLAND © wo.maM.: 23 2t 2B 2% 2& 26 4
" sdenons . 2 - z - § - ~
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Table 12 {ncidence of Animals with Neoplastic Lesions by Organ/Group/Sex
Terminal Animals
FEMXTE
DOSR Gwﬂe “ ’ ' 1 2 k] 4 5 ‘ .s' ) 7
MUMBYR OF ANTMALS EXAMINES 23 21 28 26 28 26 14
SEART ' MO.EXAM.: 23 21 23 25 28 2% 12
- Daeoiienia: motastasia - - - - % - -
HEKOLYH. ?’1%5"}’5 - B UREAM. ¢ 2 E 5 & ki & 2 )
- Maliguan: lysgshoma . » & s ‘2 » & K 3 2
- #istiooytic sarcoma ‘ - - 3 v 3 - 3 -
TLECH BO.RXEM.: 23 21 29 2% 22 2 14 .
I.5. DORS.THO, LT No.EAM. 1 23 21 2% 26 28 2% 14
£.5. DORS.THO. RT ' NO.EXAM.: 23 21 22 28 28 28 14
[.5. LuEBARZ, 1287 MO BMIM.: 22 21 28 z§ za 24§ 14
- Fibrsasreoms . - - - A L -
T.5. LOMBAR, RIgst NO.EXEM.: 23 2 28 28 3 28 14
- E‘&'bm‘{m;mma ) — ) - - - - o 1
i I.5. SCROULAR, LIFY NOJEXAM.: 23 21 28 2% 28 28 u'
- Fibroszarcoma . - - - ‘ - . - - 1
L5, scarotam, miear vomkRN.: 23 21 28 26 29 KR
- Fibrosazoons . ‘ - - - - = - 1
SESUNUN PO.EXKAM.; 23 21 2 26 2 M4
- R rzs;cawin;ma - - - - - i -
soter B HOUERRM.: - - - 1 - - -
RYDNZY HG.BRAM. ;2% 21 28 26 28 2% 14
LACRIMAL GLAHD ¥o.EXAM.: 23 20 28 26 28 26 1%
LaRest  wo.mxmM.: 23 &1 e 26 26 95 1t
LvER ' ) NO.EXML: 23 21 28 %% sp  2m 1e
- hgnome: hepstocellular 1 R 2 - - -
~ Cargicens: hepatosellular i “ - ‘ ~ - - 1
- HAManglesancans ‘ ‘ - 2 1 i k - - -
~ Sercoma: metastaeis . - - - - 1 1 -
~ Carcimoma: metastasis . - - - 1 - -
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Table 12 fncidence of Anirinals with Neoplastic Lesions by Organ/Group/Sex
Tertinal Animals

LOSE GROUR - T 2 3 s s & 1
WREER OF ANIMALS EXAMINED ’ 23 21 29 26 28 26 . 14
cone ' " wo.EmaM.: 23 2 28 28 2 26 14
= Tarcinone: a;m@l&:ibxmc&iﬁiar 3 3 2 H 1 - -
= adenema: alveclasibronciielar n g 1 & 2 3 ; ’; mm‘:‘—“
LEMEH NODE MG EXNN . ) & S 2 4 1% ¥l
T - garcinome: smetastasis - -‘ . 5 - - - -
- Hsmanglosareoma H - - - g - - .
L. HODS MANGIBULAR v HOLENMM. ;- 2L 18 és % 26 2% 14
L.HOOE MBRENTERIC NOOEXAM.: 23 £33 23 s 28 24 14 -
MRMMRRY GLAND ®O.EREM.: 22 2t 23 25 z3 25 14 3
« Rgesecareiacma ) 2 - 2 pe 3 - B -
- AQanvEs 7 - 2 - - - - - 8
MUSCLE SXELETAL ‘ ‘ P BERY. < Z;i »21 %3 28 /23 28 x4 c—
MISTLE 3XELETAL MISC : HO L EMAM. £ - 1 - - - - - (—D-
HERVES op¥Ic HO.E¥AK.: 23 ped 28 3% 28 26 14 0 \?
VERVE SCINTIC wo.gxAR.: 23 20 8 25 2% 28 1g '8
CURRY HOLEMAM.: 22 3 8 24 23 2% 14
- Tyztadenona o - ‘~ - ‘ 3 - - - -
- C;s:sz‘;&n@ﬂ&::iw&mé ' ~ - i - - - -
|~ Benign granulosa~thecs cell sumey . - z - “ H -
- Malignant granuiesa-~thoss coil tumey - 3 - - - 3 L -
- édr;ném: tubelostronal 1 - - - - - .
OVIDUCT B EXM4L 23 3% 28 25 28 zZa j2:1
EANCRERS '  MO.EKAM.: 23 2t 28 2% 2% 25 14
PARATHYROID GLAND CNOLEXEM.: 14 5 2% 13 21 1% ]
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Tabieo 12 Incidence of Animals with Neoplastic Lesions by QrganiGroup/Sex
Terminal Animals

DOSE GROUP 1 2 3 " s 5 1

NUMHER OF ANTMALS EXANINED 23 21 28 26 28 28 14

ALTOITRRY SO, ZHA. 1 22 21 25 25 2¢ z€ 12

~ Adenoms: paid f}iééﬁia . i ‘2‘ 4 3 1 - -

s’z—;ix%?.sa. MAKDISULAR ¥D.EXAM.: 72 21 a8 26 28 25 14

srIR I EAM.r 22 21 78 26 5 26, 1s

f#xz}: MISTELLANEGUS NOEMRM.: 4 2 H s z Y -

~ Bamsngicmx ’ - - i - - - -

SPINAL SORD CERVICAL wo.gKRM.: 33 21 2 26 28z 4

SELERY KG.BXAM.: 23 23 28 38 28 2% 14

~ Hemangioasrdoams - - - - 2 1 —v
" éaf;inama: mitasbasia - “ - - 1 - .3
T o
ETCRENTH NOUEXARM.: 23 21 23 EL 23 ¢ 1{ g
- DELECSELCONE - - . - - 7 - :;
T aaenens - - oI 9
SUBSUTANEDDS TLSSOE B5.EXAM, 1 z « Z 2 - - %?_
~ ?ibx:raa,rézma i - - ¥4 - - - (-5'
“ Mywoma = - - - i N - Q)
TRIL HOLBRAN, 2 - % 1 - ] - g
TROREN HOLBHRM. - - - - 1 i - <
‘fi;l':'i-ﬂis » Z’!L';}.E:"Ix’i}l. H a2 ‘ 18 R 24 22 24 12

THYROIS HO.EXRM.: 5% 21 28 24 28 2E 16

- Ademomz: Folliculsar cell - - - 1 i - -

TONGUE KO.EX2M.: 23 21 28 28 25 26 14

TRACHER No.sRN.: 23 21 23 s se 2o 1s

URETER RO.ERRML: - 3 z - 1 - o

URINARY BLADDER NO.ERNE.: 23 21 2 26 3% 26 14

~ Seobmucngal meseachymal tumsr wi - - - - i - -

- Carsipoma: tvansiticnal czll - ~ - 1 - - -

~ Jarcomz: m&msmﬂé - ~ - - - M -

=~ Leiodyosarcoma - - 3 - - - -
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Incidence of Animale with Meoplastic Lesions by Organ/Group/Sex

Table 12
Terminal Animals
20SE, GROUE i 2 3 " 5 P 1
RUMRER OF ANIMALS EXNMINERD 23 21 28 26 2& 26 14
uTeRUS Xo.EwRM.: 23 71 28 26 2% 25 14
-" saiéoma: "en\dometrial. arcofmal » ‘ 1 ” - - - 1 - i
~ Banign granular ¢ell tumoe . - b3 L - - -
-b talomyans H Z K4 3 1 i 1
- LelonytSsrcomn 1 - 1 e 3 1 -
= Hewangiome - - - - - 1 -
* Hemangiosarcons - 2 - - - z -
- ddenuvmar endmﬁe:r.iéﬁ : - w - 1 - - -
- henvcurcinona: endemetrisi - 3 ¥ 2 i 1 -
= Palyp: en&smmi_-;vial sironal 3 4 3 & 4 i
VAGIRA HOL.BXaH. 2 23 28 28 24 % 2% 2%
2YMBAL'S GLAKD ¥O.EXMM.: 22 2 28

ot
[y
»
fe
N
w
e
o

APPEARS THIS WAY
ON ORIGINAL
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Attachment 2: Incidence of non-neoplastic lesions by organ/ group/sex for all animals

(preterminal and terminal mice)

Table 16 Incidetice of Animals with Non-Neoplastic Leslans by OrganiGroup/Sex
Al Animals
HMKLE
TOSE GROUP i 2 V 3 4 S [ T
RUMBER QF ANIMALS BYAMENED 3] 60 10 70 76 70 ©
ARGMEY 58-’!’%134?}3 H - 3 - 1 2 - z
- I:.\f‘zas:maticﬂ - 1 - 3 - - i
AvRENAL B T 70
» fypertrephy: ca:§icai Locad Lo 12 3 ié 0 iﬂ 3
- dypecglasiar covticsl fecal ) £ s 4 7 3 & H
- Byperplasia: sedullary - 5 1 - 1 3 3
- Amvlipidusis 1é iL 8§ 18 13 ig 1%
- HL—‘E?GIPE;iSi&: spindie coltly » 23 G 2% ”2‘8 2% 2& é?: )
~ Deposits: lipnfuzeia 31 26 32 1€ 1% 23 23
- ﬁe@exrha & - - B - i - » -‘
- Polyastezivis i - - 1 - b -
- Cyst - - - ~ 1 - -
- 1&;&&094; GSig: &xt:cmcéaiia:ﬁ H 1 - i 3 1 2
- ’ﬂrsc&;im:mn . - - - - 3 o -
BORTX EXAMTH: 3G 2 ki g &9 “2 Eis
= Naorosiz: vascplay - - - - 1 - -.
~ Polverteritis 1 - - 1 - 3 -
- Degeswration andfor necresis - - - 1 - - -
BILE DUQT sx.a_s«z:m; 1 - - - - - b
- aizatﬂiion 1.‘ = - - - - -
BLOOD VESSEL exmans - 1 - - - - “
BONE-FRAUR EKAEDI 60 86 70 7o g o3 R
- Fibrows csteodystrephy H] 2 3 3 4 9 3.
~ Pibro-asseows lesion . - - 1 - « -
« Ragrosis ~ - 1 ~ - “ "
~ Frastura - - “ ;._ - 3_' -
- Byperostosis - - 1 - 1 ~. -
- *’o‘ymtenus iy - - - - - -
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Table 18 Incidence of Animals with Non-Neaplastic Lesions by Organ/Group/Sex
All Animals
DOSE GROUE L 2 3 4 s 6 7
HUMSER OF AMIMALS EXAMINED €0 &0 76 70 74 T 4
BOXE~PENIR ' cousid. 60 66 FD 70 &9 &5 70
- Fibroais - - - 1 - - -
BONE MARROW BRAMIN: 84 @ e ¢ 37 #% 14
~ Heorosis s - % - - - -
- ‘ Pibrosis 1 - - ~ - - -
BONE MISCELLANEQUS TR | - - - 1 - . -
. = Hypegostosis . - - - b - - -
BORE-STERNUR EdfeIe: 60 &8 2 10 £$ 3] 0
- E‘ibmua estﬁé&ystrc@hy 2 - 1 3 2 3 2
- H‘ih':o-ssamz Lesion - - 3 - w. - N
- Hyperastosis - ~ 1 o - - -
.,‘ Inflamration 1 - - - - - -
sraIN DRI 60 55 0 7% 52 68 T
- Hemosrhage ‘ - i - 1 - ) - -
‘ - &“‘hmﬂ&mia - - - 1 - 1 -
- Inf'i’_nt'::atic.-m manniuclesr oell - - - - - - 1
-‘- Inflommation - - - - 1 - -
~ Wgerosis - - - 1 - -
- Sampoeesios - - 1 w - - %
« Dilatation: venrriclis - - _—‘ - 1 - -
- Polyazteritis - - - - b - -
BULBOSENTS BHMSIN £ 3 5 & - H 1
=~ Tefismmacion & 3 g ‘ 4 - 1 1
CAVITY CRANIAL ExRdING - - - - - I .
CHVITY PELVIC EXAMEN: 3 H 1 - 1 1 1
SEOUR xRN &0 60 0 63 6% & 40
- Tiasion ' - - - - i 2 -
- kayloidosis 2 2 -2 2 2 1
- Bdema 2 - - b . H 1
- Atuephy/necsezig: Iymehold (SALT) i - - - - - =
~ Doposits: pigmant £ @ g 2 - 1 -
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Yabile 16 : tacidence of Anlemsie with BonNuoplastic Lesions by OrganiGroupiSex
AT Ankmade:
i~

&% GAOUL

z

2wl

3
RUMBCR OF ANIHALS BXANTERD g & W W
: . ) . 4 - o &4 o
cEe e, B BB o B BB
; - 4 - . . P - % .
v TELPRINBCLYAS - W . o :
- s - U' % - - « - 3
7 .. 3 2 - i' -
N - - . i - «
L R 6% £ 59 Bh
' - 1 1 . T » 2
3 i 4 ] 4 R -
% - - % ‘ - 3 .
EMAMIN: 86 &5 7% &y &3 £8 £8 .
12 1 E: 12 11 15 1% D
- - % - - - - 1
~ Folyartaritss 3 - i 4 b4 4 i 8
~ Ercsicn 2 2 2 3 i 3 i O
~ Uicezation - 3 - - - - - (]
* Hypeselasia: villousfousgsal - * 1 - 1 - “ Q
- Inflammstion - - . - - 1 - :g
ERIDIOTMIS THARTH: 8¢ st 16 70 ) 5 ta
- 2lign/aspermia 12 1% 1% g 17 21 &
~ Inflammation 2 4 3 5 1 - § 2

- Granuloma: agermacic

- 2 s i 2 3 i
- Thronkiosis - - - v1 - - a
- Bmylodgoesiy 1 1 - - - i <
- ?ozy,azte:i,‘us - H-v 1 -~ 1 = “
LAQPAAGYE EZM{H_Z z €4 ‘5{% ] kR4 Ki 70 Vi
- amyloidssis | 2 - : 3 2 1 -
=~ Inflgmeation - - - i - - -
- Inflapmebion: pezwi&lw%%q&i - - - - - X -
- Polyarteritis ' v B 1 - _ - - -
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Fable 16 lncidence of Animals with Non-Neoplastic Lesions by Organ/Group{Sex
All Animals
DOSE GROUP 1 2 3 4 5 6 7
RUMBER OF AMIMALS ENRMINED (-] &0 To kil 10 T0 T
EYE 7 N BxavIw: 68 89 s 0 0 7% v'.m'
~ Infilammaticn: conjunctivs » - - 1 - K - -
- Inflamnation: cornza’ 3 10 T g i1 12 2
- I:ztlauz%naticz: uwey 3 4 4 2 § :_r, -
= Inflammaticn: pecibulbar - - - - 1 - ~
o Bresion: conjenctiva v - - - - - i -
=~ Ulceratian: Cognesa - “ i - - 1 -
- Poldirosetie: retina - - - - - - 1
- a&gam:atiauﬁ leés 4 [3 1 kXS 12. a ?
- ZemorThige: vitpeous cavity - -~ - 1 - - -
~ Mineralization: coynsa v 2 4 2 1c 4 & ' 2
= Abkrogphy: rarina - i 1 3 3 ~ 2 l.v
- ﬁinera_liz&tiom iriz - 3 2 3 H ~ 1 1
F:M: v . » E.‘-:.!QAIE-J : - 1 - - - 1 -
- #zmorrhage - - - ~ - 1 -
GELLALADDER ERAMIR: 55 54 £8 &4 37 4% 57
- Amyloldosis - 1 1 3 2 2
- Iaflammation « - 2 i 7 i -
- Pelyarteritisz - - - 1 - - -
- Dilatacion - - - 1 - - -
HARDERTAN GLAND zawgn: 80 80 W 10 10 0 T8
- Ixxfimém:ica ‘ - “ - - 1 - L
- infiltxaticén: menonuclear cail - - - 1“ - - -
- jmyieidosis 1 i 3 3 2 i -
=~ Hyperplesiz 2 1 4 4 « b3 P
- Thﬁo#boais - i - - - - -
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TFable 16 incidence of Animals with Non-Neoplastic Lesions by OrganiGroup/Sex
All Animals

AdoD 9|qIssod jsog

MALE
DOSE GROYP ’ 1 2 3 4 s 6 7
NUMBER OF ANIMALS EXAKINED &0 66 70 76 0 F0 T4
HEARY EXAMYR: & (3] 190 i &2 §3 74
- %‘mxi‘;ﬂe progressive cardiomyopathy 32 £4 42 43 36 iy 31
- amyloidesis ' 4 s 5 4 3 g
- Polysrter ] 2 S q 7 13 3
~ Inflammation: epicardlal k3 & é z 2 4 ~
= Inflampation: myocardial - - 2 4 8 i -
- mr‘l#maim: endosardizi - 1 - 3 3 1 1
~ Throwbosis 1 - - 1 2 - -
~ Thrombozis: ateial ‘ 5‘ 13 I3 g Z Z 1
» Hgmorrciage - - - - 3 ~ -
~ Minerslization 1 - I o= 2 1 3
HEHMOLYM. TISSus EXSHIH: 5 12 3 & 14 8 H
ILEUM B8O 53 39 €3 &2 69 R
- Amyloidosis 13 12 Il 11 1G g &
~ Hemororiszge - - - - . 2 -
- lafliacmation i - - B - - -
=~ Eoplyavteritisg - i - g 1 1 -
- Hypezplasia: lymphoid (SALTI - - - L - - -
1.5, DOES.TEO. Lt EXANTN: 60 & 6 10 5% i3 3¢
= Intimal thickeningimesdial hvperivophy: - - - - - xe &
vascular
=« Crust i 2 .'3 i s 1 ¥
= inflammation: dermds 2 1 2 2 3 4 8
- Inflammation: subcutis e 23 2z 28 28 2¢ e
=~ Hyperplasia: eplderpis v 3 1 i ‘ 2 4 1 i3
- Ercaion: enidermis 1 -~ - - - - -
- i}lce:etiaé: epidefmis - - 1 - . 1 1 2
- Fibrozis: dermis 2 2 2 £ 1z -4 23
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Table 16 Incidence of Animals with Non-Neoplastic Lesions by Organ/GroupfSex
' All Animals

MATE
DOSE - GROUE ’ 1 2 3 4 5 6 7
NUMBER OF AHNIMALS EYAMINED 60 (] T0 10 76 ki 70
1.5. DORS.TAC. LT comr'p. &6 &0 70 70 83 59 70
~ Fibrosis: suboutis . 13 S 11 » 2 s 48 55
- Degepexsiion: pasniculius musole . 2 1 - 2 3 34 33
- Rdema: t;ul:’:cutis 2 3 2 2 3 L >1
« Hemorrlhage: 3‘-.\bc‘%t‘is & 1 2 3 5 2 ..‘j,
- Lx":ﬁlir@a_.ﬁ;tion,-“degeneral:i.on,’nec-r;:«sis: - i - 2 - é . 13 T
vascular

.5, DORZ.7HD. ®Y EXAMIN: €0 80 0 7 B. &% &% 6%

~ Iatimal thickening/wadial hypertrophy: - - ~ - - 1 7

TASOULEY

-~ €yusc 1 4 1 3 %

i
-k

« Inflisomation: decmis

AdoD 9qissoq jsag

= Inflameatioa: auboutis g 21 27 25 18 37 37
- Hyperplssia: epidazmis 1 4 - 2 3 5 15
« Exogion: epidemis. ' 7 a - - - - 2 1 %
- Gicss:a:i«:n: epidermis E 1 - - 3 3 5
- Fibrosis: Germis : 1 K3 1 i 1 g 21
I.8. DCORS.THC. BT CONT I 50 L34 G K] &3 %% 43
-~ Fibroskls: zubcutis 12 2 L7 7 17 .-4-2 5%
- Degeneration: paaniculus ouasle -z 4 1 1 [ iy 25
~ Efleme: s&bcuzié 2 2z 1 3 2 1 4
- Clef: ’ - = - - - . 3
~ Bsporchage: subcukis 2 2 1 3 2 z 1z
- Inflammation/degensrationnecrosis: - - - T 1 & g

VEICRIAY i

-

o
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Table 16 Incidence of Animals with Non-Neoplastic Lesions by Organ/Group/Sex
-‘ Alt Anionals
DOSE GROUF ’ 1 2 3 4 5 3 1
NUMBER OF ANIMALS EXAMINED 60 60 76 70 je 20 10
1.5, m}r:::;g, LRET . ExEMIN: €0 & . 3G 70 £% 5% £9
-z “ thickening/medial hypecirophy: - - - - - ] 8

AdoD ejqissod jsag

- Crust H 3 1 s 4 - Z
=« Iaflemmation: dermis 2 [ 2 4 3 2 3
~ Inflassmation: subcutis ) 3z 23 3z 34 33 34 32
- Hyperplasia: epidesmis 1 2 - 3 - 5 &
- Ulceration: epidermis - - - i 1 2 3
- Fibrosiss dermis ' - 3 1 3 10 15 15
= Fi’ﬁf‘a%ié: .subcutis ’ 2F s lg 23 41 &0 53
~ Peyeraration: pamiiculus ruacie “' - 3 2 5 31 3%
- Edema: subcmt:.i:i‘ Zz 2 )3 2 pd 1 3
- Bamorrbage: subcubis 4 3 i 4 ¥ 19 3
- rnf‘.a'mwat.ﬂa‘zl."de’c}eﬁe?mtiom‘ﬂ‘fectoai&; - - - ~ 2 3 g
vasculas
I.5. LUMBAR, RIGHT ) ENMAMIR: 53 6G ic T &a v69 £9
- ' - - » i - - 3 4
- Crusg 3 % - 3 3 3 -
- Inflammazian: Jermis pré 4 - 2 4 b4 =
- Inflamestion: subcuiis 23 ",32 29 33 Z3 38 37
- Ayperplasgig: epi&éémi& : 1 b4 - - 1 3 4
- Zrosion: epidexmis ; ‘ ~ - Co- 3 - - -
- Ylceration: épi.:i&rmis - - - - L i 2
-~ Fibhrosis: dermis . ) - 2 2 - 3 19 22
- Fibrosis: subcutis ' ) 18 12 19 P 1 5% £
~ Pageneration: panniculus mzse*.é 2 b Z 2 16 3] e
- Edmma: deemis ) - : - 1 - - -
- Hdema: suboutis : 3 4 3 3 4 - 5
~ Hemorrhage: suboutis - & 2 kS 4 7 12 ?
- iafimtiaaide;ene: slonfrecrosizy 2 - - 1 - 5 8

vgacuiar
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Table 18 fncidence of Animals with Non-Neoplastic Lesions by Organ/Group/Sex
All Animals

HALE
DOSE GROUY ’ 1 2 3 4 5 € 1
HUMAER OF BNIMALS EXAMINED [ [ il 70 76 T0 10
1.5, SCAPULAR, LEET EXARIN: 40 &0 0 70 &2 52 (34
« Intimal thickening/medial hygartgophy: - - - - H 4 13
wasilar
~ Qrust 2 2 3 4 3 7 §
- Inflamastion: dmsmie s 3 7 3 ¥ & 1
- Inflsmmation: stboutls 24 31 25 35 2% 34 40
- ) e . .
- Hyoerplasia: epidermis 3 3 3 & 3 & 3%
- Ergsicn: epidermis - - - - - - Z
~ Uiceratiopn: spidermis - - - 2 1 i 4
- Tibrosiv: daywis 2 5 8 8 & ie LE %
i [%2]
I.S. BCAPULRR, LEFT £oaT'D. AU &3 20 76 &% £% &8 -
- - - N v
- Fibrosis: subautis 13 17 21 14 37 3% 60 @)
- [ 22]
- Degecerstlon: panniculus muscle 3 - - E) 8 3 14 %_
- Clesz ‘ - - - L - - a -~ \
_ | o )
~ Zdsmas dsemis - 1 3 - - = - (@)
- Sdema: sgulcutis H Z 3 i - 1 1 -8
» Hemorrbage: subougis z 3 i L - 4 3 <
- Inflammarion/deganaration/oaceosis: z 1 - « 2 19 23
vasoular '
1.5, HURPULAR, RIGE? EXAMIN: &0 £ix k21 ki) 632 £% £%
=~ Intimal thickesing/medial hypectrophy: - “ - - i ?
wEsTular
= CTLET 3 L - 5 [ 5 11
~ Inflammationy dermis 3 2 3 ig £ i1 14
~ Inflemmation: subsuiis ' 29 20 22 Z8 14 28 38
- Hyparplasia: epidarmls 3 1 - & 4 § 24
- Ercgion: epidermmis - - - - - - 1
- Ulgeration: spidermis - - - - - 5 5
~ Fikwresis: demmig L 2 4 & i3 1§ 42
- Fibrasis: sgbsukis iz B 17 12 h¥4 41 5%

Ny o ‘5/:'
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Table 16 Incidence of Animals with Non-Neoplastic L‘es_icms by Qrgan/Group/Sex
AH Animals

b0sE GROUE | -1 2 3 a 5 P P
NUFHER OF ANIMALS EXAMINED 60 60 706 k] 70 10 FO
[.S. STAPELAR, RIGHT CORT'G. &G 05 20 G &3 6% H%
- Legeneration: panniculus wussis - 3 - 3 1 L2 20
= Inflammation/degenreration/necrasis: i - H - 1 3 k! 1G

vascularx

~ Lilafy - - - 1 - 2 3
- EZdemz: darmis - - - i - ~ 1
- Gdema: subeuris ) . - 3 2 1 - 1 4
— Hemorchage: suboutis P 1 3 4 3 2 2
— Anyloidesis - 1 - - - - -
JEJUAUA - 7 EAAN :}Q: £G &% TG 70 G2 [ ¢
- Zgyloidesis ‘ B I -3 % & & 4 7 2
- Eiemﬁré&age - - - v - - -
- Hecrosis: lymohoid IGALTS . - ~ 3 - - - ~-
o~ Eresion - - L i - 1 -
~ Palysarteritiz ' i 3 1 1 - - -
- Phwexticulue - - - 1 1 - i
=~ Parzgits . - b - - - - -
~ easation - - - A - - -
« Inflampatios - - - - 2 - -
- iifféﬂ:plaﬁiﬂ{ tymphoid (GALT) - - - i - 1 -
JOINT - BYAMTH: - - 1 1 1 ' - "
- Eﬂfiamtiaé ] ‘ - - 1 1 3 = -
KIDNEY ) EXAMIN: & &8 13 Ta T8 76‘ EEi
~ Polyarieritis 1% & 11 [ 16 1% -
- Hephropathy : 34 3B as 43 78 6 32
- Benmstopolesis: extramadullary -‘. ) - - - - o ‘1
=~ Wilatation: tubular 3 bd 3 % 3 3 2
- Degeneration: tubular - - - - z - -
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Table 16 Incidence of Animals with Non-Neoplastic Lesions by Organ/Group/Sex
All Animals
MatE
DOSE GROUP ' 1 2 3 . 5 6 7
WOHHER OF ANIMALS EXAMINED &0 (11 70 70 70 70 70
KIDREY CORT'D. [ 34 59 70 70 7 k1] By
= Vasuolaticon: tubuz;;a\: - - 1 - - -
- Minezalization: tubular ' - L - - 3 1 -
- Mineralizatien: corticcmedul ary - - - - L . = o
junction :
~ Mimeralization: vagculars ‘ - 1 - - - - - -
- I}eg:«si't'g pigmemv:.: tubrlaxr 1 5] g 2 3 L E
-~ Cyat ? il 3 7 ig [y 7
- Infiloration: mixad oell - - - - E . i

- Inflammation: fntarsiitial

i
ey
™
g

1

[

(%]

-~ Inflammation: sapsals

1
i
i
H

« hmyloidosis

e
b
o
(=]
o

b
S
e
—

-

fea

=]

Ew

- Pyelitis/pyalonephritis

Kdo:) a|qIssod isog

. - N,
- Hyperplasiaz: trassitional celli - - - - 1 - - \i
- myperplasia: tuboiar - 1 - 1 - - -
- Dilacaticn: pelwis : 11 15 12 15 1 % %
- Mecrosis: éapikla zv 1 s 1 “ 1
- Beworrhegs 3 - S 1 N - -
~ Hyaline droplet: ’;izbhl:l: - 2 - - 1 - -
- Thrombhosis - - - 1 - - -
LACKIHAL GLAND o EXAMIE: 60 &G 59 63 70 58 63
- Amyloidozis 4 a8 % 4 a F| -
w tnflammation ] - - - - 2 _ -
- P&lyartsritis - ) - - - - _v - B
- Rltgration: harderian l;la».é 3 - 1 1 - - - -
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Table 16 Incidence of Animals with Non-Neoplastic Lesions by Organ/Group/Sex

Al Animals

AdoD o|qissod jseg

. HALE
DG;B GROUP 1 » 2 3 4 5 6 7
NUMBER OF ANIMALS EXAMINED 60 (3] 70 70 70 70 Ta
LARYNE EX3MTY: 50 63 FI 70 L3 &3 740
« Inflammation 6 8 s 5 2 8 3
- Dilatation: sulzmuc-sséi glands - - - “ - L L
- Hyperplasis: epivhelial z 3 2 4 3 '.4 2
—m.Polya:terj,:is v 2 - 1 b3 2 3 i

—wiw;‘z_fn;,rlnzl.dosis 5 3 3 g 3 z

EWEIJ: =] [ ] 0 70 19 T4 T3
2 a 12 i3 15 22 23
1 5H 3 L 3 3 1
3 3 - - 4 - =
18 £l 11 15 ls 7 k31
- - - - - i -
- - 1 P - - -
- = - - - - 1
- IEEI&WEJT.J‘.GE - - i b3 = - -
- Inflammation: capsular - - - i 1 - &
= Kecrasis: singie call 7 3 & 3 3 5 1&
« Kacrosis 7 2 12 ¥ g g &
~ Iaczeasad mitoric figures - - = —. - - 4
- aﬁ:-_ma.t,c.wpomsmis: excramedul lagy ) 5 2 7 5 ] 15
- Y2ounlation: centrilghulax i - 3 i 2 - z
- ‘;«’acudl‘a-tiim: hepatocelldlar -1 - - = - - -
- Aengiactasis - 1 - - 1 = ~
- 1 - - 1 z 2
- - - - - 1 - P
- Cyst: biliary 3 - - 2 i - ~
- Tension Yiphdosis i - 2 - ] 4 3
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Table 16 Incidence of Animals with Non-Neoplastic Lesions by Organ/Group/Sex
Al Animals |
DOSE GROUP 1 2 3 4 5 & 7
WOMBER OF ANIMALS EXAMINED &0 68 bitd 70 6 T0 ki
er: THauTH: &0 3 i e w78 T
~ Hyperplasias: b:en-:,-hiasie.a;lveola: 2 1 2 b4 5 - 1
~ Macrophsge ascumulation ié -3 1z 1% 3 1: 3
-. Histiocytosis 2 % 7 8 ? 3 ket
" - Iafismmetion: bronchoalveclay 1 - 2 - H 1 -
- Infissmation: interstitial 12 & 13 10 8 3
- Ehflamm;mﬁ‘; perivasoulizy - - - - - - - -
- Inflammi:iog: plevrs 1 2 4 L 3 - z
- Hemorchage 7 & 0 % 7 Y Z
- Thzoesbasis - b 2 - - - -
- Polyarteritis - - 1 - - - -
LYMRE NODE Exréﬁéh S 24 14 12 21 9 37
S Eryth:acyiasisf‘hezmz:hagzz: sinesal 1 4 2 i 3 2 4
- Plammagytosis 4 4 ¢ 3 g = 1
- ilﬁmatgpo.ie%is: extramsdil lary - 1 - 1 = 1 1
- E(;;"’g:‘efg:_-asia: Iymphoid - 1 X 2 1 W- 3
« Pelyartsxitis - Y L - 1 - ;t
-~ Iaflsmimeation - i 1 L - - -
% NOUE HANDEIBULAR EXRIEIN: 5% b3+ 51 €0 53 64 - 52
~ Kematopoizsis: ex:__m:@edmiazg - - - 1 - - %
~ Hyperplasia: imphezd - - - 1 b . .3
- Histicoytosis ' - - - - . -
- ‘ﬁasmaaywais ' vé 2 % g & z 5
- amyloidosis 2 1 - 2 1 2 -
- E:yt&:ocycasisf?eémo&:ha@@ 3 3 2 4 2 2 1
- Throsbosiz B - - - 1 - .
- Bolyartesitis - - i 3 1 - 1
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Table 16 lﬁgiden’ca of Animals with Nen-Neoplastic Lesions by Organ/Group/Sex
Alt Animals ‘
HALE
lSOSﬁ GROUE 1 2 3 4 5 6 ?
W!*IBER OF ANIMALS EXAMINED €0 &0 76 10 kit To ki
%.MODE MESENTERIC EXRMIN: 53 €6 58 68 58 63 5%
- h?parplasxa: ;mphﬁd ‘ 2 5 2 2 1 :{ 2
= amyleddesis 4 & 4 -8 ki 3 §
«~ Plasmaoytosis k1 3 1 1 - _ 1
“ Ers«;ﬁ?x"a"’*tnsiﬂl’z@ﬁ srrhage 23 39 % 26 23 iy 23
- Dilavation: siwsal wftb or withiout m - i - - kS -
Songastion

- Hemavoaolesiz: extr rameduliary 1 z 4 3 £ 1 7
= Inilamaation s El 3 - 3 3 L2
=~ Polyartezitis H 3 2 - 2 3 -
HENINGES e - - - - - % -
MISOTE SEELETAL EXAMIN: E3d 52 6% [:1:3 48 &7 53
- ‘a}egéme:a:icmn*:;mss.s: mycfibar ' 1 i1 3 4 3 - &
- Iﬁﬂammaﬁi@ﬂ - 1 1 - ” - -
HZRVES QpTi¢ EXAMEIN: 52 S& %1 &8 &% &B 6%
MR‘J; STIRTIC EXAMIN: 53 60 To T &5 i T8
~ Daganeration: nesve fibey & s o 13 6 12 i
BANCREAS EXARIN:  £0 & 70 76 74 70 10
~ Emyloldosis 4 é 5 9 3 3 3
- Inflammation - 3 i i k - i
- Pelyarteritis - 2 - i 3 1 -
- Minezalization: vascular 2 - 1 2 H - -
- Thrombosiz - - - 1 - - -
- ia';»::@zs ~ - - ) - - -
'—iﬁi?_ataticm: duc':, - - - B 1 - 1
- Atrcphy: acinar ceil - - - - i - -
~ Hyperpizsia asinar cell: focal - - - - z - -
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Tabie 16 Incidence of Animals with Nan-Neoplastic Leslons by Organ/Group/Sex
All Animals
MALE
DOSE GROUP ‘ 1 2 3 4 5 6 7
R OF ANIMALS EXAMINED 60 (4] 70 70 T ki 70 .
PAKCHIAS ' CONT*D &4 sc T 70 74 5 70
- Iafiltraticn: sononooledr cell - - - 1 - + -
FARATHYRCID GLAWND ELAIATN S 58 R 42 48 gz 43 40
. - Emyloidesis 3 5 4 10 2 1% §
- Uupegniasia - - ,.7 - - 2 -
PERIS EXRHIN: - - - - 1 i -
- ipflammatios” - - - - 1 1 -
2LTUITARY EXMMING 38 €9 » a7 58 88 (3 g8
- Hyperspiasias i::ar:s distallsg - - - - - i -
= Pslvarteritisz 7 - - - - 1 - _
- Rathke pouch xemnants - i - - - - -
' PREFUSIAL GILAND SX&MI%# N 5; &0 &2 88 &7 48 (3]
- Inflammetion ] 2 it :?: 8 g ¥
- Hemor :zz&qe 3 - H i - P -
- Dilasation ) 51 a% &1 58 52 g3 50
BROSTATE E)iﬁ%ﬁ}i.: 15 k3 ¢l ELy TG &8 a9
« Infimpmation ' 10 15 i4 14 . l'}‘ 12 ' 7
- Hemorrhage L - - - - - «
- Byperplasia: seirar epitielium -1 - - K 1 -
- EBriomg - 1 - - - - - -
~ Polysrteritis k| 3 - L 3 1 -
RECTR CEXaMIN: 1 - - - - 1 -
- Edema 1 - - - - 1 -~
SALIV.GL, MANDIBULAR EXaMEIN: GO &0 18 10 ] TG Els
- Amyloidesis 1 1 1 s 3 v & z
~ Polyarteritis - - 1 - i - -
- Tnfiamaation = - - 1 i - - -
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Table 16 Incidence of Anlimals with Non-Neoplastic Lesions by OrganfGréuplS&x
All Ankmals ‘
KALE
DOSE GROUP i 2 3 4 5 & 7
NUMBRER OF ANIMALS EYAMIHED 69 [1:4 10 70 O T 70
SALIV. GLAND PRROTID EXAMIN: - 1 “ - - ~ .
SEMINRL VESICLE » REAMTIR (34 5 Ta i 70 76 5%
- Inflammatios za 21 20 i% 15 15 ?
- Amyloidosis - - - 1 - 1 2
- Polyarteritis 2 2 3 1 4 4 .
~ 2ilatscien 2 & - - - 4 -
-~ Bypecolasig: “pithelivm - = - - - 1 -
- Hemorrhaqe - - - - - 1 -
SKIH EXRHIN: 68 63 20 &% 8% 59 iy
- Inflammation: <ermisz ) k3 3 4 .,3 i 2 *
- Infls:mm&&;im’n; subcutis & 13 S 8 [ b1 Lz
- Inflammatiosn: 1.*a.=,c§’;a_r - - - - - - 2
= 1 - “@ - - - —
- - - - - - 1 z
- - - - - - - -
- 2 5 1 3 4 3 1
SEIY MISCRELIANROUS EXAMIn H 17 13 20 ig 23 21 i3
7 - Cyst: spidsrmal 7 1 - 1 - 2 - -
- Inflammation _ 18 14 ig 19 i3 21 is
~ Hypervlazia: egid;gmal 1 - - - - - i "
- Bdema » - - - - 1 - ~
SPINAL CORD CERVICAL Exmn: 60 60 s0 1o e T
=~ Recrosis - 1 1 - - - -
- Inflammetion - - - - 1 - -
- Hemorrhage -~ 1 - - - - -
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Table 16 Incidence of Animais withs Non-Neoplastic Lésions by Organ/Group/Sex
All Anlmals
MAEE
DOSE GROUP 1 -2 3 4 S "MG 7
NUMBER QF ANTMALS BXEMINED 60 60 iy 70 79 10 o
SFLEEH BYAMIN: 60x 11 it I 10 T kil
- Emploidesis £ b1 i1 18 13 7, 12
- Angiectasis - L - - - l -
- Hepstopoiezisfextramsdullary: zéarega.ed 18 24 33 15 25 22 42
- Zi;{[:-e.rp.la_sia: lymphoid 2 - - - 3 - —
- Atrophy/recrazis: Eyéé—hcid 2 3 T 3 E H i
- znfkam&ticﬁzi capstiar 2 - 1 B b1 3 [
- Iaiies’aﬁaétim - - - . _ : -
- Folpagteritis 1 - - - - H -
- fhre@as is - 1 - - - E ~
STOMACH EYAMIN: 80 40 ¥ ‘75 63 &9 6
« Mmyloidesis 5 ) 6 ¥ 5 » s
- Inflassation - 3 - . 2 - 1
- Erosion: ylandulas mucosa & 3 iv 4 5 8 1
- Mineralization 1 z - b1 - z Z
- ‘Polf,'sx:té:itié 2 Z 3 2 3 g 1
- Edema - - - - - : -
SUBCUTANEOUS TISSUE EXAHIN: S 7 s s 3 5 2
= Inflammaticn & i 3 4 L 4 -
~ gdeme. 4 1 2 3 - 3 -
- Hemorrhage - - - i - - -
- cyst - 1 - 1 - - I
TAIL meun: 2 - 2 - . 1 1
- Inflammstio&: vascular - s - - - - 3
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Table 16 Incidence of Animals with Non-Neoplastic Leslons by Organ/Group/Sex
All Animals
MALE

DOSE GROUP . Tt k: 3 4 -3 G‘ T
KIMBER OF ANINMALS EXAMINED 60 (-1 10 i 70 10 TO
. ,.“-:XS*.!-&I!».. 6& a6 30 79 o ELY] e
2trophy: gseminifercus 2% 33 24 32 31 £3 [
interatitial aeil i L - 2 2 2 2
- Minerellization: vasculisr 5 iQ .lG 8 8 6__ -
- {:izatgtion: rete testis o - - - 3 - = -
- Agyiaidosia & 4 3 2 2 3 1
= Inflammstion - 3 - 2 = L 2
- Folyarteritis 1 i 2 3 q 2 -
~ Bilstation: tubnlaz i 2 3 - - 2 b
- Hemurrhage - i - - " — ”
- AngigctaBis - 1 - - - - -
- Edema - i ~ 1 - - -
-~ decrosis L - - n - - -
- Hyperplasia: rete testis ' 1 - - -~ 1 - -
THORAY ’ EMAMIN: 1 - - - 2 - -
TRYMGE SXaMIN; 39 $8 53 53 41 -39 ¥4
- at:ophyfmcr‘eéis: Lyvmphioid 42 23 43 47 33 34 30
- :.;(;ré:pla.sia.: lvrphoig ‘ . bd h? 1 S 3 1 -
« Pelyartericis - ‘ i 13 1 i 3 4 -
- Aayicidesis - - - 3 1 - -
- Henorrhage - - - 2 - - -
- Inflemmation: pRrichymie - - - - - 1 -
THYROIB ‘ BXarIn: 80 €6 15 (3] €8 [¥] 7¢
- Mmyloidosis ‘ 12 14 18 1% 1t 10
- Inflammstion ‘ - - = - 1 - -
- Rolyarteritis . 3 1 .3': i bred 2 =
TONGUE EEAMIN: & 60 70 ki ax I i
~ Imflammacion - - - - - 1. -
- Faly [} 2 3 i 4 4 X
« Hemorrhsge - - - - - - 1
TRACHER EXEMIN: &g 2] 0 83 K 79 §a
~ Polyarterizis ] 1 - - - .— - » -
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Table 16 Incidence of Animals with Non-Neoplastic Lesions by Organ/Group/Sex
Al Anienals '
MALE

DOSE GROUP i 2 3 4 5 ’ [ 7
HUMHER OF ANIMALS EXAMINED 60 (=4 7o 70 T 70 TG
IQZ&TEE EXAMIN: 13 i3 il i1 i3 S 3
- Dilatatisr .18 32 1¢ i 12 § 3 ‘
- H?parplési-:: transiticonal cell z 2 z 2 ¢ 2 -
" ~ Admylaidesis v - 1 - ~ - - .
- .‘513,*5:‘(:5:&1:5.3 - - 3 - - - —
“%E.“TERS& E;;'AMIR H - - - 1 - - -
- BDilstaticn - - = i - - o
- Hemarrshage - - - i - - - oW
CRINARY BLRbOSR BX&MIN: &Q &8 74 0 T 70 ?‘ﬁ (_t‘.g_
- Hypsrplesia: Transiticnzl ceil iz 13 l‘ﬁ 11 2 ﬁ 12 )
= Inflemmasion 138 20 28 23 Z1 18 15 g
~ Ditztation 21 13 25 2% is 1a ;rgw :.':
« Bewverhage g 3 4 5 3 2 - @ k"\
- Polyarteritis 3 2 . 2 - 2' 3 Q
- Amyicidosis - P - i - - - 3
« Ulserztionderssion i - 3 - 1 - -
V&S DRTERENS EXAMIN: - - - - - L -
~ Inflammation - - - - - i -~
2¥MBRL'S GLAND EXZMIM: 60 &0 € ki 68 €3 &2
~ dmylojdosis 1 i 5 g 3 g 5

C K}'pexéhsia - 2 1 - 2 2 -
= Solyarctaritis “ ' 1 - 2 - - -
- méia&am'zion " ' £3 * - b4 - -
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Table 16 Incidence of Animials with Hon-Neoplastic Lesions by Organi/Group/Sex
All Animals
PEMALE

LOSE GRGre ’ 1 2 3 4 5 6§ ki
HUMBER OF ANIMALS EXAMINED 60 60 i kit 710 79 70
BEDOMEN ‘ » EXAMIN: - 2 2 2 1 ) 3 ‘ }
-~ Z:\gé.tzrmat_cn ] - - 2 - - - -
ADERURYL EXRMINA: 50 £9 70 6% &8 KLl K4
- Hyperbrophy: cortical . - - - ~ - :2 i
- éygexc:aghy: Corsical S::%:‘al & - 3 2 - 2 .-
- aypé:élaaia: cortipal : 1 - - - - - -
- Hyperplasia: cortical fogal b4 - ~ 1 - ‘2 -
= Hyperplasiz: wedullary 6 3 4 s 2 2 3
- mmyloidosis ¢ 8 s ? 7 4 s
~ Bypesplazia: spindle calla . 52 38 63 . B4 62 55 50
- Degosita: liécfa’zcix; 43 54 39 ¥4 53 87 44
-b Hemarrhags . - - % - - - -
=« Pelyarteritis - - 2 z - - 2
- Eemt&;xxiesi#: ex_;:aﬁ&dullary H i m3 1 2 2 -
..#.{},_’I‘i EXAMIN: £ 24 €3 T % g 14
BLODD VESSEL EXEMIN: - 1 - - = ‘ - -
BOZJE-TB&UR EXAMIN: [253 3% kb iy 70 T 0
- Fibrous osieodystrophy z 3 10 3 3 g 2
~ Fibro-osseaus lesion ) 1 2 S 3 3 i 1
- Heerosis - ~ - 1 - - -
- Byperostosis s - - - . -
- Polvartericis ' - 1 - - ” - -
= Fibrosis ' - - - - - 3 -
BOHE %Rﬁi’;’d EXAMIN: %0 34 KR T 9 ] 'éﬁ’
~ Hecrogia - » - “ - - - 3
- Amyicidosisz “ - 3 - - - -
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Tatile 16

Al Animals
FEMALE

ircidence of Anlmals with Nen-Neoplastic Lesions by Organ/Group/Sex

DOSE GROUE

1 2 3 4 5 6 7
NGMBER OF ANIMALS EXAMIKED &Q [] 76 70 10 ki 79
BONE Ré."-«léR’:-‘l) . TORZTTD. [ 4] kit i FaQ 0 76
=~ Thrombosis - - - 1 - - -
3GHE MISCELLAKZOUS RYABIN: 1 2 1 - 1 - -
- Fz-zf:téﬁ:e - 1 1 - - o -
Bé:féa“srsmum ENEHIN: gs £0 6% 70 70 83 76
- Fibzous oateedystrophy z 3 ¥ 3 3 3 2
-~ Fibro-szseous lesion ‘ £ & 10 17 il . S Z
- 1 — - - o - -
- - i 2 - - - 1
- Inflammation - - - - - - t
BRRIN o EXBIN: £2 &0 o 7 78 14 TG
- Hamorrhage 1 - - - - -7 -
- 'Ir-.fi-lz!:é.';i-:m: mononeciear call - - 2 -~ - - -
- Necrosis - 4 - - - - 3
- Compression L i 3 2 1 - -
= Rilatation: vepiricis - - 1 1‘ - - -
- Vaouolation o - w = 1. - - "
-~ Bplyarieritis ” 1 » 2 - - - -
QAVITY CRENIAL " EXANIN: - - o - - 1 -
CAYITY ORAL l BX?M[&: - - - 1 - 1 -
- Inflammaticm: gingiva ' - - - - “ 1 p
« Perforation: palate ~ ~ - 1 ' - - -
cECOM.  sxaMIv: €0 60 7 .70 6 70 20
- Erosion . - 1 1 - - 1
- Hiryleidogis 1 1 - - 1 - -
- Edsma - 1 z 2 2 ‘2 -
-~ Peposits: pigment >3 P4 3 2 - é -
- Polys;:tazi.zia - 3 2 1 - - 2
- Inflammaticn s - - - - - -
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Table 16 incidence of Animals wiﬂ; Non-Neoplastic Lesions by Organ/GroupiSeax
All Apimals

Adoc)H S|qissoy iseg

EEMALE
DOSE GROUP ' . 1 2 3 4 5 &€ - 7
NEFI&EER OF ANIMALS EXAMINED 69 ao ¢ 74 ‘1@ 70 70
CECUM b_ CONT'D. B Eu 74 kD] 19 K] 749
- E’a:as.‘ite - i 2 - = - -
CLX?Q?A"I‘, GLANE: ENAMIT: 58 58 &7 87 4% a7 £5
- Inflapmition 7 & 2 1% 2 3 2
~ Dilstatico » 52 5% &2 67 s8 54 5%
COLCh &G 55 74 &2 v “é’ Ta
- 1 - - - - -
4 z 2 4 3 1 3
- 1 ~ - - - -
L 1 2 i i 1 1
« Dilatation - - - b - - -
_;ﬁ" O NUR EXAMIN: e (32 I Fit] % 70 1G
=~ Amyvloidosis k 1¢ 5 3 3 & 4
- Hemorrhage 3 - - - = - -
~ Polyarctericis 3 & 7 1 ] X 2
- Ergsion - 4 5 3 3 i .—
= Hyporplasis 1ri11,o'us,fm§cosai - - - - 1 - =
- Infiammation - - - ~ 1 Z -
© Blera . = I - - - - -
ESCPHAGUS ’ B¥AMTH: .éﬂ - }6& 79 g kld - Ei] -G
« hgyleldosis ' i g - 2 T - , 3
~ Inflammation . - 2 - - - 3 -
- Inflammatien: periesophagesl - N - - 1 - - . -
- Dilatation - . - - A - - - ' -
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Fable 16 Incidence of Anlmauls with Non-Neoptastic Lesions by OrganfGroup/Sex
Alt Animals
v FEMALE
" TIOSE ‘GRGUP 1 2 3 4 5 & 7
KUMBER OF ANIMALS EXAMINED : 60 &0 76 70 ki 19 ¥
EXE o ' E;(M;‘! &9 s¢ 1o 76 T 16 e
~ Inflammation: corade 2 3 q 2 2 4 1
~ [nflammation: cvea ‘ S - i 2 - 3 3. 2
~ Zrosion: vonjunctiva - . - - - 1
- ?c-ld'/:aaetgﬁt ragina - - 1 .= - - -
- Dsg%ne:-atio_m Lanyg 7 o] 8 3 2 8 [3
~ Mineralization: gornea & & 9 2 13 ‘ 5 8
- ‘Atraphy: ﬁtin‘a ‘ K - 2 1 2 2 -
- Nimzaiiz;tiom iris - [ 3 2 3 3 1
BAT :'ii.\i,-'«:!évl oM 8 3 2 - 1 X 4
- Angisctasis 1 - - - < -
~ Inflammerion ’ ] - - - - - - 3
GALE»&L&&;Z‘ER ...... BEABMEIN: 5¢ 3% €48 &4 0 X %%
- P,ra};léidc’éis ) - - - - - 1 - -
- Hamoyrhzge 1 - - - 1 - -
- Infiammazion 2 3 - z % z 3
- Bolyastezitls - - 1 - ] - i
- Dilatation b . 3 - 1 b3 - 2
- Hypeiplasia - - - - - - i
HARDERTANl GLAND Exuii: 60 60 70 76 18 70 70
- Amyloidosis - 1 - - B - Co=
'~ Rypmrplasia . ‘ 1 - - - 1 - 1
= Thrombosisz ) - 1 - 1 - - :
HBAD EXAMIN: - - ‘ 1 - - - .
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Tabie 16

Incidence of Animals with Non-Neoplastic Lesions by Qrgan/Group/Sex

All Animals

FEMALE
7 DOSE GROUP ' 1 2 3 & 5 [ 7
ROMHER OF ANIMALS BXAMINED [13] [:1e] 70 T8 70 70 70
HERRT ' ' | ExaMIN: €0 s 70 10 B 3@ 15
- Murine progressive cardicmyopathy 3G 2§ 32 20 32 22 z4
~ Mmyleidosis v 3 5 4 4 . 5 8 4
~ Polyarteritis =] ? k] B 7. f 5
- SQQEnEL‘.a‘tiG.’I andier necresis: myocardial - - - 1 - 1 -
~ Inflammation: epicardial 2 [ 3 Z 4 g 2
=~ Inflammation: myocardial ) - - - 1 - z H
~ Inflammation: endecardiel H 1 3 z - 1 -
= Thrombaelis 1 - - - 3 1
= Thrombosis: grnzigl 3 2 S 1 |3 4 -
- !{amé::‘:zagé - - - 3 - - 1 13
- ?j’lir-.-e:al.iz;:ion H 4 i 1 2 - i
HEMGLYY. TISSUE ERAMTE: 24 23 17 i& 22 9 i85
TLEUM EXAMIN: B4 23 b T K 74 Kk
- .Zw:»yla..i;dosis g i1 S. A % ? 3
« Hemsrrhags : - - - - v1 w -
- Erozion . 1 - 1 - a - -
= Degeneyatisn andfor ﬁez:cs:}s - - .’L. = - - -
~ Fulyarteritis - 3 2 i 1 2 3
I.5. DORS.THA. LT EXAMIH: &0 &0 '.'é 9 79 TQ 6
- Intimal thickeningfmedial hﬁ:e_:trophg: - - - - - - . i
vascuelar
- Crust ' 1 b 2 2 5 2 1
- Inflammation: dagmis 3 3 Z i £ 12 ig
~ Inflammation: sﬁb#ﬁ't.is ) ’éﬁ 33 34 43 $3 48 55
~ Hyperplasiza: epidermis ' 2 3 2 5 2 & 15
- Erusien: epidermis ‘ - - - - - - 1
= Ulceration: erideymis ‘ - 1 2 2 - 3 ie
- Fibrosis: dermis _2 3 2 & 4 7 g
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‘Table 16 © Incidence of Animals with Nori-Neoplastic Lesions by Organ/Group/Sex
All Animals
FEMALE
DGSE GROUPR , b3 2 3 4 5 [ 7
NUMBER OF ANIMALS WIEED €0 [:} T 10 T0 70 76
I.S. DORS.THO. f COMED. 68 &0 7o 10 76 73 0
-~ Fi_b_r:osis: su‘bcu:i; ) is 8 " 1¢ 27 78 55 59
~ Degeneration: panniculns musciz - i i 1 4 23 3"
- Bdean: subcutig ‘ ) & Z 3 4 = 'i*‘__L &
- Bemorrhags: suboutis ¥ 5 3 g 3 12 1%
- 1n‘fiammaticmf'dagen&ratia#/ngc:gsis; _ - 2 1 . - K
vascular
1.5. DORS.THO. RT EXAMIN: 60 40 LR T 70 78 70
- 2&%1:&5}. thickening/medial hypertrophy: & - - o - - - ¢
vasculary o
- Cruss "z oz 1 3 5 5 X
- E&fla@tion: dermis B ) "‘ 4 3 3 [ & 33
- Inflamsation: subeutis 24 28 3 a1 =1 46 se
- Hn}arymsia': epideriis - 1 2 . 3 z 3 2‘0
- Ug%:&‘m.timm epidesmis - 3 - - - 2 7“?
- Fibrosis: dermis 1 2 3 3 4 & 7%
~ Fibroals: suboutis T : 13 & 17 38 20 44 £2
~ Degensratisza: panniculus :uuécie & -~ i z 3 0 3z
- Edsma: subouiis , 2 1 1 4 2 3 %
- Kemerrhage: subouiig ¥ ?7 ¥ w8 12 3
- Iﬂfla@ﬁcnié&gémraaionimcroais: 7 1 = 3 . - 2 v{x
vasouiar
- Cyét: spidenal - - i - - .- -
1.5. LUMBAR,. LEFT EXAMTN: 60 & . 73 70 gt 0 70
- Inti;ﬁ.‘;al.thickeniﬂq/me\:iiai nypertrpohy: - - i - - - -z
vagscular
- €xust ) ) % 1 : z 3 2 3
~ Inflasmation: deymis 2 2 3 8 3 g 27
- Iaflammations subsulis 3c 3 49 4% 17 53 54
~ Hyparplasia: spidesmis ' - - 1 3 i el i3
— Erosion: epidersiis - - 2 - - - - - -
- Ulgezation: epidermis v - - - 2 - i 3
- Fibrosls: dermi=z 7 3 - 2 7 S € 23
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Table 16 Incidence of Animals with Non-Neoplastic Leslons by Organ/GrouplSex

All Aqimals

DOSE GRoUR 1 2 3 4 5 6 T
HOMBER OF ANIMALS EXAMINED 60 60 T 74 L] 70 70
.8, LUMBAR, LEFT C‘Gﬁ'ﬁf"ﬁ. i 50 6 79 ¢ kL) TG
~ Fibresis: sdbcaus 2% i1 22 44 B2 52 &3
- Eé;;eneraf;isn: pén’:iqulc-& muscle 1 1 1 £ & 24 44
- Cief‘_“ - - - - - - 2
- Edema: subsutis 4 3 2 2 5 § .5
- HemorYhage: subcutis ¢ 8 ? £l ] 8§ £
- Lﬁﬁaﬂmtiom‘d&:qene:atiaﬂ.’ne.::osis: - - - - - - &
vagcular
I.8. LAR{B;’&K," RIGHT . BXAMIR: &8¢ &6 T 9 E] TG It
“ Intimal thicksning/medial ‘hyperryopity: 2 - 1 - - - 3
vasoular
- Lruss 2 2 1 4 z 4 3
= Hillewmation: desmis & 4 z 4 3 3 ¥
- Ioflamsation: subcukis 26 31 39 45 43 45 5§
~ Hyperplasia: epidé‘:t@ig 3 “ - 3 2 - 2
~ Brosion: epideriis - - - - - 1 -
« Ulcerstion: epidermis - - H - - - 2
“ Fibrosis: dermis 3 2 2 2 3 4 21
- Fibrosis: subcutie i3 135 % 44 i 58 65
- Degzueration: panniculus musecle 2 - 2 2 5 27 4%
~ Bdens: suboutis a 3 1 5 & g 8
- Hemouchags: subcutis 8 R:| 31 1-‘57 3 1z 2
- Iafismmation/degensrstion/necrosis: - - - - - p 4
wascnlar
- Cyst: epidermal - - - - 3 - -
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Table 16 lncidence of Animals with Non-Neoplastic Lesions by Ofga'nfGroupISex
' Alt Animals
) FEMALE
DOSE GROUP 1 2 3 4 5 3 7
HUMAER OF ANIMALS EXANMINED [+ €0 76 70 ki 70 10
1.5. SCABUZAR, LEFT ERMiN: 80 6 e 19 16 10
-Dz!:.,*a.al thickening/medial hypertiophy: = - ~ - - L ‘ f
vagcalay
« Crugh 1 % & 2 6 ] 17
~ Inflammation: dermis v & 5 3 13 15 13 3
- Inflagmatise: subcuiis . o 28 2% 33 E¥ 47 ‘ 43 %7 )
“ .Emrélasia: epﬁde:;mis . 4 1 ki » 3 g i 26
- Erosion: gpiﬁaxmis‘ - - 1 - - - 3
~ Gloeration: é‘gi-ciem*_a - - < i L 1 3‘
~ Fibrozist dermis 4 3 3 3 5 g 1%
- Fibresis: subowtis 14 ) 1z 1t 26 41 5
- Ségene::af:iena parniculus suscle Z - 1 - z 8 1&‘«“
« Clafs , ' - - - - - - 3
- Edema: Qermis ' . 1 - 1 - - 2
—- Bdema: subturis ‘ ‘ 2 e 3 ? 7 % &
- ﬂmozrhmé‘: subutis - ‘ & g “ E ig g i1 3
- I‘ﬁfl-ﬁwmacion!d%geaéﬁatiom‘nec:asis: - 1 1 - L - 1%
wascnlyr
.5, SCRFULAR, RIGHT BRI 60 66 30 e 70 g6 10
- zaﬁimal thickenlng/medial nypertzophy: - - = - - - g
vasculas
- Crust v ' - 2 2 2 4 12 32
~ Iaflammaiion: dermis 8 7 @ 1 K 14 17 35
- l}nflamtion: 5ubcnt_;is - 7 2C 24 7 3s 4% 28 53
t ~ Hyperglasia: epidegmis ) " 3 i & 3 s 13 a1
« Brosion: epidé:mis z I - - - - 1 z
- ulcerati;cn: epiderais z - 3 1 z 3 2
- E‘ibmsi»a: d&:h‘*m‘is ‘ ' 7 1 3 4 7 15 34
- ?:;ibrnsis: subcatis 2 5 13 13 ig 25 €2
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Table 16 Incidence of Animals with Non-Neopfastic Lesions by OrganiGrou plSex
Al Animals
FEMALE
DO:SE GROUP 1 -2 -3 4 5 € ?
HUMBER OF AMIMALE EXAMINED . 60 _60 70 70 70 TG 94
1.8. SC,-’-,PUL&R,I ;IGHT CONT* &, (34 (3o TS ) Fo TC H 30
‘— Degensration: ramniculsgs muselis i " - 1 1 2 23
- inf lamration/degenerationinesresin: - - 1 - 1 2 14
wascular s

- Qlett - - -~ - - - 2
- Sdewma: dermiz - 1 - w - 2 —

o » Bdaka: subcutis & 2 4 4 g 4 &
- Hemorrhage: dersis 2 2 -~ 1 “ 3 =
=~ Hemorrhage: subocutis 3 4 £ & £ & 3
= ZSUNIM BXRHIN: &0 &5 39 w0 79 TG 76
- Rayloidosis 4 3 5 4 2 7 2
- Hemorrhags - - 1 - - 2 -
- Nevrosis: lymphoid (SaLT) - - 1 - - - -
- Exosion - - - 1 - i :
- Hiema - 1 - - - - -
- Bolyasteritis - 1 2 - 1 3 2
- Divertioulum - - - - -~ 2 H
=~ Angiectasis i “ - - - - -
- Ulceravion - - - 1 - - -
-~ Inflammebtion - 1 - . - - -
JCINT EXHL i’l‘l : - i - 1 - - -
XKinkey ERAMIN: X 50 70 EL 6 kf:) kit
=« Polyarteritis 2 . K] 3 3 3 2 2
- Heparopathy 24 32 37 38 32 22 =
- Dilatstion: tubular g 8 13 12 1o 4 3
~ Degensrabioesn: c-abulaé - - i - - - -
» tiineraiization: tupylar - - L] - - - -
- Depzeits pigment: tobulae - L - 2 - 1 -
- C‘g#t 3 2 3 [ 1 1 1
~ Inflammation: interstirisl 1 - i 3 2 - -

- amyloidas;i:s 8 12 18 3 1€ 14 i
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Tahle 16 Inciderice of Animals with-Non-Neoplastic Lesions by Organ/Group/fSex
All Animats
FEMALE ,
DOSE GROUR ' _ ' 1 2 3 . s 6 )
HUMBEEX OF RNIMALS EXAMINED 3] &0 16 Ei 70 70 Ta
KIoweY CONT'D. 60 i%) 74 EL » 0 15 K
- Pyelitis/pyelonephritis . - - - i - H “
- Dilatation ‘ pelvis z g 3 3 3 4 2
- Waorosis: pspiila - 1 - i L - -
« MNecrosis - - - i - - -
- heno::_‘:zage = - - 1 1 - -~ e
~ Hysaiine droplas: subular -1 3 val 4 q & 4
LACRIMAL GLRNWD EXANIN: 57 5% 3] i kil %] 7G
- soyloidosis i = 2 2 2 i 1
= Inflammation - - - - - - 3
« Hecrosis - = - - - 1 “
~ Alté‘zaticn:. havderian gisad +r - ¥ 5 zv 4 & )
LARYEX EXEMINT &0 50 10 1% 70 70 70 % “"\;
- Inflanmation & & 10 8 s 2 4
- Y
~ Dilstation: submucosal glands - - 1 - - - - 8
- Hyperplasis: epizhelial 5 4 4 P L - %
= Hzmorchage - i ) - - - = - 5
- Polyartarizis ' - - 3 2 - 1 i O
~ tmyleidosis 4 i 1 37 3 1 2 '8
LIVER EXAMING &0 &a 0 v‘m I I | 24 <
- Hypeotrophy: ceatrilobuiax - - i 2 z 2 3
-~ Basophilic cell focus » - z - P - 2 1
- Bosinophilic call foous : 3 - Z - -~ z -
- Amyleidesis ) 5 3 - ? i2 g & &
- Inflammation: grapulcnatous - 2 - 1 - - 2
-~ Inflammstisn ‘ 1 Io- - 1 i 1 -

% ¥
Wi
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Table 16 Incidenca of Animals with Non-Neoplastic Lesions by Organ/Group/Sex
AH Anirrals
FEHALE

‘DasE crove o . Y 2 3 a4 s & 7
RUMBER OF ANIMALS EXAMINED 60 €0 TQ 26 TG 70 Ta
LIVER - CONT D, 60 -1 K kg ki 7Q 1a
- Inflammation: f:apss_:la:“ ‘ - e 1 = - - 3
- Kecresis: single ceil i E 3 4 3 1 3
~ Heurosis 1L i3 vll 12 ‘.10 ) 12 4
- :r;:ﬂ_\as:;l EILOLie figures - - 1 - - I ﬂ_"’ %
T Hematopoiesis: ﬂeduil&;r*:.' 8 7 S 14 i1 iq z
- ’v‘@tﬁol_aliﬂkiz zentrilebeisr - - - - 1 - -
« Yacueistion: bapatocellvlar - - b - - - -
- Angiagrashs - 1 - 1 2 2 -
T Cyst: biliary 1 - 1. b - - -
- TensEx@ lipidosis % 2 g T 2 2 %
- Hyperpiasia: hii% duct B - = - 1 - - -
- Hypervrophy: bils a‘u'c:: i 11‘ - - - - - -
- Raa-:t;ive sinuscidal lining cells 1 - - - - - -;«
LunS | BEAMTIN: &0 6C ki 42 79 T 7‘0
~ Hyperplasia: Brenshisioalveslar 1 1 2 - i 3 2
~ Macrephags &cc‘.::r:;atier: 12 R i3 12 11 10 3
- Hizziooytosis g & { g 3 z [
- Inflacarion: b:wscnas}.véour ‘ - - ‘2 - -~ - -
* Iaflasmation: interzcitial 7 ] § K 13 5 2

W— Inflammation: pzrum R 1 2 2 i z kS Z
= Heworrhage ‘ 8 ES 3 2 it .4 =3
= Tnrocbasnis k3 - - 2 - i -
- ZAmyloidosis - - - - i - -
- Polvarteritis - e 3 - - - w
LYNER %ODE : BXAMIN: 22 29 2g 2z an 2% 28
- E:r:yth:acy;osia!ﬁumo:r..age: FITBETSY 2 £ 4 3 € 3 7 5
- Plasmacytosis 5 g 7 12 1z 7 7
- Zzmatapoiesis: ex::a_meduiia::: 1 - z & 1 - -
- Hyperplasia: lymphoid 2 kS ¥4 - 2 z 2
-~ Polyarteritis ' - - 2 2 1 - H
- Inflasmation - - . - - x i
~ Dilatstion: sdpusal wich or withous T - - - 2 - “
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lncidence of Animats with Non-Neoplastic Lesions by Organ/Group/Sex

AdoD ejqissoq Jsog

Tabie 16
All Animals
FEMALE
. DOSE. GRGUE 1 2 3 < 5§ 3 k]
RUMBER OF ANIMALS EXRMINED [ &0 T4 16 kil 70 70
congestisn
L. NODE MAKDIZULAR BRANMIN: 6 &4 &4 62 -t 63 &4
. Hyparplasia: lynphoid - - i 1 - « -
- Plaamagplosie - : 4 g 3 3 -
« #myloidosis 1 - 3 - - ’L._ -
- Erythrooyrosisshemorchage 7 ) ic 1¢ 7 7 &
- Polyavterieis - 1 - - - - -
L. BOLE MESENTERIC SHAMER: &9 €3 T &% 7‘{; %8 70
- iay;;ezgla.sf:a: lymphoi - 4 i - i 3 1
- Amyleidasis 4 z » 3 3 1 2 %
~ PLESCECYRGELS i - z & 1 2 T2
- B;:yv:hz'ocyecs:‘sf‘lﬂemorrhage 23 23 35 Z5 3z 23 25
- DMlatation: si‘rms.aﬁ wiih oy 'etithcuﬁ i - ~ i i - -
congestion
- Hemat&pgiesﬁs: extrameduliacy 3 2 5 3 3 1 -
~ Inflammatios T —v - 1 1 3 1
=~ Polysrtaxitis - 4 3 - % -~ 3
- Thrombosis I - - - - - -
MEMMARY GLANKD E¥AMING 56 58 58 59 3 6 m
4 R»::'é&aie.: decgs sndfor elveali el -1 14 28 ' [ i53 -
~ Hyperplasiz 4 - 1 1 » - - -
- InZ2amREtisn - - 1 - - - -
HUSCLE SKELETAL TXAMING 60 ss 58 63 P 70 10
- Deqen&ra:ionlneczﬁds: ‘mynfi':mt' - 4 - 2 2 3 k3
—- Inflamumtion - -4 2 3 2 - -
MUSCLE SEELETAL MISC : SXEMIN: -~ 2 - 1 - 1 1
- Hemorrhaage _ - 2 - i = - -
- ingla_mﬁicn - - - _ - l‘ .
RERVES OBTIC . EXAMIN: 59 3 70 $8 56 &8’ 58
- Infiammation ' - w - 1 - - —~
KRERVE SCIATIC EXAMIN: 50 gy 70 69 M T 78
- Degeneraticn: nerve Fiber - 3 15 28 11 @ 2
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Table 16 Incidence of Animals with Non-Meoplastic Legions by Organ/Group/Sex

All Antmals

FENALE
DOSE GROUP 1 2 3 4 5 -4 ?
HUMBER OF ANIMALS EXAMINED &0 €0 70 70 T0 79 T0Q
OVARY TXAMIN: &0 a¢ 70 79 70 TQ v
- follizsuiar 13 el 22 27 22 1s 13
~ Dilavationfcyst: buzsa 30 ra 37 32 37 3: X
- HEporrhage 1 - : 2 - 1 L
- Amylolidozis 4 s 3 4 § HE) 4
= PFolvartsritis s E 8 6 8 b1 =
- Iafismmation 5 3 3 s 7 a "1
- Hyparplasia: tubulostromal - 3 H 2 2 2 -
- Hecrosis - - - 3 - - -
An-gd.ect‘asi:v. 2 i 2 3 1 i 1
OVILHBCT B EXRMEIN: E':a‘r én R T T8 9 69
m-« Cwss 1 w0 L 3 1 - -
~ Polyarierisis - X 3 1 '1 - -
- Iaflammation E,v 3 2 Z 3 i z
~ dyloidaosis 1 - E 2 z 1 -
- Hypergiasia - - - - K e ”j—
PANCRERS THAMING (34 &8 70 0 TG ué:?: 343
~ amyleidesis ‘ ) 4 2 3 4 5 2
- Infiammation 1' 1 4 3 z - 3
- ?elyat.t-f.:rz:u; - - 4 Z 1 1 1
- Micerziizaltion: vascular 2 - 3 - 1 i -
T;"&Cuclat zo;n - = - - 3 1 1
~ Throwbozis: - - 1 - - - “
- Nacrosis - - 1 - ~ - -
- Dilatafion: duet - H - 1 1 i L
- Hemorrhaga - - - - i3 - -
=~ Atrophy: scinar cell - - 1 2 S - <
PARATEYRGID GLAND EXAMIN: 33 i3 ¥ 33 4’* 51 44
- Amyloidosis 3 7 : < g 3 P
- Wacrosis - - 1 - - - -
- Hyssrplasisz LT - 2z - H - -
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Table 16 Incidence of Animals with Non-Neoplastic Lesions by Organ/Group/Sex
All Animals

DOSE GROUP ' i 2 3 % s 6 7
HUMBER OF ANIMALS EXAMINED . 60 &0 70 19 70 39 T0
BITULYRRY ' BURMIN: 58 65 838 G 83 &9 ‘ 57
- Hypsrplasiz: pars distalis 2 1 i - - g . -
~ Hyperplasia: pass intermedia 5 - 3 - - - z
-~ Hamoyrhage 1 1 - - - = -
- Throubosis - - - 2 - - o
_» Polyarteritis b1 \ n 3 - - - w’ ) .
EECTUM BXAMIN: - - - 1 - - -
- édem - - - 1 - - -
SRLEV.GL. aMDIBULLE TREHLIY: 532 5% 10 49 G 2 I
- ’r:f;:loiﬁasis 2 H 7 F 2 3 3 2 o
- Tolyarteritis - i 2 - - - “ . gi
= Inflowmation - - - - - - 1 -
$KI£¥ ) SEAMIN: 83 &8 0 ¥o i ki L C%
- Enflammstion: dermis ' - 3 2 2 3 2 1 (o} )
. : —
- Inflammacion: subcatis ) - S & § & & 11 )
~ Inflammastion: wascular - - N Z - i - , Q
- Erosion: epidexmis ~ - 3 - - - % [e]
' <
~ Ulearatian - - “ - - 2 -
= Edama: mubcutis 4 H 5 & 3 9 5
" nawloidosis - 1 - . - - -
SEIN MISCELLANEQUS . BXAMIN: G ] 14 18 10 1(3‘ 16
~ Cy¥3t: epidermzy) » v - 1 3 z 3 - -
- :.nﬂarémaﬂen _ P 7 13 12 1 1e 15
~ Hmmorrhege: gsubosutis 2 - - - - - -
SPINAL CORD CERVICAL EXaMIW: - &0 3G TG ta 34 7a 70
- Inflamawabtion - - ¥ - - - -

- Dlaration ' - E = - - - C -
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Tabfe 16 Incidence of Animals witlé_z Non-Neoplastic Lasions by Oegan/Group/Sex
All Antmals
EEMALE

DOSE GROUPR 1 2 3 4 5 [ 7
NUMHER OF ARIMALS EXAMINED (3] [:4] 70 TQ 10 1o 7
SPLEEN EXEMIN: 60 €5 7% 76 ¢ g 70
= Amyrleidosis . 5 Z 2 it il I} &
- Anygisctasis - - ~ 2 1 - -
- Hematep@i:‘;&i.’:/azi:amadu_ua:; i imcreazen 3z 2% 31 10 18 15 43
- Eypzrplasia: lymphoid 3 - H i 3 i
= Atvophyinecrosis: iymphcid 2 2 3 £ 2 3 1
- Inflemmation: capzular - 1 2 - i - 3
- Polyarteritis - z 1 - 1 - -
- Necrogis - 2 3 - - - ~
= Thzombonis = i - - - "—MN—- -
- Amvlotdosis 3 k] : 4 4 ki -
- Hemorrhage - - - - 1 - -
~ Inflammatien i 1 i 1 1 1 -
~ Brosica: glapduwlar pwoosa 5 3 & k- ] 4 $
- Mine:al.iz&tioﬁ - z - - - - -~
- B:Lya.tté:itis 1 4 9 2 Z 3 3
- T¥st: squamous 3 - - - - - -
- Zdema ‘ H - : - 1 1 2
SUBCUTANEOUS TIssus EXAHIN: % S $ g B -5‘ 5 3
- Inflamiracion ‘ - H 2 5 1 g 1
- Bdéms . z L 1 2 1 3 2
TAIL BXAMIE: 3 - i 1 - L 1
- Infiammacion:.vascular - - - - - - 1
= Inflakmacion - - - 1 - - -
THORAXY EXBMIR: H i 1 ~ 3 ] -
THEMUS EXEMIN: £6 51 84 ) 26 131 62 €7
- z‘atrop;;}*fnecroﬁis: lya;lpi‘-o:&d: 25 28 38 22 30 3L A%
~ Byperplasia: lyephcid 4 3 -3 2 8 5 S
- Polyartarvitis 2 7 & 5 3 2 b3
- Amyloeidosis - - 1 - 2 - =
- Heaorchage . -2 i £ - 3 3 1
- Rerrosis - - b1 -~ ~ - -
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Table 16 Incidence of Animals with Non-Neoplastic Lesions by OrganiGroup/Sex
AH Andmals
FEMALE
vbosr; GROUE : 1 2 3 4. 5 [ T
RUMBER OF ANIMALS EXRMINED [:1¢} 60 T K] 1q 10 To
?Hffﬂﬁﬁé BRMMLE: 8% 52 10 TG 78 TG Ta
- ?uﬁy.f;c-idaais q 3 [ m 11 £l ?
-~ Hypsrpiasia: C-gell - - - V - - - i
- Hyparplasid: fali.icula. Gell - - - - = - 1
- ;’.rzfl‘a:rmiticr'; - - - - 1 - -
- Polysrtecitis - - 2 - - 1 3° b
TOHGUE B Efﬁmﬂ?& H &0 &6 4G ki T 70 T
- Enfl._amat.irm 2 - 1 - 3 2 7
-~ E;a-ig*a;‘tazétia 1 2 8 2 i 3 2
- Edesma . ‘ E i = 1 - i -
TRACHZX BXAMIN: ' &0 G £9 &8 ‘Q B 75 7 ; o
- Inflampeation: paritrachesa - - - - - 1 - 8
URETER EXAUIN: 2 4 2 z 1 1 1 -5 )\
- Dilatation 1 3 i b 1 - - 8 }
- Hyperplasis: transitionsi cell - 1 - 1 - - ~ (o)
URIVARY BLEORER ‘ EXALIE &4 & 0 éﬁ 1 30 &9 6
- Hyperplasis: sracsiticemal cel ‘l - H 1 - z b3 Q
- Inflarmation 17 13 26 26 18 17 27 ke,
<
- Diiavarion 2z M P4 z - )3 2
- Hamorchage - - - - 1 - -
- Fblyarte:itia 1 3 2 1 3 1 3
UTERUS Ex&ﬁm : &G 60 9 8 s 70 "‘3
- Byperplasia: eodomstrial 1 - - = - - -
- Hyperplasis: epdometrial cystie 83 52 S:! 62 £3 v‘_-_s? ' 64
' - Hyparplasia: endometrizl strams 3 & 14 ig 15 Z1 2z
- F:&lap-sa - - : - - - -
« Polyartaritls 1% 2L - k1] 23 23 i 12 -
- Angis=ctasis 16 # 7 1G 15 & 12
- inflammation =34 2 E] 1s -13 S @
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Table 16 Incidence of Animals with Non-Neoplastic Lesions by Grgan/Group/Sex
All Aplmals
MMHER OF ANIALS EXASIINED @ & 1 e
FJ'}'ERL?S 7 CONT* D ‘ &0 . &0 Ni TG ‘ g 39 G
- Amyloidosis - ! 2 » 13 » 1 1 -
~ Throwbosisz - 3 - . _ 1 .
VAGTNA EXAMIN: 53 5% 70 63 ¢ ;c‘ kL]
m- Hémorrémére - - - - - 1 -
- Polyarteritis 3 3 & g 2 2 2
- Inflarmation - 1 - i - - ~
ZYMBAL'S LLAND EXAMIN; 3 B4 T K] W ki ki
~ hmyloidosis - & 2 3 [ 5 [ k1
~ Byptrplagia - i i T 2 ' 2 v 1
- ?cl varcericis - - | 1 - - i . t
- Inflammstion ‘ 1 - - i i - 1

2.6.6.6 Reproductive and developmental toxicology

Except a rat s.c. fertility study (23171 RSR) using lanreotide autogel formulation being
reviewed in this section, all the following resubmitted reproductive tox studies with
lanreotide acetate have been reviewed under — ,

e Fertility study by the subcutaneous route in the rat (seg I) (434/184)

e Fertility study by the intramuscular and subcutaneous routes in the rat (seg I)

(434/169)
* BIM 23014 - Dose range finding study by the subcutaneous route in the
pregnant rat (18991)

» Teratology study by subcutaneous route in the rat (seg II) (26791 or 434/099)

e BIM 23014 - Dose range finding study by subcutaneous route in the pregnant - -
rabbit (18891) .

* BIM 23014 - Teratology study by subcutaneous route in the rabbit (seg II)
(26691 or 434/098)

Fertility and early embryonic development |

Study title: Study of Fertility and Early Embryonic Development to Implantation
by Subcutaneous Route in Rats :
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Key study findings: N

Lanreotide autogel formulation was s.c. dosed every 2 weeks at 4, 10 and 20
mg/animal/injection to male and female SD rats, from pre-mating through mating and
until sacrifice (males) or until Day 7 post-coitum (females). 20 mg/animal/injection was

poorly tolerated at the injection sites in all males. Transient soft feces were noted in all
treated groups after each dosing.

At 4 and 10 mg, lower body weight gain and FC in both sexes and lower ovulation and
implantation parameters in females were considered to be drug-related effects. In males,

none of the fertility parameters were affected. NOAEL for female fertility was <4
mg/animal/injection.

Study no.: 23171 RSR

Volume #, and page #: Vol A3.88, and pages 1/470 to 470/470
Conducting laboratory and location:

Date of study initiation: 03/19/2002
GLP compliance: yes

QA reports: yes( X )no ()
Drug, lot #, and % purity: Lanreotide Autogel, batch # P 85776 (syringes pre-filled
with a solution at 0.246 mg per mg of supersaturated solution), and purity n/s.

Methods

Doses: 0, 4, 10, and 20 mg/animal/injection for males; and 0, 4, and 10
mg/animal/injection for females

Species/strain: rat/SD

Number/sex/group: 24/s/g

Route, formulation, volume, and infusion rate: subcutaneous injection with

lanreotide autogel formulation (pre-filled syringes) at dose volume as shown in the table
below: .

Quuntity w
Dasc-level . ] .
. , Numiber of {eugianemal, Volume .. Cof gel Giradhuation ) 8
oup - nals injoction! administered”  yyminrstered nun\bef on Awmal auenbers =t
(:*.I()‘.‘u) amumal {pl.) sanimal the sviinge : o
(£10%,) (mg) 8
1 2males ' N ( L2641 t0 220764 %
L . } -
placebo 24 laimides ) é’(nh‘)l 0 Z’(l')l 4 6
24 nimles /"(|76q to z*msx
2 1 is 166 | O
"4 lLlll..ll(.\ . '/’h\)l S10 726928 o
. ’4 ka\ | ; 06 /"(~7}\° o 226812 3
3 1] 3 REN 2s
"-1 h.nu(u. Z269349 10 226962
qea "4 malcs ) 20 73 -\'l.l 3 22681310 726836

o T— of pure Lanrcotide active uu,u.du.m Llll‘[l.\pUIIde o 16,6 my (=100 of \uerﬂturnk_d
selution {data supplied by the Sponsory. :

**: males from proup 4 were premazturely kitled alter (he second injection due tw severe tocal intoleeance.
Conscquently, it was decided 1o dud not ocder females of the group 4.
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Satellite groups used for toxicokinetics: none
Study design: each animal was given dosage form once every 2 weeks, according
to the following schedule:
Males:
¢ 3 months before mating,
e During the mating period,
* Until sacrifice (after hysterectomy of the females).
Females:
e 2 weeks before mating,
e During the mating period, :
* During pregnancy (one injection maximum) or until sacrifice in unmated
females.
Parameters and endpoints evaluated: Clinical examinations included morbidity
and mortality, clinical signs, body weight and FC. During mating, estrous cycle was
examined daily. Terminal examinations included seminology in males, hysterectomy in
mated females on day 15 post-coitum (corpora lutea, dead and live embryos, early and
late resorptions, and implantation sites). For females failed to mate, they were killed 7
days after the end of mating period and the presence of possible implantation scars on the
uterus was checked. Gross and microscopic histology was assessed on all animals.

Results

Mortality: All males receiving 20 mg/animal were killed prematurely due to severe local
intolerance after the second dosing. No mortality was noted in C or 4 and 10 mg/animal
groups.

Clinical signs: Injection site reaction (thickness of the skin, scabs and areas of hair loss)
or even abscess was seen in all dosed males and females at all dose levels. Transient soft _
feces was noted in some of the treated males

Body weight: A dose-related, moderate lower body weight gain was seen at 4 and 10
mg/animal during the treatment period in both males and females. Mean weight gain |
24 and 31% for males at 4 and 10 mg/animal, respectively.

Female pre-mating weight gain (Day 1 to 15): | 54 and 79% at 4 and 10 mg/animal,
respectively,
‘Female pregnancy period weight gain (Day O to 15): | 24 and 29% at 4 and 10
mg/animal ' :

Food consumption: FC was lower in treated males and females.

Male pre-mating FC: | 10 and 14% at 4 and 10 mg/animal respectively,
Female pre-mating FC: | 9 and 14% at 4 and 10 mg/animal respectively,
Female pregnancy period FC: |10 and 16% at 4 and 10 mg/animal respectively.

Toxicokinetics: not performed
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Necropsy:
The following gross findings at injection sites seemed to be due to the s.c. dosing of the

long-term release formulation:

Males:
Greyish/whitish nodules and/or scabs were observed at the- injection sites for the great
majority of treated animals, as follows:
e 16/24 animals at 4 mg had greyish/whitish nodules and 6/24 had scabs at the
different sites of injection (sites 3, 4 and/or 5).
e  23/24 animals at 10 mg had greyish/whitish nodules an 9/24 had scabs, at the
different sites of mjeetlon (sites 1, 2, 3, 4 and/or 5).

- Females:
Whitish nodules and/or scabs were observed for most of the treated animals:
e 12/24 females at 4 mg had whitish nodules and 16/24 had scabs at the different
injection sites.
e 22/24 females at 10 mg had whitish nodules and 19/24 had scabs at the different
injection sites.

Other organs:

The testis were reduced in size and/or soft in 1/24 males at 4 mg and in 1/24 males at 10
mg. The epididymides were reduced in size in the same males. The seminal vesicles
were reduced in size in another male at 10 mg. However, due to very low incidence of
these findings, it may not be drug-related changes.

Morphological examination
No treatment-related abnormalities of the testis and epldldymldes were found in the
treated animals.

- Fertility parameters (mating/fertility index, corpora lutea, preimplantation loss, etc.):

The mating index (number mated/number paired) was similar in the control and treated
groups (96 to 100%). The pre-coital interval was similar in the control and treated
groups The estrous cycle was not affected by dosing.

The number of corpora lutea decreased significantly in a dose-related manner at the 4
and 10 mg/animal/injection dose levels. This change was correlated with the lower
number of implantation sites at these two dose-levels. The pre-implantation loss was
significantly higher.

Because of fewer implantation sites, the number of conception per female was
significantly lower at the 4 and 10 mg/animal/injection groups when compared to the

-control group. These lower hysterectomy values were outside the range of the testing
lab’s — , historical control data. ’

The post-implantation loss (dead fetuses or resorptions) was similar at all dose-levels.

\ B
Nooiper”
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Dose-level (mg-animal:injection} 0 4 10
 Fairs on study n i2| k2 -
Paired males + fenules n M- - 242y M-
Pairs able to mate n B n B X!
Maning index i 100 92 100
Mean aumber of days of pairing
before mating . n A 203 3150
Pregnant female partners n . M 22 N
Fertiity index 4 1nn 100 100
Fenules with fve concepti 1 4 n 4
Giestation index “ 1o w100

Hysterectomy parameters (mean per pregnant female)

Daosc-levels (mg/animaliinjection) 0 4 10
Females at hystercctomy 24 22 24
Corpora lutca

. total number 413 RHU 312

. nuinber per female 17.2 PLEPF*® (-18%)  13.0%%*% ( 24uy

Implantation sites

. tatal number 31 260
CLLRTHE (L26%) 11205 (200

268

- number per female 159

Pre-tmplamation loss .
32 MIFEE (+5000) HE (1T

. total nmber 32
Mo T3 16.1 : 14
Concepi
. total number 372 249 260

155 TL3*¥* (-26%)  T0.R**% | 30%)

. number per temale

Post-unplantation loss

. wial number 9 il -8
. %% of mplantation loss 24 42 3.0
e 0.000 -

44 pOH
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Seminology: The very slight number and/or absence of epididymal and testicular
spermatozoa recorded in a male (# Z26772) given 4 mg/animal/injection and the male (#
726805) given 10 mg/animal/injection group was probably the consequence of the
markedly reduced size of testes and epidydimides recorded at autopsy macroscopic
examination. Since this finding was isolated and not dose-related, it may not be a drug-
related effect.

The motility and the morphology of the epididymal sperm was similar in the control and
the treated groups while the number of spermatozoa was minimally (] 11%) and slightly
(116%) lower at 4 and 10 mg/animal/injection, respectively, when compared to the
control. The testicular sperm heads as well as the daily production of sperm was:
minimally lower at the 4 and 10 mg/animal/injection when compared to the controls.

"The mean seminology parameters are summarized in the following scanned table:

Senmology patameters

Dose-levels {manimal/injection) 0 4 10

Epididvimal spenn

s oo

Spermatozoa (107 /mm’) 333 475 (495) 445 (361) ‘(R ~.
-y

% from control i -13 g i
Motility (% motile) 90.3 85.6 (89.36) K8.3192) %
Normal morphology (%) 96 92 (95.7%y 92 (95.82) (-D-
Testigular sperm _8
Sperm heads (10%p of testis) 150.2 1379(143536)  132.4(137.8) <
% fmm‘ contraol - -4 -8
Daily sperm production _ 216 225(235) 207(22.0)

(10%p of testis/day)

“% from control -4 . S

fn bracket: the caleulation did not ke sae account the date of e nmle 226772 given 4
mgniaakiajection and one male $22650%) given 10 mg-aanmalia m)urum which had drumatically lower

_number ol epididymal and teticular spermatozoa.

2.6.6.7 Local tolerance -

Study title: Lanreotide autogel — Local tolerance study following repeated
subcutaneous administration in the rabbit (study # 434/270)

%, N
S’
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Methods: _

Local tolerance of lanreotide autogel formulation in the NZW rabbit after repeated s.c.
dosing at a dose level comparable to the human therapeutic dose (kg equivalent) was
tested. 6 male rabbits received s.c. dosing of 10 mg lanreotide autogel in a volume of
3545 pl every 4 weeks on days 1 (site 1), 29 (site 2), 57 (site 3) and 85 (site 4).
Morbidity/mortality checked twice daily. Each injection site was examined once daily
for the first week after injection and then once weekly. All animals were sacrificed 14
days following the last injection (i.e. day 99), and all injection sites were fixed and
processed for histopath evaluation.

Results and Conclusion;
 No mortality occurred during the study period. Following each injection, a _
 decreased food intake was noted, which led to reduced fecal output and a lower
weight gain or a loss of weight (could be a pharmacologic activity of the drug).
- ® Grossly, induration, erythema and edema were major detectable local reaction
to the treatment:
- induration noted for in all animals (most scored. 1) persisted up to the
last day of the study (day 98),
- transient erythema (grade 1 or2) was only noted for 1 to 3 days in
several animals after the 1% and 3™ injection,
- transient edema (grade 1 or 2) was observed for 2 to 4 animals from
the day of injection or 1 to 2 days after injection, and persisted for 1 to
7 days. ,

* Histologically, majority of these gross lesions were seen to be cystic areas
containing homogeneous material where the test compound had been deposited
and surrounded by granulation tissue, foreign body giant cells and minimal
fibrous capsule formation. Small focal infiltrates of monocytes and
lymphocytes were observed surrounding the homogeneous material.

In conclusion, once every 4-week subcutaneous dosing of lanreotide autogel formulation
to the rabbit at a dose level comparable to the human therapeutic dose (kg equivalent) in
4 injection sites during-a 98-day period (each site only receive one injection of the 4
dosing) induced irreversible induration, transient erythema and edema at injection sites.
The induration was resulted from drug component deposition and its consequent tissue
reaction including granuloma formation and chronic inflammatory infiltration of
macrophages and lymphocytes. The lesions persisted up to 98 days following the very
first dosing. Longer term reversibility was not assessed in this study.

Study title: Lanreotide autogel — Local tolerance study following repeated
-intramuscular administration in the rabbit (study # 434/269)

Methods: _ - -

The study design is similar to the local tolerance test as reviewed above (434/270) except
the dosing route (i.m.). 6 male rabbits received i.m. dosing of 10 mg lanreotide autogel
in a volume of 35£5 pl every 4 weeks on days 1 (site 1), 29 (site 2), 57 (site 3) and 85
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(site 4). Morbidity/mortality checked twice daily. Each injection site was examined once
daily for the first week after injection and then once weekly. All animals were sacrificed
14 days following the last injection (i.e. on day 99), and all injection 31tes were fixed and
processed for hlstopath evaluation.

Results and Conclusion:

¢ No mortality occurred during the study penod Following each mJectlon a
decreased FC was noted, which led to reduced fecal output and a lower weight
gain or a loss of weight.

e Grossly, slight induration was observed for one (after the 1% and 3" injections)
to four rabbits (after the 2™ injection) for 1 to 7 days. Neither erythema nor
edema was observed.

¢ . Histologically, the gross lesions were seen to be cystic areas containing-
homogeneous material where the test formulation had been deposited and
surrounded by focal granulation tissue, few foreign body giant cells and
minimal fibrous capsule formation. Muscle cell necrosis was noticed around
the cystic material in some animals. Focal infiltrates of monocytes and
lymphocytes (moderate to severe chronic mﬂammatlon) were observed
surrounding the homogeneous material.

In conclusion, once every 4-week i.m. injection of lanreotide autogel formulation to the
rabbit at a dose level comparable to the human therapeutic dose in 4 injection sites during
a 98-day period (each site only receive one injection of the 4 dosing) induced foreign
body granulomatous inflammation, which was resulted from the drug formulation
deposition and tissue reaction intramuscularly.

2.6.6.8 Special toxicology studies None

2.6.6.9 Discussion and Conclusions i
Lanreotide AUTOGEL is a synthetic analogue of somatostatin and is provided in three
strengths (60, 90 or 120 mg) as sterile, ready to use, pre-filled syringes containing
supersaturated bulk solution of 24.6% (w/w) lanreotide base.

Extensive pharmacology/toxicology studies in nonclmlcal species have been performed
with the IRF, MPF, and Autogel® formulations. The results of the toxicological studles
suggest that: :

e The single-dose toxicity of lanreotide was assessed in mice and rats with IRF via
i.v. and s.c. routes as have been reviewed under —— . The i.v. LDsp was
120 - 135 mg/kg in mice and of > 48 mg/kg in rats; the s.c. LDsy was >1200
mg/kg in mice and of >1500 mg/kg in rats. Commonly seen clinical signs in both
mice and rats included reduced body weight gain, decreased activity, prostration,
abnormal gait, decreased muscle tone, edema and scab formation at injection
sites, etc. No histopathology has been performed on these single dose studies.
The single-dose toxicity of the therapeutic formulation (autogel) has not been
investigated.
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* The repeated bi-weekly subcutaneous injection of lanreotide (the therapeutic
formulation) in rats and dogs up to 26 weeks demonstrated that the new
formulation of lanreotide did not induce systemic target organ toxicity. The
chronic administration of lanreotide induced a reduction of growth rate (decreased

“body weight, decrease in weight of some organs) related to the pharmacological
activity of the drug. The subcutaneous chronic inflammatory reaction at the
injection sites was the primary finding in both species at all dose levels tested.
The reversibility was not assessed. There were no additional target organ
toxicities observed compared to prev1ously conducted repeated dose tox studlcs in
the same duration.

e In standard battery tests of genotoxicity, lanreotide does not show any
- genotoxic poféntial.

¢ In2-year carcinogenicity studies in mice and rats administered daily by the
subcutaneous route, lanreotide did not induce or increase the incidence of
systemic neoplastic changes. Significant increase in neoplastic changes with
lanreotide compared to controls was limited to the injection sites, including
fibrosarcoma and/or malignant fibrous histiocytoma. These neoplastic changes
appeared to be attributed to local irritation of the supersaturated acetate salt of the
drug in addition to the highly frequent injection thereby leading to subcutaneous
inflammation and local tissue hyperplasia. The dose selection in the rat study was
not appropriate (HD equals to 1/10 maximum human exposure) and the dosing
regimen was not relevant to that used in humans (daily vs. monthly).

The mouse study was considered adequate although the daily dosing regimen
likely limited systemic exposure. Fibrosarcomas in both genders and malignant
fibrous histiocytoma in males were increased at the high dose which produces 3
times the maximum clinical exposure. Based on the frequency of dosing in mice
relative to therapeutic use, the local tumors observed may not be clinically
relevant.

¢ Fertility studies performed with lanreotide administered by different routes
revealed that lanreotide reduced female fecundity at doses less than the maximum
human exposure. The reduction in female fertility likely to be an expected side -
effect in light of the pharmacological activity of the drug (inhibition of GH
secretion): The fertility of males was unaffected by the treatment, though
seminiferous tubule atrophy/degeneration was observed, but the significance to
humans is unclear. In the female rats at dose levels less than that of clinical
exposure, decreased implantation sites, decreased fetal survival and increased
incidence in skeletal variations (numbers of ribs) were observed. Gestation length
was significantly increased at dose level less than maximum human exposure.

» Specific local tolerance studies with the lanreotide Autogel formulation have been
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conducted with repeated dosing in NZW rabbits, once every 4-week
subcutaneously or intramuscularly at 10 mg/animal in 4 injection sites during a
98-day period. The irreversible indurations were resulted from drug component
deposition and its consequent tissue reaction, including granuloma formation and
chronic inflammatory infiltration of macrophages and lymphocytes. Both s.c. and
i.m. routes showed similar tissue reactions.

2.6.6.10 Tables and Figures (see individual study review)

2.6.7 TOXICOLOGY TABULATED SUMMARY ‘
Two pivotal repeat dose chronic toxicity studies in rats and dogs with the therapeutic
formulation (lanreotide autogel) are summarized in the scanned tables below. Other tox
studies with IRF and MPF have been reviewed under I

'chort Title:  26-week toxicity study by repeated s.c. injection  Test Article: LANREOTIDE AUTOGEL
every 14 days in als

Species/Strain: RatiSprague-Dawley  Duration of Dosing: 26 wecks Study No. 28223 TCR
Initial Age: 6 weeks Duration of Postdose: - Location in CTD: Scction 4.2.3.2
Date of First Dose: 30th Nov. 2004 Method of Administration: -s.c. ’
Vebicle/Formulation:  0.9% saline/19-56 pLiinjcction site GLP Compliance: Ycs
Special Fcaturcs Total of 13 administrations every 14 days; 7 |nJccnon sitcsfanimal. Each injection sitc administered twicc {cxcept site 7, injected once).
Toxicokinctics
No Observed Adverse Effect Level: Systcmlc NOAEL: 15 mgfanimal/administration %
BT B ety T o e <Jg,mm! T 75 maraniot Q
Numter of Anitmals M: 12 ¥ i M 12 ¥l e £::2 M2 - £l
1™ administration . :
Cmax {ngmi} NA NA ; 169 130 140 165 164 %
AUC, (ne/ml).day NA NA 284 245 98 358 809 814 12 2
T administeation ’ o-
Crigx (ngrmli NA Na, 9 1228 1635 2482 2236 25 ?D'
AUC, tagfnt).day NA - NA 1460 sS4 EaTh) 19637 HE 17338
1% adiministration T 0
Cmax (rg/ml} NA NA 55 1620 1373 424 G Rl o
AUC: (ng/md).day . NA NA £713 4460 9833 : 3X918 14230 32917
Number of Animals M 30 __F2 M; 30 ¥;20 M:20 .20 M:20 E 20 e
Noteworthy Findings : <
Dicd & Sacificed Motibund 9 G i 0 ¢ i [ [0
Body woight : g g TR R MUY SOV S LT ST O TP I
Food consemption * 264 f8.1 16,65 30 32 0.6 Ry 28
{gavimaldday) | yaninaléay) N

NA = aot spplicable
1= at the ead of dosiag period. Group meza comtrols and peretint difference fromi coritrols for troardd rats. Statistical diffecenees are based oa the absolute

numbers not bascd an percout differaes
Statisticaf significance: **significant = p<Q.01
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| Daity Dose (aganimal 0 (Conteal) 5 mpfanimal’ 18 mpfanimal’ 1S angfunimal
Nuniber of Animals M2 20 M2 F:20 M: 20 £ 2G M 20 £:20
Clinicaf signs . -
Al injection sites ~
Scabs % E $t - 136 (13 139 139 140
Abscess 0 0 H i 2 1 1 4
Nodules 0 0- 13t 137 140 140 140 146
tnecoase in size o- 0- 1 33 140 140 140 140
Blood Binchenvstsy
Cuicium (ninalty 272 270 258 255" 151 255" 2,55 2547
1 Prosphorus {mrmold) 183 £.28 L7 1.45 142 1.5 1.60"= 42
Glucose {mmol1) 6.94 36 673 .92+ 6.68 6.73% .35 6.86%
Protein (1) 73 76 40 (3344 69*¥ [ XA [ Xand For
Albunyi 37 41 34 360 36 a5 34¢ 36%
AlbuminGlobufia 08 128 ) t.03* 1.08 1.06%* 1.03 109+
Triglycenides {mmaiil) 0.7 0.41 [{R 14 027 039 0.2% 0.39*~ 0.28
CALP (L 199 30 216 117¢ 195 (253~ 179 §374
Orzzan, weihts; Liver 11350+ UG | 666°% | 10527 | 62t~
absgiute {8) 7 relative (% M weipig) i0.33/2,7 9.03:2.92 PR il 12205272 SATe Y At 240t 2.32¢%
Mucriscopic findiniss . o
At isjection siles (neidence)
Pays Fond 9 s § .
oduics g a i 3 [ 10 16 4
Thickeaed subcuttacous tissug Q i 0 Q g 0 [ 2 0
Days 15 ond 113 sie ? : .
Nodules . 0 ¢ 4 3 195 12 19 ' 8
Thickeued subsulaneoos dssuc @ ¢ 1 [ ! [ 1 4
. [ & [ ! a a g a
iid 127 Nige ¥ .
s [ ! 0 ¢ ¢ 17 12 17 |
v 0 { ¢ 9 3 0 ) 0 y
tor i Isiproup {total = 20x7= 144 injcttion sites) :
ignificancs compared with comrols: * slighdy sigeificant = pe0.05, “*significant = p<g.01
ALP = gikaline phosphaiase
Sitz I = thoracic bell; Site 2 = darsat iedt; Sire 3+ ilank left: Site 4 = thonmcic right: Sice 5 » dorsal cight: Site 6 » flank cighi; Site 7 » scapulyr
Dally Dose (mp/amimal ¢ {Control) 3 mpfanimal ) 10 mp/animal 15 mpfanfmal
Number of Animals M 20 : 20 M2 ] E20 M: 20 F. 20 M 20 E: 20
Qays 43 gnd {41 site 4
Nodules 0 ] 8 it 20 19 19 19
Thickened subcutancous tissue 0 0 0 [ G 1 0 0
Scabs [1] 0 [1] 0 1 0 0 0
Duays 37 gnd 155: £itg S
Nodules 1] g i 17 i (6 1% 17
Thickened subcutsnsous tissue 0 0 1 0 ¢ 0 0 0
Scabs 0 4] Q 0 i (] 1 5
Davs 71 and 169: site 6 .
Nodules 0} 0 14 7 18 20 18 13
Scash 0 ¢ 6 10 7 14 14
Nodutes 0 9 3 0 8 1 10 1
Scabs 0 [ 0 [ 0 1 0 1
At injection sites {al{ sites}
Jcanthosishyperkeratosis P P P r Iy |4 P [
| Jcaniuvsis
Bavs [ and 99; site 1. .
Sub granuloma (incidencel 0:20 020 242 n 1414 (D51 15:20 13720
Vasculitis (incidence)} - - - - - - - -
Intimal thickening (incidence) 20 126 213 173 11416 211 13220 15726
Davs 15 and [13: site 2 )
Subcl pus granuloma {incidence) 0720 420 53 25 ter19 13:13 1810 1820
Vasculitis (incidence) . . - R . . . .
intima) thickening (incid 1126 - 1% 34 17419 13713 18720 19/20
Days 29 and127: Site 3
Subcuta granuloma (incidence) 0726 020 56 911 16417 1314 13220 9720
Vascalitis {incideace) - - - - - - <. -
Intimal thickening (incidence) 4720 1120 7 10714 1547 1114 16720 19:20

Site 1= thomcic left Site 2= dorsal left; Site 3 = flank Joft; Site 4 = thoracic right; Site § = dorsal right; Site 6 = flank right; Site 7 = scapular

- = no noteworthy findings
P = gresent
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10 mg/animat 15 mp/aniwual

Daily Doge (mpfanimal 0 (Control) L § my/aaimal
Number of Aninals M: 2 £:20 M: 20 £:20 M: 20 £: 20 M: 20 €:20
Dags 43 and 142 site £
Sube X gy (incidencej 02¢ 1720 83 81 18720 1919 1920 1920
Vasculitiy (e idence} - - 1% = - 1/1¢ B .-
Ttinued thickening (incidence) s20 2§30, T OS& (53] 1620 12419 16:20 20:20
Dqus 57 amd 135 site 3
Sehi granuk incidence) 0720 46:20 1243 1717 20:20 10416 19720 16720
Vasculitis {incidence) - - 316 171 220 1716 - -
Eatimal thickeaing {incidence) 220 - 13/16 10:1? W20 14416 19720 20:20
[
zanoma (incideneet @20 0:20 1316 oz 18719 020 1920 120
Vascutitis {incidonee) . - 17 917 1219 320 420 -
tntimal dhickening {incidence) . 3:20 1120 1447 15:17 19719 1920 1720 20°2¢
Dae 85: site 7
Sub granufoma (incidence) 0:20 029 213 0] 88 0 20 1720
Vascuiitis (incidence} - : - - - - - - F -
intimal thickeamg {incideveel 2] I ] 34 - 5% 1 NG 13724
Prgsence of anubodics (iacidence} 0 | g- [ 9 i0 12 § i il

Site 1= thosacie left; Site 2 = dorsaf Jeft; Site 3 = {lank fef;, Site 4 = thoracie right; Site 3 = dorsal cight; Site 6 = flank right: Site 7 » scapubar
- = yo nogworthy findings

Report Tirle: 26-wack taxicity study by repeated subcutaneous Test Article: LANREOTIDE AUTOGEL
injection every 14 days in Beagle dogs '

Speciew'Strain:  DogiBeagle Duration of Dosing: 26 weeks ’ Study No. 28224 TCC
Initial Ages 6 months Duration of Postdose: - Location tn CTD: Section4.2.3.2
Date of Firgt Dose; 26" Oct, 2004 Methad of Administration: 5.8

¥ehicle/Formulation:  0.9% saline/111 pL-668 pliinjection site  GLP Compliance: Yes
Special Features: Total of 13 sdministrations every 14 days: 2 sites mjected’sdmizistratien. 26 injoction sitosfanimal. Euch injoctivs site adrainistered once.

Toxicakinetics
No Observed Adverse Effect Level: Systemic NOAEL: 120 mgianienaladministration
Daity Basc (mg/animal) i 0 (Control) 60 rufanimal 120 mg/animal 360 wptanimal
Number of Animals L M3 F:3 M: 3 F:1 M:3 K3 M3 F:3
Toxicokinstics: i ]
1% adminisiration {Day £}
Crmax (gl NA NA 4.6 6.3 35.3 734 107 149
AUC, eagiml) day NA NA 178 155 720 m stid ™m
T administration {Day $5) .
Cmax {ngmi) NA NA §2.4 383 720 89.6 262 25K
AUC, (ngeo).day NA NA % ], 28 517 620 1391 1738
15% adminisuztion (Day 1697 '
Coax (ugiml) NA NA 63.2 794 142 11¢ 116 210
AUC, tngmilday NA NA 33 69 634 21 1711 1236
| Nowsvontty Findings
Died or Saerificed Moribund 0 Q a ] [}] G 0 1}
 Body Weight® 97kg Fakg 3.1 +13.1 124 123 31 14
 Food Consumption . - : ' : " - -

NA = not applicatiic; - =no notewarthy findings . .
1 = st the end of dosing peried. Group mean for conirols aad percent diffcrence fram centroly for weated dogs.
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Daily Dase (myfanimal) #{Contral) 40 eigianimal 120 sijyanimal v
Nuniboe of Animaks M: 3 [78) M: 1 E:3 M3 [ K] M:3 £ 3
Chajcal siyns
At injection sites” .
Nodiles [ 0 78 8 % it EE] %
Abstesses 0 0 9 HY 25 20 5 32
Scabs [ [i} 1] 12 2 X 4 3
Sights Liver -
alssolute (2} eelative (%o body weight) 2823268 1 24327 | 2369298 | 21857262 | 24997296 1 2564344 1 29114518 | 2816591
Gati bladder dilated Gaciderce} ju 1 1 0 2 2 1 ) 4
Tnjection sites {incidence)
b amf 2
Nadule . 0 0 4] 6 2 4 3 2
Thizkeaed subcntimeons tissue & 4] i 0 ! ] 3 [
Yellgwish conlents iy (4 0 4 3 1 { (]
ec 3 and 5 g
Naditles ¢ 4 Q ¢ K} [ i ]
Thickened subcutaneowis tissuc 0 ] 1 X 4} 2 3 H
Yeilowish conteits ] [4 0 ¢ g [ i Q
Day 29: sites § ond 6 :
Nodules 0 0 1 2 2 1 3 2
Thickencd subcmtascons tssue 0 U] | 3 1 2 @ §
Yellowish contents 0 ] i 2 1 ! 2 1]
Nodules ¢ ¢ @ 1 { 3 4 3
Thickened subcutaneous (ssue 0 [ 1 4 4 3 3 2
Yellowish contents 0 4] 0 9 9 1 2 i
Noduics 0 0 1 2 4 K] s R
Thickened subcitancoss tissee ] o 1 2 I 2 ! g
Ycliowish conients 0 [y ! 2 9 2 3 2
2 = ot incidence for all anitsals’eroun (loral = 26x3=78 injection sites)
Daity Dose {mglanimal) .8 (Contval) 60 mpfanimal 120 mglanimal 360 mgsaiial
Number of Animais M: 3 F:3 M:3 F.3 M3 F.1 M3 F-3
Dug 71 sitex 1} and 12 ) ) ) ’
Niudubes i [¢] a 1 2 6 N q
Thickened subetanzous tissue [} [ 2 3 1 0 ] 1]
Yellowish contents [} ¢ [ 2 k] b 2
D 85
Nadulex 0 @ 4 ! 6 % 4
Thickened subciutancous tivsge 1] £} s 1 & 2 1
Yellowish contents 0 ¢ [1} 'R 4 2
L0 99: sites {3 and 36
Nodules o ¢ 2 1 0 2 s 4
Thickened subcutazcous tissue ¢ O 1 1 2 4 i o
Yelfowish contenis G 0 1 1 [} 0 h! 2
Dag $13: sires {7 and 18 .
Noduics 1 0 2 2 3 4 5 3
Thickened suboutanedus tissue 0 0 2 ¢ 4 2 1 9
Yellowish contents O Q 1. 3 2 i i 2
Bav 137: sites 19 aod 26 .
Nodutes 0 ] 3 2 2 4 5 5
Thickened subcorancous. tissus Q a [ 1 2 2 t 1
Yellowish contents Q [{] 2 1 } 2 2 2
Doy [41: stres 2L d 22
Nodules q i 2 3 2 4 6 Lo
Thickened subcutaneors tissue 0 S0 2 2 4 2 7 0
Yetlowish contepts [¢ [ H 1 [ 2 i 3
Dy [35.sites 3 and 26
Nodules 0 0 3 5 & g 6 &
Thickened subowancous tissue a [ 2 { ¢ 1 0 [
Yellowish contents 0 [ 2 s 3 3 4 3
Ly 180: sicex I3 and 26 )
Nodules 0 q 6 i G [ & [3
Thickeited subcetancons tissue 0 [ 0 1] 0 ¢ 4] ¢
Yellowish conwents (] [} 2 4 1 4 2 2
-
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Daitv Dosc (mpfanimal) : 9 (Control) - 60 mp/aning 128 mp/aaimal J6¢ mpfaaimal
Nember of Anfmals M: 3 £:3 M3 Fi3 M: 3 Fi3 MY [P
Micrascopic findites (incidencet
Prostate net fully developed - - - - - 2
Kidncy - cortical vasuolated msbular cells . . - . - - 3
Gall bladder - adhesion of intalumiinal
substanee 20 the epithelivm - - - - - - . |
| Lungs - bronehitisperi-ranchiol ity - - - - 1 - 1 3
Injeciion site (incidence)
e §: xitext and 2
Sub tacropliage infil 0 0 1 0 2 o 1 0
Subcutancous granalomatons inflimoution 0 0 2 1 4 2 3 2
Praminent mosonucler cell mfilteation /] [ g 2 3 3 2 !
Granulztion tssue 0 0 [4} [1} 0 0 § o
Subcwiancous fibrosis [( 0 3} [} i 1 t i
Dav 15 cign 3and 3
Subcutaneous nucrophage infiftration g 0 6 [ 1 2 3 1
Subcutaneous graamdgmatous inflammation 4] 0 0 4 2 t i CO
Prominenc mononuclzar celi infikeation [ Q Y 1 1 f 3 i 0
Graiuladon tissac ] 0 4] Q Q 0 G @
Subcutineous fibosis ) ¢ i 1] ¢ 1] 0 ]
Dy 29: sltzs 5 an - .
Subcutanecus. macrophage infiltcation 0 ¢ 2 e 1 ] i H
Subcutancows granutomatous inftammaiion [} ] 3 k) 1 4 & 2
Promincnd mononuckear col infiliration i ] 3 2 2 2 6 0
CGiranuigtion tssuc 0 Q t 0 Q [} n |
Seb Gibvosix 0 ¢ (] 2 Q 0 ] 1
Dewd X sives Zaml 8
Subcutzncous maceophage infilzration i 13 0 ¢ 3 0 0 0
Subct m intk [ { 3 ! 2 3 & 3
Pruninent mononuclear cefi infiltration [t} [d 2 1 1 3 E 1
Crauuiation tissue 0 4] [4] ] 0 [y ] [
Subcutanacous fibrosis 0 0 i i 0 i} { 1
- =0 noeworthy lindings [ o]
 FDaity Dasc (mganimsy) 8 (Controh) 60 mp/agimal 120 mygariimal 350 fmat O
Nutsbor of Armals ) §3 E3 M3 E3 M:3 £3 M3 3 £
" Dy 37 sives 9 amid 10 e
Subcuancous macrophisge fefilration 0 [ 3 2 2 ] 2 9 "q
S granulonesions inflamndt; ¢ o 4 2 a 4 3 4 O
Prominent monotuclear ¢elt infiltration ] ¢ 2 0 [} 3 4 2 (7%
Granulation rissue 1] a 0 [1} 0 0 [ [ ﬂ_
Sibcetanecus fibrosis 4} ¢ 2 3 i 9 1 1 c-
Day ?1: sires 11 end 12 - —
Subcutarcons macraphage infilnion 0 [ 2 0 2 ; ] 0 (D
Sube E 1l il ian 1] Q 2 2 4 § & 4
Promi lear cell infilorati 0 a 2 2 4 3 4 2 0
Granelation tissus ] [ D] 0 9 0 2 2
Sub: fihrosts 0 4 1 i 4 1 2 2 o
Dav 83 sites I3 and | U
Subcetzneous macrophape infiltation Q a 1 1 1 1] Q a <
Subsutaneous granut 1l [i] Q 2 { 1 [d 6 4 :
Prominent mononuclear ceil Wfthzatan @ a t i ] K] 6 3
Granutation tissue 0 0 U 4] [+] 1 g 3
Subculancous fibrosis 0 0 | 3 0 0 2 2
Dy 99 sites IS amd 16
Subcwancoiis macrophage infHltation [ [ 2 4 1 1} [ 2
Sub grenulonatons inf} ian 0 (1 3 1 0 3 & 4
Prominent moneauclear cell infiltration 0 ¢ 1 [ ] H [ 3
{ Granulation tissue 1) 0 a 2 0 [ (1] o
Subeutanacus fibrosis o 4] 0 4 i [ 3 3
-
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Dailyv Dose (mp/enimal) 8 (Cantrol) 66 g fanginad 120 mg/animal 360 wig/animal
Numnher of Aniquals M:3 ¥l M:3 E:3 M:3 F: 3 M: 3 £:2
Doy 113sites £2 nd 18 i
Subcutanenus matsephage mhiltation [y 0 ! 3 .0 1 l I
3 granul infl i 0 a 3 -4 2 4 6 4
Prorunent munenuckar ceitmliitaation 9 0 B | kS 2 1 @ 2
Granylation tissus G 0 0 h] 1 [ 1] ]
Subeutaneoiy fibrosis ] [} [ 4 2 3 4 3
Bar 127 sites 19 qend 20 .
Suboutancous maerophage infilt [} o a ] 0 1] 0 I
Subsunaceevs granulomatous inflammation 0 U b 2 ! 4 [ 3
Prowicent nwntonuclear celt mfiliraion o Q s 3 1 A ) 2
Granulatiom tissue G [ 3 0 { 0 i f
Subcuraneous fibrosis . 0 1] 3 1 1] 2 3 3
Do 1d]: sitesf and 32
Subzutaneous macrophage infiliration 0 Q 0 3 1 1 0 0
Sub aramul s infl i 0 0 4 3 9 5 o $
Promient mononuclear cefl infiltration b} 0 3 3 4 2 6 4
Ciranelstio: tissue Q ¢ 2 ] 1 3 0 2
Subcutancous fibrusis 4] 1] 3 2 1 3 6 4
Day I35, sites 23 aud 24
Subcutaneeus macrophage wfiltration b 4] ] 0 [ 0 9 0
Subs cranub inflawnati 0 0 4 s 5 5 6 6
Promi lear ccH infil [} (] 3 4 H b 4 2
Granalation tissue . 0 0 H 2 6 2 ¢ 4
Subcutaneous fisrosis [ Q 3 4 3 3 3 2
Day 169 siten 23 aref 26
Subcutancous macrophage infiltzation [} 0 0 0 0 [ ] 0
Subcataneous granulomatoss inf) i ( 0 6 K 3 6 6 2
Prewrineni inononuclear cedt iufiltration ¢ 0 [ k] 0 [} 1 4]
Granulation tissue 0 0 2 3 [ 6 3 3
Subetaucous fibrosis 0 0 4 i 2 0 2 0
Prosence of antibodies (incidence) ¢} [} 2 2 0 i D} 2

OVERALL CONCLUSIONS AND RECOMMENDATIONS

Conclusions: Pharmcology/toxicology recommends approval (AP) for Somatuline
®Autogel® injection based on all available pharm/tox data submitted and upon
acceptance of the recommended labeling changes.

- Unresolved toxicology issues: None

Recommendations: None

Suggested labeling:
Signatures (optional):

Reviewer Signature

Supervisor Signature

Appendix/attachments:

=

Concurrence Yes No

Appendix [: Historical Carcinogenicity Data: CD-1-mouse (provided by sponsor)
Appendix II: Recommended labeling changes
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Appendix I:

Historical Carcinogenicity Data: CD-1 mouse (provided by sponsor)

Species: MOUSE
Strain: Swise == .CD-1 (ICR)BR
Age: v Approximately 2 years old
Study Finalized: From 6/22/1999 to 6/22/2004
Males: -
Total No. Nrugdy (D A B C 4} 8 ¥ [H {14 t (D -
of aaimals . o s
Study Start: 1998 1999 2000 1997 199% 1999 2000 1998 1998 -
%08 Total no. of animal 126 1086 26 10 138 65 60 50 60 )
exawined: o
(77}
- Total No A,
Organ  Lesion of Lestons Y %Min % Max O
SUBCUTANEOUS TISSUE * wa—
Eibiosurcoma 3 028 Q.00 (XY 0 I [(] [} 4] 1] L a Q (D
Hetumrosarcoma 4 .50 .06 L.67 | I 0 4 [ 0 1 0 i O
Sarconu énat otherwise specified) | 012 0.0 100 @ 0 o I ] 0 0 [ 0 O
Females: <
Tatal No. Suwds 1D A R C [ 3 3 G t T \ E
of animals \,
Study Start: 1998 (999 2000 1997 1998 999 2000 (998 1998
g5 Total no. of animal 120 100 126 180 130 65 60 S0 66 '
examined;
Tota] No
Organ Lesion of Lesious % Yaltin %Alax
SUBCUTANEQIUS TISSUE = : .
Fihrosarcoma 13 .56 0.00 4.17 4 ! 3 3 { ¢ £ Q i
Hemangiasurcon 2 Q.25 0,00 REIHS o U 4] 4 (] 2 3 [{] U
Lipusarcama 2 023 Q.00 (.54 i} 4] Q 4 2 4] O G [
Myxosurconra 1 012 04K .83 [ [(} 1 [¢] Q a 0 a
Osateasarcona 1 012 [121:¢} a3 | {4 Q (] ( ¢l Q { 4]
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