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Table |

Materiaiz and Methaods of the Life-time Implanit Study
with Dow Coming® Q7-2159A Gel in Rats. -

Study Laboratory
Dow Corning Corporation

Health and Environmental Scisnces

2200 W Saizburg Road
’ Midland, MI 48686-0994

Strain and Species .
CD(Sprague-Dawley) rats

Animal Source

Charles River Breeding Labs, Inc.

Shaver Road
Bldg. PO1
Portage, MI 43081

Time held before study
22 days

Avernge age at study start
6 to 8 weeks

Method of dose administration
Blunt dissection followed by test
material implantation

Imp!aniation sites
Subcutaneous

Test and Control materials
Dow Coming® Q7-2159A Gel
Low deusity polyethylene-disks

Dates of implantation
Qctober 31, 1990 through
November 13, 1992

Duration of exposure
Life-time {104 weeks)

Metliod of animai distribution
Animals randomized to groups and
randomly assigned to cases using
the Xybion Path/Tox System®

Animals per cage

one

Animal identification
Ear fag

Diet

Certified Rodent Chow 5002
(available ad hbxtum) ‘
Ralston Purina Company
P.0.Box 548

Richmond, IN

Water

Tap Water (automatic system available
ad Hbitur)

Bay Metro Water Treatment Plant

2691 N. Euclid Road

Bay City, M1

Cageés

Suspended stamlcss steel wire bottom cage
Suburban Surgical Company

275 12¢h Street

Wheeling, IL

Absorbent Pellets

Bed O'Cobs (Alfa'Cobs) pellets

The Anderson Corporation

PO.Box 119

Maumee, OH
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Table 1 (continued)

Materials and Methods of the Life-time Implant Stu&y-
with Dow Corning® Q7-21594 Gel in Rats.

Dates of terminal necropsy
October 28, 1992 through Navember 10, 1992

Average age st necropsy
110 to 112 weeks

Doses

Group 1: sham coritrol
Group 2:4 x 0.2 m] of gel
Group 3: 4 x 0.9 mli of gel
Group 4: 4 x 4.0 ml of gel
Group 5:2x 0.5 cm of PE.
Greup 6:2 x 1.0 cm of PE
Group 7: 2x 2.0 cm of PE

Type and frequency of observations

Environmental conditions
daily '

Body Weights*
day of implantation, 2 weeks post-implantation,
biweekly beginning week 7

weeks 7; 29, 41, 49, 53, and biweekly thereafier

Animal room exvironment
Temperature: 68°-73° F
Relative Humidity: 30%—83% o
Fluorescent Light: 12 hrs/day

. Room Air Changes; 7-17/hz

Size of study groups
n=100/group

_ Clinical observations
each regular working day

Food consumption*

2 weeks post-implantation, biweekly

‘beginning week 7

*  During the first 4}z weeks of study, the body wexght and food constmption scheduie could not

be strictly adherad to.

Final Necropsy

Organ weights .
adrenal glands, brain, kidneys, and liver
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Table 1 (continued)

Materials and Methods of the Life-time Implant Study
with Dow Corning® Q7-2159A Gel in Rats.

Histopathology

adrenal glands aorta bone- hone marrow-
brain cecum ” ferpur : femur

cervix colon - sternum . sternua
duodenum ' esophagus eyes harderian glands
heart leum jgunum kicaeys

larynx liver lungs. . lymph nodes-
mammary gland muscle, skeletal nerves- mandibular
ovary oviduct optic  madiastinal
pancreas parathyroidgland  __sciatic mesenteric
pituitary gland rectum salivary gland- - skin/subcutaneous(sc)
spinal cord spleen T mandibular - stomach

sc implant sites thymus thyroid gland trachea

urinary bladder uterus vagina

Clinical Pathology

Hemstology

hematocrit, hemoglobm, platelet count, red blood cell cuum;, and total white blaod cell count and
differantial

Clinical-chemistry )

alanine animotransferase, albumin, albumin/globulin ratio, aspartate animotransferase, blood urea
nitrogen, calcium, chloride, creatinine, direct bilirubin, gamma glutamyl transferase. globulin,
glucose, phosphorus, potassium, sodium, total bilirabin, and total protein

Urinalysig
bilirubin, blood, qucose, ketones, microscopic eval'uatmn, pH, protein, rsﬁactwe index,
urobilinogen, and volume
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Table 2
Body Weights {grams) of Silicone Gel Animals

All Animals |

Weeks 1-15 Weeks 16-30 Weeks 31-60 - >Week 60
Dose Mean i s.e. n Mean % s.e. n Mean £ s.e. n Mean & s.e. n
Sham 243.0+2.3 100 31621395 . 99 " 389.2%54 99 4672486 91
Low 241.9+19 100 3102+ 3.3 99 T73785%55 - 99 4536480 92
Mid 2434+£20 100 312.5+3.4 100 387.0+£5.6 100 4692487 94
High +256.1+£1.9 100 3226431 100 TT3933%x53 100 481.628.2 97
Animals without SST

Wesks 1-15 Weeks 16-30 —-  Weeks 31-60 >Week 60
Dose Mean &t s.e. ] Mean + s.e, n Mean & s.e. n .  Meants.e. n
Sham 243.0x23 100 316.24£ 3.9 99 . 389.2 5.4 99 ' 467.2+8.6 91
Low 242.0%1.9 o8 310.5+3.3 97 378.9 5.6 o7 453.6+82 90
Mid 243.5+2.% 98 312534 98 . 387.1£5.7 98 469.4+£88 92
High 12523+2.4 57 318.313.6 57 386.5+6.3 57 466.1 £ 102 55 -
Animals with §ST*

Weeks 1-15 Weeks 1630 " Weeks 31-60° >Week 60
Dose Mean £ s.e. n Mean =+ s.e. n Mean + s.e. n Mean + s.e. n
Sham 243.0+2.3 100 316.2£ 3.9 990 .. 3892+54 99 467.2+86 Ql
Low 2355+ 12.1 2 296.9 + 13.4 2 360.6 +15.8 2 456.0+41.9 2
Mid 23924+ 3.5 2 3124+ 186 .2 383.6 +£30.1 2 . 4612x61.6° 2
High 1+261.2+34 43 3283+352 . 43 402589 43 50183129 42

* statistics for control group animals, all of which were free of SST, are included for comparison.

Female Sprague Dawley rats were implanted subcotaneously with three dose Ievels of mammary silicone gel. The
impiantation procedure was performed on sham control animais but no test material was introduced into the
animals. Body weights were recorded on the day of surgery, two weeks after surgery, and biweekly beginning on
week 7. Animals exhibiting SST were identified and analyses were performed with and without data from these
animals. Period specific averages (1-15 weeks, 16—30 weeks, 31-60 weeks, and > 60 weeks) were evaluated by
ANOQVA followed by Dunxett’s muitiple comparison procedure. 1 ps0.05 relative to sham control group
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Table 3
Body Weights (grams) of Polyethylene Animals
All Animals
Weeks 1-15 Weeks 16-30 “Weeks 31-60 >Week 60
Dose Mean + s.e. n Mean + s.e. n Mean £ s.e. n Mean £ s.e. n
., Sham 243.0+£23 100 316.2+3.9 99. T 389.2+54 % 4672+ 8.6 .91
Low 2459+£2.0 100 . 3166£3.5 100 392.1k6.0 100 463.1+£93 92
Mid 2456+22 100 - 3195+38 100 3993462 100 494.1£102 93 .
High 2434+2.3 100 311.4£3.8 9% 7T 382.7%6.7 99 468.0+ 10.5 88
Animals without SST
Weseks 1-15 Weeks 16-30 . Weeks 31-60 >Week 60
Dose Mean ts.e, n Mean £ s.e. n Mean + 5.2, n Mean ts.e. n
Sham 243.0+£23 . 100 3162+ 3.9 99 .. 3892%x54 - 99 4672186 91
- Low 2462+£20 9 3168t 3.5 99 . .392.5%6.1 99 463.9£94 91
Mid 2453+ 2.6 81 320045 81 3994 +£72 81 4933 %12.1 74
High 245.1+£ 2.9 48 313.5+4.7 47 383.0+ 8.0 47 4500+ 114 42
i Animals with SST*
_ Weeks 1-15 Weeks 16-30 Weeks 31-60 . >Week 60
Dose Mean # s.e. n Mean % s.e. n ‘Mean £3.8. n Mezan * s.e. n
Sham 243.0£23 100 3162+ 3.9 99 . 389.2454 9y 467.2+ 86 91
Low 224.51 0.0 1 296600 .. 1  353.9%00 1 425600 1
- Mid 246.9+4.1 19 317.2+£6.1 19 ° . 399.2£11.3 19 497.3+17.8 _ 19
High 2417+ 3.5 52 3095+ 5.8 52 38244105 52 4844+ 169 46

T * statistics for control group animals, all of which were free of SST, are included for comparison.

fi

Female Sprague Dawley rats were implanted subcusaneously with three dose levels of Jow de.sity polyethylene.
The implantation procedure was performed on sham control animals but no test material was ‘atroduced into the
animals. Body weights were recorded on the day of surgery, two weeks after surgery, and b weekly beginning on.
week 7. Animals exhibiting SST were identificd and analyses were performed with and without data from these
animals. Period specific averages (1-15 weeks, 16-30 weeks, 31-60 weeks, and > 60 weeks) were evaluated by
ANOVA followed by Dunnett’s muitiple comparison procedure. § p<0.03 relative to sham control group
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Table 4
Food Consumption (grams/day). of Silicotie Gel Animals

All Animals

Weeks 1-15 Weeks 16-30 -Weeks 31-60 >Week 60 i
Dose Meants.e. 1 Mean + s.e. n Mean%se. n  Meantse. n
Sham 21.7%0.2 100 20.7£0.2 99 ... 23.0x02 a9 24.5+0.3 91 ..
Low 21002 100 202402 99 TI223£03 P 23.6+£04 92
Mid 213£02 100 204 £0.2 100 . 22.7+03 100 242+0.3 94
High 213£0.2 100 .20.340.2 100 " 224%03 100, 24303 96
Aximals without SST

Weeks 1-15 “Weeks 1630 ... Weeks 31-60 ~>Week 60
Dose Meantse. n Mean & 5.8, n . Meantse. @ Meankse, n
Sham 21.7£02 100 20702 99 L. _B.6+02 g9 245203 91
Low 21.0£0.2 98 20.3+0.2 97 T3 %03 97 23.6+£04 90
Mid 213202 98 204402 0 98 | 226403 o8 - 242+£03 .92
High 211203 57 20.2£0.3 57 .. 2.1+03 57 23.8+04 58
Animals with SST*

Weeks 1-15 “Weeks 16-30 T Weeks 31-60 > Week 60 .
Dose Mean + s.e. n Mean & s.e. n .. Mean*se. n Mean + s.e. n
Sham 287102 100 20.7+£0.2 9. .. 23.0x02 9 24.5£0.3 91
Low 154+ 0.8 2 18.0+0.5 .2 20.0£0.5 2 212 1.0 2
Mid 204 £0.6 2 20615 2 7T 23607 2 24917 2
High 21.7+0.3 43 20.6+ 0.3 43 22904 43 24.7%£0.5 42

* statistics for control group animals, all of which were free of SST, are included for comparison.

Female Sprague Dawley rats were inplanted subcutaneously with three dose levels cf mammary silicone gel. The
implantation procedure was performexd on sham control anirpals but no test materjal was introduced into the
animals. Food consumption was detarmined two weeks after surgery and hxweeldy beginning on week 7. Animals
exhibiting SST were identified and analyses were performed with and without data from these animals. Period
specific averages (1-15 weeks, 16-30. weeks, 31-60 weeks, and >80 weeks) were evaluated by ANOVA followed
by Dunnett’s multiple comparison procedure. 1 p=0.05 reiative to sham control group
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Table 5
Food Consumption (grams/day) of Polyethylene Animals

All Animals

Weeks 1-15 Weeks 16-30 Weeksgzw TS Waek 60
Dose Meantse. n Mean + s.e. n Mean & Mean # s.e. n
Sham 21.7+x02 100 20,702 99 TTT23.0%0.2 99 24.5+0.3 o1
Low 21.5+£02 100 206 0.2 100 .. "229+£03 1000 . 24.1:04 o2
Mid 21.7£02 100 20.6£0.2 100 .. 23.0%0.2 100. 246+£03 . 93
High 21.2+0.2 100 20,2202 99 _._22.4%03 9 23.8£04 88
Animals without SST

Weeks 1-15 Weeks 16-30 — Weeks 3160 >Week 60
Dose Mean * s.e. n Mean % 5.e. n Mean%s.e. n Mean + s.e. n
Sham 21.7+£0.2 100 20,7+ 0.2 59 23.0+0.2 99 245+0.3 91
Low 21.5£0.2 99 20,6 £0.2 99 T 229103 99 24.1+04 91
Mid 21.8+0.2 81 20,7+£0.2 81 23.0£03 81 24.7+04 74
High 21.4£03 48 20503 47 N24£04 47,  235:04 42
Animals with SST*

Weeks 1-15 Weeks 16-30 T Weeks 31-60 . >Week 60
Dose Mean + s.e. u Mean < s.e. n Meantse. n Mean & s.e. n
Sham 2874202 100 20.7£02 9 _..23.0x02 99 24.5£0.3 91
Low 23.0 £0.0 1 21.8£00 1 . 22.8%00 L} 22.8+0.0 1
Mid 21.1+04 19 20.3+ 0.4 19 227205 19 24.0 £0.7 19
High 20.9+0.3 52 30.0x03 52 224£04 52 24.1£0.7 46

* statistics for control group animals, all of which were free of SST, are included for cbmpaxison.

Female Sprague Dawley rats were implanted subcutaneotsly with three dose levels of lpw density polyethylene.
The implantation p:owdure was performed on sham control animals but no test material was introduced into the
animals. Food consumption was determined two weeks after surgery and biweekly beginning on week 7. Animals
exhibiting SST were identified and analyses wére performed with art without data from these animals. Period
specific averages (I-15 weeks, 16-30 weeks, 31-60 weeks, and > 60 weeks) were evaluated by ANOVA followed

by Dunnett’s multiple comparison procedure. § p<0.05 relative to sham control gmup

35 -..
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TABLE 6
SUMMARY: Ingldence of NEOPLASTIC Mitroscapic Findiags for All Treated Anirvais
GROUP: Sham L Gel M Gel HGel LPE .. MPE HPE
NUMBER OF ANIMALS: 100 0 . 00 . 100 100 100 100
PN N BT R BT SR BNC SN (S WY SN C 5 SR A )
ALL SITES,
NON-SARCOMATOUS TUMORS®  #Ex 100 160 100 .10 100 100 100
B ®) W on %N e o oen 2 (@ 81 6D
ADRENAL CORTEX FEx 100 0 - 10 00 100 100 98
ADENOMA, UNILATERAL' o O L ()] I m 2 @ 2 o (O (D
* CARCINOMA, UNILATERAL 0 O o ©... 0 O 0 O ¢ @ 27 @ o, O
CARCINOMA OR ADENOMA' o 0 o @ - 1 { 2 0O 2 3@ 2 (D (D
ADRENAL MEDULLA PEx 100 0 . 98 4 98 % - 9
PHEOCHROMOCYTOMA, UNILATERAL 4 (4 4 @ 3@ 3% & @ 0 2 @
PHEOCHROMOCYTOMA, BILATERAL o o [ ) 1) 8 O 0 0 [ )
PHEOCHROMOCYTOMA, MAL., UNILAT 1 (1) 0 (0 0o 0 © 0 © ] 0 ©
PHECCHROMOCYTOMA, BENIGN 4 @ 5 ¢ W 3 m 4 @ 0 © 2T @
PHEOCHROMOCYTOMA, MAL. OR BEN. 5 (5 5 & 4 @ 3 & 4 @ 0 © 2 @
AORTA #Bx 100 100 100 100 . 100 100 100
_ BRAIN FEx 100 % ... 100 100 100 100 100
ASTROCYTOMA 2 @ o o O 0o @ o © tow )
ASTROCYTOMA, MALIGNANT I 0 1 (B o © 0o ® g © [ ¢ )] T
GLIOMA 1 o @ o O 0 ©® g o 0 ©
OLIGODENDROGLIOMA 1w o 0 © Lm0 © o o
- GRANULAR CELL TUMOR o 2 @ ¢ O s © 1 TR 1
oy ASTROCYTOMA, MAL. OR BEN, * 3 G 1o o © 0 W o (© 2 O 1
£ GLIAL TUMORS (ASTRO. AND GLIOMASY 5 (5 1 W ) 1 W o O 2 @ i
OLIGODENDROGLIOMA OR OLIOMA. 2 @ 0 @ 0 o M o © ° @ o ©
CECUM #Ex &7 ) 89 8 87 2 38
ADENOCARCINOMA o L () R ¢ ) L ) 0 o [ ) g
. CERVIX iEx 58 7 . W 100 . "% 100 %
ENDCMETRIAL STROMAL POLY?P 1w 1 2 @ 0o ® ° M o )
ENDCMETRIAL STROMAL SARCOMA o ¢ © T ) ) o ® 1w
FIBROMA o ® ¢ © 0 0 M ) 0 © 1o
} ENDO. STROMAL SARCOMA ORPOLY? 1 (D 1w I ® 0 o o o ™ 1y
~ CLITORAL GLAND #Ex 4 3 2 1 3 5 3
COLON FEx 90 % .. %0 89 91 88 %
DUODENUM iEx 89 % 2 % 9% " 95
ESOPHAGUS FEx 100 100 160 100 100 100 100
EYES FEx 9 8  ._ 100 98 % 100 100
FEMUR - BONE FEx 9% 97 _n 8 o % 97
FEMUR - BONE MARROW 4Ex % % T 0 98 7l 9% »
- FOOTPAD #Ex 17 m 0 1 19 15 10
- FORESTOMACH FEx 100 00 . .. 100 8 100 % 100
_ SQUAMOUS CELL PAPILLOMA 1w o ®. 0 © 0 1w 1) 1M
_ HARDERIAN GLAND £Ex 10 100 <10 % 100 100 100
-
' 36 +
=
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TABLE 6 {contimed) )
SUMMARY: Incidence of NEOPLASTIC Microscopic Findings for All Treated Animals

GROUP: Stam LGd Most HGd  LPE .. MEPE HPE
NUMBER OF ANDMALS: 100 00 . . 100 100 100 100 100
(B ¥ (B P ) £ R 8 W PN 5} 2 (%
HEART JEx 100 0 100 we . 0o | 100 0o
LEUM FEx 88 88 88 83 “ 83 3’
IMPLANT 1 - CAVSULE 4Bx 97 97 94 100 s8. . 86 4
SARCOMAMN® o (O 1 (M 0 © 101 10y 6 O - uray 26% (31)
. OSTEOSARCOMAW 6 O [ i T (1 0 (O o O 0 3
SARCOMA OR G5TEOSARCOMANS 0 © 1o, 0 wram 0 (@) 1% (13) 08 (34
IMPLANT 1 - EXTRACAPSULAR IEx 97 98 - o7 100 27 100 97
IMPLANT 2 «CAPSULE YEx 95 0 . 9 9 . (] 86 9
SARCOMAUS 0 0 T 0 (0 B LW & pr e
OSTEOSARCOMAY 0 o O o © e @ 06 ® 1 2 &
SARCOMA OR DSTEOSARCOMANE ¢ © 0 © . 0 138 (13) 1w (8 240 (25)
DMPLANT 2 - EXTRACAPSULAR #Ex 96 100 %9 100 i) 9 96
IMPLANT 3 - CAPSULE FEx 97 94 99 98 o - 0. o
SARCOMA™ [T 6 & 0 127 (1) (I (1)) 0 © o O
SARCOMA OR OSTEOSARCOMA'* o (O 0O W 0 © 12 (123 0 O LI () o ©
* IMPLANT 3 - EXTRACAPSULAR JEx 97 %, %9 59 0 0 0
IMFLANT 4 - CAPSULE FEx 96 97 © %6 % 0 0 o
SARCOMA 0 (O 0 (O T 108 (g0 o O 0 () 0 (O
SARCOMA OR OSTESARCOMA® 0 (O 6 . 1 O 107 (i0) o (O o © o (O
IMPLANT 4 - EXTRACAPSULAR IEx % % ‘o8 ) 6 0 0
IMPLANT SITE, NOS #Bx 98 W Tk 100 o5 100 100
- SARCOMA. () 1 I 2@ O ) 1 (D 0
SARCOMA OR OSTEOSARCOMA o O ()} 1 2o 0 (0 1 0 (®
- DMPLANT SITES, ALL 98 00 .. 100 0 95 100 100
SARCOMANS ()] 2 T 22 o 40" (40) Y 17 a7 " 4m
OSTEOSARCOMAP 0 ¢ .. 0 O 6 ©® 0 O 1 5% (5)
SARCOMA OR OSTEQSARCOMA! 0 2 @ 2 @ 408 (40) 1M 187 (18) 520 (52)
JEJUNUM YEx 89 92 NS < ] 85 89 89 274
ADENOCARCINOMA 0 (0 o o t I ¢ ) [ ) o (O
- KIDNEYS £Ex 99 100 100 % 108 100 100
TUBULAR CELL ADENOMA o w ¢ © o @ o0 . 1 M I ) o
- TUBULAR CELL CARCINOMA 1w 0 (O o 0 ® 0 | B $ 3 0 O
LIPOMA 0 W ¢ (O T) ¢ ® 0 (0 1 o o
- LIPOSARCOMA. 1 o (0 o o Wm 1 o (© 2 @
LIPOSARCOMA OR LIPOMA 1w 0 (O 1 W D) 1 1 W 2 @
- TUB. CELL CARCINOMA OR ADENOMA 1w o (O o (© 0O oW 2 o o
- LARYNX ) #Ex 97 -8 T o 9 % % 100
— LIVER #Ex 9 100 300 100 100 100 100
-} HEPATOCELLULAR ADENOMA. . b {1y 1 {1} 1 (1) b (433 0 0 0 O 1 [¢)]
= HEPATOCELLULAR ADENOMA, MULT. LI 0 (. o @ 0 0o ©® . 0 O 1D
HEPATOCELLULAR CARCINOMA o 0 (I () S T () I ¢} o ({0 (b 1 (W
HEMANGIOSARCOMA 0 W ¢ O o o ) 1 o (O o M
i HEPATO, CARCINOMA. OR ADENOMA L m 1 1y 2 [ (Y 1 (D 3 &
i 37
m,
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TABLE 6 (continued)
SUMMARY: Incidencs of NEOPLASTIC Miroscopic Findings for All Treated Animals
GROUP: Sham LGel M Gel HGel LPE .. MPE HPE
NUMBER OF ANIMALS: 100 100 - 100 60 100 100 100
f & (W 4 (%) & (% 4 (%) ¥ (%) ¥ (%
LUNGS #Ex 100 T 100 00 100 100 106 100
ALVEOLAR/BRONCHIOLAR ADENOMA o O 2y 1 W [ ()] [ (1) [ ()] o, ®
LYMPH NODE, MANDIBULAR #Bx B85 94 - % 9 . 95 88 %
LYMPH NODE, MEDIASTINAL #Ex B6 91 P+ ] 28 L3 24 90
LYMPH NODE, MESENTERIC sEx 98 o8 98 9% % 9% 100
LYMPH NODE, OTHER #Bx 26 ar 29 3 30 30 2
MAMMARY GLAND #Ex 100 0o 100 100 100 9 100
ADENOMA ' 2 2 -3 B I m 0 M [ R i+ 2 @ [ I (1)}
FIBROADENOMA. 20 (2m 2 18 (18 oy 18 (8 17 AN 13 U9
FIBROADENOMA, MULTIPLE 9 % 0 4 @ [ ] 6 (6 R 4 @)
ADENOCARCINOMA it an 0 a0 3 0% 7T M 2 (2 1242 8 &
ADENOCARCINGMA, MULTIPLE I 4 & 1M 4 O 3 O 4 @
FIBROSARCOMA. IN FEROABWGMA [+ I ()] o O 0 o I ¢ O o O 0 {0
CARCINOMA IN SITU 2 @& L ¢)) L] 1T ¢ © (LI 0 (O
ADENOCARCINOMA IN FIBROADENOMA 1 () 1 (b 1 1 [ ()] T (D 0 (O
BENIGH EPITHELIAL TUMORS* 30 (G0 4 (B34 7 W m) 17 an 4 % LB 25 @
MALIGMANT EPITHELIAL TUMORS i6 (16} 16 (16) 15 (15 13 (1 15 U5 16 (16) 1z (19
MAL, AND BEN. EPTHELIAL TUMORS? 42 40 45 45 36 (oY il L Qn 3 (34) 38 8 % 2%
OPTIC NERVE ¢Ex % 98 e T 97 kel 100 100
OVARIES §Ex 9 100 100 100 100 100 100
GRAMNULOSA-THECA CL TUMOR, BGN. t (n [ I (] S 3] I ¢ ) [ #3] [ I (1)) i
GRANULOSA-THECA CL TUMOR, MAL. ¢ O [ I )] LN 45 ] 0 0 [ () [ (1)) o O
. HEMANGIOMA -0 {0} [N (1)) 0 D I 4 5 I [+ ()] ¢ O [+ 2 ()]
GRAN-THECA CL TUMOR, MALLORBEN, 1 (1) 0 O 2 @ [ I §) B I ¢ V' o {0 1
OVIDUCTS fEx o8 oo o8 100 - 29 100
PANCREAB #Ex 99 1007 DA (] 98 100 100 100
PANCREATIC ISLETS #Bx 99 99 ] 98 9% . 100 100
CARCINOMA. 4 @ 2 @ -5 (%) 0 (- 6 (O 3 0 o O
ADENOMA - 3 LS 43 3 & 2 @ - 5 ) LI v
ADENOMA, MULT ) I 43 [ I (] ¢ O LI §) v 2 o @
ADENOMA OR ADENOMA, MULT. 4 {4y I ) 3.3 I & 5 & 5 O 2 @
CARCINOMA OR ADENGMA 8 ® 3 @G 8 & \ 3 @ 11 Qn 7 zZ @
PARATHYROID JEx 98 99 97 <] 56 95 98
ADENOMA, UNILATERAL 0 o O o © 0 o b O 1 (D I
PITUITARY FEx 100 98 T68 95 99 100 100
ADENOMA 77 (T 2 M) ’ B3 TN 5 (6) 70N &1 (&N
ADENOMA. PARS INTERMEDIA g (D o O [ I ] 0 () R () B I S ¢ )]
CARCINOMA [ )] 14 (14 8 & 3 8 (B 5 5 6 B
CARCINOMA OR ADENOMA® 84 (84 &S (891 86 (3% TFE () 83 (84) 82 (82) BT
RECTUM FEx 89 93 9 92 23 - % a7
SALIVARY GLAND #EBx 96 100 e - 100 100 100 98" %
ADENOCARCINOMA [ )8 0 © 0 o 0 o i ¢ ©® 0 O 1
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TABLE 6 {contioued) .
SUMMARY: Incidercd of NECPLASTIC Micreszoplc Findingd for All Treated Animals

Mentor Corporation

DIC Repore Number » 1998-10000-44643
" Seeurity: Intgrma!

" LPE ..

GROUP: Sham LGet . MG HGw MPE HPE
NUMBER OF ANIMALS: 100 100 . 1100 100 100 100 100
R T S TS T TR T I Je WY ST S I | )
SCIATIC NERVE FBx 7 o 98 99 . . o8 9 o
SCHWANNOMA, MAL. o ©® 8 o o vt ¢ © 6.
SKELETAL MUSCLE #B: 99 00 . % 99 % 100 9w
SKIN/SUBCUTIS #Bx 100 100 100 100 100 100 100
SQUAMOUS CELL PAPILLOMA P ® 0 ® 0 O o © ) Lo 8. @
SQUAMOUS CELL CARCINOMA - T W 0 O o o o0 o ‘@ o 0 ©
FIEROMA 2 @ o @ .0 0 T 0 o' @
EBROMA, MULT ¢ © oW o2 o (@ 6 (0) o ¢ ©
FBROSARCOMA 2 @ 2@ T W 3@ 9 © 1o 0 ©
LIPOMA 1 M 0 1 2 @ 0 W 1 @ 2 @
HEMANGIOMA 1m0 O 0 O 0 o ®- o0 @ o (O
EOSARCOMA 0o ® 0 © "0 @© o @ 0 (0 0 O T
SARCOMA, MULT 6 ©® o ® _0 (© o 0 © 1w o ©
SARCOMA} 1m0 6 @ i @ 0 2 @ 0o ©
PIBROMA OB FIBROMA, MULT. 1 1 o ® 0 ® -t 0o O o
FIBROSARCOMA OR FIRROMA' «s @ 3 @ 1 Wm 3@ (W 1 M o ©
SARCOMA OR OSTEOSARCOMA' 1 M o O o s @ 0 o E ) T
SPINAL CORD PEx 9 100 100 o 100 100 100
SPLEEN #Bx W 100 100 %9 100 100 100
HEMANGIOFARCOMA e ©® o ® _ o o 0 6 @ o ©F I ()
STERNUM - BONE VEx ) 9% 100 100 100 100
STERNUM - BONE MARROW ¥Ex ® % T S8 100 100 100 100
STOMACH FIEx 9% %  — 100 % 59 99 )
SYSTEMIC DISEASES #Ex 100 100 100 100 0 100 100
LYMPHOCYTIC LYMPHOMA s @ 0 0 0. © ) o . 1 (D
LYMPHOBLASTIC LYMPHOMA 0 0® 0 ® 1M o ® o (© o ©® 0
MONONUCLEAR CELL LEUKEMIA o @ 0 ©® ..0 1w ) 6 @ oW
GRANULOCYTIC LEUKEMIA o O 1 o o @ o 0 (0 o ©
LYMPHOMA NOS o O ) 0 ® ° @ 0 0 0 ©
HISTIOCYTIC SARCOMA B ©® 2 @ o O 0 0 © o © i (O
TALL PEx 1R 14 - 15 0 16 16 16
THYMUS FEx %2 95 .2 8 86 85 . 8
THYMOMA 6 O ) o o ® ) 0 © 1
THYMIC LYMPHOMA s ® o M 1w o @ 6 © o T
THYROID 10 9% o _. % % % 5 . o8 X
FOLL. CELL ADENOMA, UNILAT. 0 ©® 0 O 2 @ ) 0 © 1w 0 ®
FOLL. CELL CARCINOMA, UNILAT. o ®m o0 © 1 M 1 m 6 o © Rt
C-CELL ADENOMA, UNILATERAL 0 an B AT .10 g 5 () 6 ©® s M 0
C-CELL ADENOMA., BILATERAL 0 © 0 O 1 ° 1 s o
C-CELL CARCINOMA, UNILAT. 2 @ 33 0o © 2 @ 0o o 1o o
C.CELL ADENGMA, UNILAT. ANDBILAT.' 10 (® (3 % 11 b S5 5 T M s ® o
C-LELL CARCINOMA OR ADENOMAY 2 (1) 15 (% 1 gy (A ¢ ) ¥ 7 10 Ok o ©®
FOLL. CELL CARCINOMA OR ADENQM& [ I ()] ¢ O 3 (3 1 (453 [ I (1) 1 ) 1 L)
TRACHEA ¥Ex, 99 100 100 o0 100 100 100
URINARY BLADDER #Ex % o 100 % % o )
39 'k
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TABLE & (Contimued)
SUMMARY: Incitence of NEOPLASTIC Microscopic Findings for All Tremied Animals

L Gel ™ Gel HGY ~ LPE .. MPE gPE

GROUP: Sharn
NUMBER OF ANIMALS: 100 100 - 100 100 100 .. 100 100
4 (W F (% ¥R i (® B(%) a (%) I (%
UTERUS 4Ex 98 o < 100 100 9. 100 100
ENDOMETRIAL STROMAL POLYP 4 (D) L . 6 (6 5 S 4 @ 2 & 5 (5
ENDOMETRIAL STROMAL SARCOMA 0 o o O "L 1 (b [+ ] [ )} 1 0 " (0
ADENOGARCINOMA 0 © 1 (M | S 1 (D a O 0 & 2 (0
LEIOMYSARCOMA’ o @ ¢ O 0 W 2 @ W LI (1)) 0 {0
ENDOMETRIAL STROM, POLYP, MULT 0 {®) o ®. ©° ® 0 oD o 0 ©
FIBROMA I ()] [ 0 o (O [ )] 1 M ¢ O
ENDO, STROM, POLYP OR MULT, 4 5 3 & (6 5 ® 5 & 2 @ 3 (5
ENDO,. STROMAL SARCOMA OR POLYP 4 (4 3 & T N 5 @ ) ) I k) ) 5 (5
UTERUS AND CERVIX 98 % . 100 100
ENDO. STROMAL SARCOMA OR POLYP §F & 6 (5 10 {9 5 9 L2 ¢ ) 3 0 & &
LEIOMYOSARCOMA! 0 (O ¢ O o 2 OB S 4 1 o o o
VAGINA FEx 98 %9 %9 L B 99 . 100 9 N
FIBROMA 1 (D [ 0. (3 0 o 0 ©® o O o (O
SQUAMOUS CELL CARCINOMA 0 1 0 O [ (3 L)) o (© o O
DTHER TISSUES AND LESIONS:
ZYMBALS GLAND: CARCINOMA | () 1 (p o 2 @ [ S 4 I 44 g
ABD WALL: LIPOMA. [+ ) ] [V )] 0 o 0 O 1 (D 0 ©
ABD WALL: FIBROSARCOMA 0 ¢ ® .0 O [ o O I () ¢ ©

- Legend - Table 6

Female Sprague Dawley- rats were implanied subcutaneously with three dose levels of either mammary silicone gel ox
low density polyethylene.. The implantation procedure was performed on sham conteol animals but o test material was
introduced into the animals. Forty-six specified tissues and organs were collected from all animals for histepathology.
The incidence of neoplastic lesions was caleulated as the atio of the number of agimals bearing Iesions at 2 site to the
pumber of adimals examined histologically (# Ex) and are reported as percents (%). Neoplastic lesions of the same
histogenetic type within the same organ or tissue were gmuped for analyses. A szatistml analysis of twmor ingidence
was only pexformed if the:e were at Jeast 2 observations in one of the ex.perm:cntal gmups within 2 potential analysis.
Silicone gel and PE groups were analyzed independently of one another.

Logistic regression analysis was the primary statistical method used 1o assess lwmn incidence among treated and
control groups. The life table test was applied to provide an appropriate approach for aralyzing the incidence of
rapidly lethal lesions (e.g. solid state tumors). In addition, the Fisher exact test and the Cochran-Armitage trend test
were uiilized although they are procedures which do not adjust for intercurrent mortality.

+ Silicone gel group is siguificantly different from sham eontrol.group at p=0.05. § Polyethylene group is
significantly different from sham control group 2t p<0.05. A symbol immediately after the lesion indicates a
significant increasing trend for the silicone gel groups () or the polyethylene groups (§) at p=0.05 (one-sided).
Significance using a two-sided evaluation at p<0.05 is identfied by % (silicone gel) or ¥ (PE) according to the same
scheme.

*
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TABLE?Y
SUMMARY: Incidence of NEOPLABTIC Microscopit Findings for Treated Animals Withow Solid State Tumorigenesis

CLPE “e

N N

GROUP: Sham LG MG HGel MFE HEPE
NUMBER OP ANIMALS: 100 % TTeg 5 2 81 48
PN ¢ 4] & (W F ¥ /(m F ¢} I ¢ )) ¥ (%)
ALL SITES, ,
NON-SARCOMATOUS TUMORS ¥Ex 100 58 93 ) 81 4
9 (9 BN 9 o9 51 (839 0 6 7% (58 43" (90)
ADRENAL CORTEX 1B+ 100 9% 93 57 » 81 48
ADENQOMA, UNITATERAL o D 0 m t ( 2 o 1T o2 g @ o
: CARGINOMA, UNILATERAL o (0 o __ 0 O D M & 2 o e, O
CARCINOMA OR ADENOMA L o @ oM 0 ® @ 2 @ o
ADRENAL MEDULLA YEx 100 [ . 98 58 97 80 a8
PHEOCHROMOCYTOMA, L 4 O 4 W I )} 1 @ £ {4 0 © 1 @
FPHEOCHROMOGYTOMA, BILATERAL 0 m )] 1 0 @ & O 2 O o
PHEOCHROMOGYTOMA, MAL., UNILAT O ()] o o 0 s O ¢ o 0 ¢ @
PHEOCHROMOCYTOMA, BENIGN LI 5 5 9 4 % 1 (D 4 @ o o 1 @
PHEOCHROMOCYTOMA, MAL. ORBEN. 35 (% 5 & 4 W F ¢ 4 @ L3 t @
ACRTA #Ex 100 %8 .58 57 99 21 48
BRAIN #Ex 100 o1 o8 57 99 21 a3
ASTROCYTOMA 2 M O O __ 0 W O () 0o W 9 O
ASTROGNTOMA, MALIGNANT L)) 1 W 8 ® 0 W O ®m ot W o O
GLIOMA. 1 (B 0 © 6 O o O ¢ (0) o O o O
OLIGODENDROGLIOMA 1 M ¢ © o 1 & 6 (0 [+ I (1) ] ¢ O
GRANULAR CELL TUMOR - Y 2 @ 0 m o . 1 I} 1 @
ASTROCYTOMA, MAL. OR BEN. 3 0 1M o O D) o (O 2 @ )
GLIAL TOMORS (ATRO, OR GLIAL) 5 G Ty e O T @ o ([ 2 @ [ )
OLIGODENDROGLIOMA OR GLIOMA 2 @ o @ e » T @ 0 0 O ¢ o
CECUM #Ex 87 S0 8 L] % 63 44
ADENOCARCINOMA. [ 0o O 1 D O 2 @ 0o ® [ (1))
CERVIX #Ex 9% 55 95 57 ] 8 48
ENDOMETRIAL STROMAL POLYP bW 1w 2o o M. 4 (O 0 (O )
ENDOMETRIAL STROMAL SARCOMA. 0. @ 0 W 1 (D 0 0 o (™ o
FIBROMA 0 © o O (s ) o O [ I (] o 1 @
ENDO. STROMAL SARCOMA OR POLYP 1 (1 1 I <1} o O s © 0 {0 o ©
CLITORAL GLAND JEx 4 3 2 g 3 3 H
COLON FEx 90 - S A %0 7 43
DUODENUM #Bx & ) _oom 5 93 76 45
ESOPHAGUS #Ex 100 o8 3 57 99 8t 48
EYES IEx 99 % 98 56 P13 81 48
FEMUR - BONE #Ex 9 o5 05 56 96 8 47
FEMUR - BONE MARROW ?Ex 99 o 95 56 56 78 47
FOOTPAD dEx 17 20 14 s e 1 4
FORESTOMACH 4Ex 100 98 . % 56 » 20 48
SQUAMOUS CELL PAPILLOMA TR ¢ om0 W o O LN } ) o ®
HARDERIAN GLAND ZEx 100 98 .. 9B 56 99 81 48
at *
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SUMMARY: Incidence of NEOPLASTIC Mitrascopic Findiigs for Teeated Animals Wihout Solld State Tymorigenesis
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GROUP: Sham LG MGel HGel LPE ..MPE HPE
NUMBER OF ANIMALS: 190 98 " RS ! 48
N Y 2 N T T YN JRNRT TR (YUY ¢ SN O

HEART FEx 100 - 98 ' 57 §9 8t p
LEUM #Ex 88 a7 9 83 68 42
IMPLANT 1 - CAPSULE 1B @ 95 92 57 8 7 &
IMPLANT1 - EXTRACAPSULAR fEx 97 96 9 s7 % . 8 4,
IMPLANT 2 - CAFSULE ¥Ex 95 9% or 6 6 7 4
IMPLANT 2 - EXTRACAPSULAR 2Ex 96 ) 9 ' 57 P 80 47
IMPLANT 3 - GARSULE #BEx 97 o« 97 55 g 4] 0
IMPLANT 3 - EXTRACAPSULAR FEx o7 % o 56 0 -0 0
IMPLANT 4 - CAYSULE IEx 9% 95 ... % 57 0 0 0
IMPLANT 4 - EXTRACAPSULAR. IEx 9% W . % 57 0 0 0
IMPLARY S¥TE, NOS 2Ex 98 ‘o8 .98 57 9% 81 48

. JEIUNUM FEx & % 89 49 28 7 . @
ADENOEARCINOMA ) o ™. 0 1 @ 1MW, o O o
KIDNEYS IEx 99 %, ... 9% 57 9% 81 43
TUBULAR CELL ADENOMA 0 W o @ .0 O 0 O ) PR ¢ S T
TUBULAR CELL CARCINOMA 1 ) ¢ o 0w 0 @ 1 W 0 ©
LIPOMA o M 0 @1 (W 6 W 0 O L) o O
LIPOSARCOMA 1 (Wm 0o ® -0 o O LW 0 © o O
TUB. CELL CARCINOMA ORADENGMA 1 (1) o W _ o0 © 0 I 2 @ 0 O

LARYNX tEx W 9 9% 57 98 80 48
LIVER #Ex 99 o8 " 98 s7 U . 43
HEPATOCELLULAR ADENOMA. ) 1w 1 o @ 0 o © t@
Hammem.mmcmom ° o o © t @ ) ) )
HEMANGIOSARCO! 0 O 0 W 0. W o o £ o o ©
mmcmummc OR ADEN. 1w 1 ) 1 v © 1 2 W

LUNGS #Ex 100 98 .. 8 51 9% 8 .48
ALVEOLAR/BRONCHIOLARADENOMA 0 () 2 o 7w 0 © o0 0 0o

LYMPH NODE, MANDIBULAR §8x 88 2 . n 53 o4 7 45

LYMPH NODE, MEDIASTINAL FEx 86 8 T 4 » 76 £

LYMPH NODE, MESENTERIC PEx 98 % - g7 6 o5 7 4

LYMPH NODE, OTHER #Bx 26 36 - 28 3 - . % -

' MAMMARY GLAND #Ex 100 98 % 57 59 81 4
ADENOMA 2 @ 303 .1 WM o O o {0 2 o 0 ©
FIBROADENOMA 20 00 2 oen o Tan 8 ad 7T an 12 (4% 1 (D)
FIBROADENOMA. MULTIPLE s 10 00, 3 @ 2 @ 6 ® - 7 ° 2 @
ADENOCARCINGMA noan 10 oan 12 an 6 Qo 1 ay 12 4% 4 ®
ADENOCARCINOMA.. MULTIPLE 2 @ 4@ 1M 1 @ 33 2 @ 1@
CARCINOMA IN SITU 2 @ 1w oW 1@ 0 o o

a2 ¥
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TABLE 7 (coptinued)
SUMMARY: Incidence of MEOPLASTIC Microscopic Fisdings for Tramd Animals Withous Sa!id Stare Tumorigenesis
GROUP: Sham LOd MGel HGe LPE .. MPE HPE
NUMBER OF ANIMALS: 100 o8 o 57 ) 8! | 48
Fm % O ® o ®m 2 m R %
MAMMARY GLAND 100 o8 . T 98 57 %9 8 It
ADENOCARCINOMA 1N mnowsuw T} ) 1w 0o © 0 (O P o (O
BENIGN EPITHELIAL TUMORS® 30 (30 BT 10 (18 . 23 (23 20 5 13" @D
MALIGNANT EPTTHELIAL TUMORS 16 (16 16 Q& 18 (8 3 (4 1418 15 a9 6 (13
BEN. AND MAL, EPTHELIAL TUMORS' 41 (42) 44 (45 2 (30) 1766 3 (3 2 @) 16 @3
OFTIC NERVE ¥Ex » 97 97 56 " 9§ 8 Y
OVARIES FEs W o8 98 57 99 g1 48
GRANULOSA-THECA CL TUMOR, BGN, 1w ) ) 12 P ) 0 (0
GRANULOSA-THECA CLTUMOR, MAL. 0 (8 0 1 0 (O oo o M o (o
ovIucTs fEx % n 97 57 58 80 48
PANCREAS PEx W 98 - 9 56 9% 8t 43
PANCREATIC ISLETS ¥Ex % 97 . % 56 ] 8t a8
CARCINOMA _ 4 @ 2 @5 ® o O 5 (® 3@ o @
ADENOMA 3 1 M 3 @ o © 4 @ 3 @ 1@
ADENOMA, MULT oW o (0. o 0 v O 2 @ o {0
ADENOMA OR ADENOMA MULT. 4 @ 1w 3 @ o W 4 @ 5 TR
CARCINOMA OR ADENOMA ‘8 ® 3 M ...8 @& o @ 10 7 @ 1@
PARATHYROID JEx 98 o7 - s 96 7 48
ADENOMA, UNILATERAL o o ¢ O 0 © o o 0 O 1 ) [V (V)]
PITUITARY £Ex 100 ] - % 57 % 31 S
ADENOMA 70N 7 Y 77 (E0) 8 a9 % (76 6 9 3T 0N
ADENGMA, PARS INTERMEDIA o o O _.0 o 0 O o (O 1 @
CARCIIOMA T M s 18 7 M 1 @ 8 ® 5 & 2 @
CARCINOMA. OR ADENOMA . 24 (89 86 (80F 84 (88 46 (8B 8 (8 68 (89) % @
RECTUM ’Ex 89 T I | 51 92 76 47
SALIVARY GLAND #Ex 9% ‘98 It oo 57 % 2] 48
SCIATIC NERVE #Ex o7 95 - . 9% s1 . 97 7 %
SCHWANNOMA, MAL. 0 Om 0 @ 0 B o 1w ) °
SRELETAL MUSCLE #Ex % 98 ] s7 98 8 @
SKIN/SUBCUTIS 2Ex 100 98 ] 57 % 8 48
SQUAMOUS CELL PAPILLOMA ) 2 @ _.0 © s O o W Low o ©®
SQUAMOUS CELL CARCINOMA 1 m oo 0 © 0 o . @® o O o @ -
FIBROMA ‘ 1o ¢ @ o ® 0 W 0 ® [
FIBROMA, MULT 0 © 1 . o O 0 © ¢ O [ ) o ®
FIBROSARCOMA 2 @ 2 @ 1 2 W o W 1o ¢ ©
LIPOMA 1w 6 M1 n 2 @ o @ 2 @ o O
HREMANGIOMA. 1 o O 0 O o (o o 0 O 0 @
OSTEOSARCOMA o ¢ o o < o (O 0 O 1@
SARCOMA 1w o o ® 1o > ® T o
FIBROMA OR FIBROMA, MULT. 2 O PR o © 0 W t o 0
ETBROSARCOMA, OR FIBROMA 4 @ 30 1o 7 @ P TRt 0 o
SPINAL CORD FEx” 99 %8 ™ 9 7 % a1 a8
SPLEEN IEx %9 g8 ™ e 57 - 8t 48
a3 X
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SUMMARY: Incidencs of NEOPI.M’XG Micrgscopic Findings for Trested Animals Witioug Solid Stmte Tumbsrigenesis
GROUP: Sham LGel MGel H Gel. LPE ..MPE HPE
NUMBER OF ANIMALS: 100 o ] I S 99 81 N 48 i
' (%) # (%) ¥ (%) # (%) ARt ] Lt ) & (%)
STERNUM - BONE fEx 99 L 96 57 W 81 . 48
STERNUM - BONE MARROW 28 99 % . % 51 % 81 48"
STOMACH #Ex 9% % To® 54 %8 30 48
. SYSTEMIC DISEASES FEx 100 % % 57 % 81 48
LYMPHOBLASTIC LYMPHOMA 0 O 0 O (Y (3] [ () o (O o 0 (O
MONONUGLEAR CELY, LEUKEMIA. V) ¢ @- 0 © r o FE ¢ o (I 0 O
CRANULOCYTICLEUKEMIA 0 (O I ¢ 4 o 5 (@ o © [ ) gt ©
LYMPHOMA NOS 0 O O+ ) B B ()3 0O o o o Qr 0 (O
HISTIOCYTIC SARCOMA [P 2T & .0 © s © oo o O 1@
TAIL #Ex 18 u 15 1 16 16 9
! THYMUS FEx B2 81 48 8 &9 41
: THYMOMA ¢ 1 M ¢ O 0 o o O [ () [ (¢
THYMIC LYMPHOMA g ¢ o LI 31 [+ L) o (O 1@
THYROID FEx % 95 % 56 .98, . 8 48
FOLL. CELL ADENOMA, UNILAT. o (0 0O @ 2 O LI} I ()] )] W
FOLL. CELL CARCINOMA, UNILAT. 0 (©® 0 O 1o 1@ L 0 o 1 Q
i *  C-CELL ADENOMA, UNILATERAL 1 (0 13 (18 9 % 3 O 6 (8 $ Un 0 O
A C-CELL ADENOMA, BILATERAL 0 W o O .1 0 ® 1 (D ¢ O 0 (O
’ ) C-CELL CARCINOMA, UNILAT. 2 @ I @, 0 © - 1 0 (O 0 oo
C-CELL ADENOMA, UNILAT. AND BILAT. 10 Q0) 13 (19 10 {10) 3 ® 7T W 9 an [
C-CELL CARCINOMA OR ADENOMA 12 2 15 (16 10 Qn 4 M A 9 an ¢ O
FOLL. CELL CARCINOMA OR ADENOMA 0 (0) I ) I ® 1@ L ) ¢ 1 @
TRACHEA FEx 99 93 98 57 % 81 .48
URINARY BLADDER #Ex 98 95 . 9 54 o7 79 47
UTERUS ) #EX 98 57 % 57 98 81 48
ENDOMETRIAL STROMAL POLYP 4 @ 4 @ e & 4 M i @ 1 3 (©
ENDOMETRIAL STROMAL SARCOMA [} o © 1D o (O [} o O ¢ ©
ADENOCARCINOMA, [ I () LS §)) T 0 O o O ¢ O 0 ©
LETOMYSARCOMA 0 {0 e v "0 © 1> o o (© ¢ O
ENDOMETRIAL STROM. POLYP, MULT L ) 6 ™. ¢ © 0 ©® () ¢ (0 L (]
FIBROMA 0 [ o M ¢ O L )] LI § ()1
ENDO. STROM. SARCOMA OR POLYP ° 4 (9 4 @ 7 M 4 O 5 ® [ Y 3 (@
ENDOQ. STROM. POLYP AND MULT. B T ¢ 4 @ L 4 M AS &) 1 (M 3 @
UTER JS AND CERVIX 98 7 I s7
- ENDO. STROM. SARCOMA OR POLYP 5 5 ® 1010 4 M 5.8 S} 3 (&
- VAGINA £8x 98 97 o7 56 98 8 ,
FIBROMA 1 (@ 2 O 0 O [ o O 0 © [ ()
' SQUAMOUS CELL CARCINOMA o © 1 L)) ¢ O L () 0 © 0. W
OTHER TISSUES AND LESIONS: .
! ZYMBALS GLAND: CARCINOMA 1 1w . 0 P | BE{ M) Y £ 5} ()
; . ABD WALL: LIPOMA 0 O 0o . 0 ©® o ® o (0 t (W )
ABD WALL; FIBROSARCOMA. ) L D B ) o (0 0 (O 1 o (O
| " ¥
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Yegend '.:l‘able 7

Female Sprague Dawley rats were implanted subcutaneusly with three dose Jevels of ¢ither mammary silicone gel or
low density polyethylene. The implantation procedure was performed on sham control ammais but no test material was
introduced into the animals. Forty-six specified tissues and organs were collected from all animals for histopathology.
Animals exhibiting SST were censored, and the incidence of neoplastic lesions was. caleulated s the ratio of the
number of anitals bearing lesions at a sits to the number of animals examined hwmog;caﬂy (# Ex) and are reported as
percents (%). Neaplastic lesions of the same iustogeneuc type within the same organ or tissue were grouped for -
analyses. A statistical analysis.of tumor incidence was only performed if there were ¢ least 2 observations in one of
the experimental groups within a potential analysis. Silicone gel and PE groups were amalyzed independently of one

» another.

Logistic regression analysis was the primary stanstml method used to assess lesion inmdcme among treated and
control groups. The life table test was applied to provide an appropriate approach for analyzing the incidence of
rapidly lethal lesions (e.g. solid state tumors). In addition, the Fisher exact test apd the Cochrap-Armitags trend test
were utilized aithough they ate procedures which do not adjust for mreumnt mortality.

1 Silicone gel group is significantly different from sham contml -group at p<0.05. . § Polyethylene group is
significantly different from sham control group at p<0,05. A 'statistical symbol inunediately after the lesion indicates a
significant trend for the siticone gel groups (1) or the pelyethylene groups (§) at psa.os {one-side). Significance using
a two-sided evaluation at p<0.05 is identified by § (silicone gel) ar'y (PE) accordmg to the same scheme.
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TABLES '
SUMMARY: Incidence of NEOPLASTIC Mictoscopic. Fifidings for Treated Animals With Solid State Tumatigenesis

P

i

)
..

GROUP: Sham LGt M Gel H Gel LPE .. MPE HPE
NUMBER OF ANIMALS: 100 2 T2 % 1 19 52
R R . N BT S s SRR NN ¢ SN TR ¢ S I )
ADRENAL CORTEX FEx 100 2 "2 43 1 19 50
ADENOMA, UNILATERAL' 0 @ 00w 0 o 2 (® 0O o © 1 o
CARCONOMA OR ADENOMAY LI () ¢ . o ® ¥ (® L] o T ]
ADRENAL MEDULLA, #Ex 100 2 .2 2 1 ) 19 48
FHEOCHROMOCYTOMA, UNILATERAL 4 @ ¢ @ [ (] 2 (B o ) o @ 1 @
PHEOCHROMOCYTOMA, MAL., UNILAT 1 (1) 0 (O 0 O 9 O 0 W 0 0 O
PHEOCHROMOCYTOMA, MAL. ORBEN. 5 (5 a o 2D 0 O o W 1@
AGRTA FEx 100 2 2 43 t 19 52
BRAIN £Ex 100 2 . .2 43 1 19 52
ASTROCYTOMA 2 O )] () ¢ ©® .0 © 0 @ )
ASTROCYTOMA, MALIGNANT 1 O, S B (1) 0 @ 6 O L) 1
GLIOMA I M o (O 0 (0 0 O 0 O ) o (©
OLIGODENDROGLIOMA 1w o M "o © )] o °c o LI 1))
ASTROCYTOMA, MAL, OR BEN. 3o 0 @:_.0 ©®. o © M 0 o T @
GLIAL TUMORS (ASTRO, AND GLIOMAS) 5 (5) 2 ()Y L)) ()} 0 O I @
OLIGENDENDROGLIOMA OR GLIOMA 2 @ 0 O 0 © o (O o o o O
CECUM #Ex 27 2 1 34 ! “ 44
- CERVIX ¥Ex 98 2 .2 43 1 19 51
ENDOMETRIAL STROMAL POLYP 1M o ©®- 0 o W o ) 0 @
ENDOMETRIAL STROMAL 6 o o O 0 O R (1 o o )} 1 @
CLITORAL GLAND 1Ex 4 0 o . 0 2 2
COLON FEx 90 2 1 38 i 17 47
DUODENUM FEx B9 2 : 1 k! 1 13 50
ESOPHAGUS PEx 100 .2 .2 43 1 19 52
EYES #Ex %9 2 - 2 a2 1 19 52
FEMUR - BONE ¥Ex 2 -2 ” H 18 50
FEMUR - BONE MARROW IEx » 2 — 2 a2 1 18 50
FOOTPAD #Bx 17 0 () 8 ¢ 1 3
FORESTOMACH © #Ex 100 2 2 2 1 19 52
SQUAMOUS CELL PAPILLOMA - 10 0 @ . ¢ ) ] o 1 @
HARDERIAN GLAND FEx 100 2 e 2 43 1 19 52
HEART 4Ex 100 .2 — 2. 43 1 19 52
ILEUM FEx 88 2 a1 - 34 1 15 41
IMPLANT i - CAPSULE FEx O 2 .2 43 o 16 47
SARCOMA™ [ rEn 0 (O 23 6. 1t 69 2% (62)
OSTEOSARCOMAS 0 6 W... 0 (O 0O ®m 0 o O Lt 3w
SARCOMA OR. OSTEOSARCOMAMY [ ) oG . 0 O W (3 6 o 11 (69 68
IMPLANT 1 - EXTRACAPSULAR 28z 97 2 — 2 43 1 19 S0
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SUMMARY: lncidence of NEOPLASTIC Microscopic Fiidings for Treated Antmals With Solid Stare Tumorigenesis
GROUP: , Shm LGd M Gel H Cel LPE .. MPE HYE
NUMBER OF ANIMALS: 100 2 S 43 1 19 52
P F o MmN m (%
IMPLANT 2 - CAPSULE : FEx 96 2 2 43 1 15 49
SARCOMAM o © o O 0. (@ 13 (30 o100y 6 (40) b @)
OSTEOSARCOMA! o o ©® 0 M L) 0 1 M 2 @ |
SARCOMA OR OSTEOSARCOMA'! o O o O 0 @ 13T @O P () 7?4 @9
IMPLANT 2 - EXTRACAPSULAR #Bx 96 2 2 43 ! 15 49
IMPLANT 3 « CAPSULE 4B oT t 2 43 o o 0
SARCOMA? o D)) 0 O 12 e 0 (O o M L))
SARCOMA OR OSTEOSARCOMA! 0 6 @ 0 () 12 28 0 O o W ¢
IMPLANT 3 - EXTRACAPSULAR #Bx 07 2 -2 43 o 0 0
IMPLANT 4 - CAPSULE #Bx 9 2 o 2 42 0 0 o
SARCOMA! , ) 0 W Tt (50 10! @24 0O @. 0 O 0 (0
SARCOMA OR OSTERSARCOMA! o ™ D@ T s 10t (24) ) o © o (O
IMPLANT 4 - EXTRACAPSULAR #Bx 9% 2 2 4 ] o 0
IMPLANT SITE, NOS #E2 B 2 2 ) 1 19 2
SARCOMA! 6 (O 1t (50) FLARC ) N TR € SEN S ) 15 o (0
SARCOMA OR OSTECSARCOMA! o CL IR LT S T ) (1 1 (9 o
DMPLANT SITES, ALL B Z 2 o 1 i 52
SARCOMA™ 0 M (100 2" (00 W 9B ¥ (0n 17 (89) &7 (50)
OSTEOSARCOMA! .0 O o © ., 0 © 0 ©®. 0 (O P s g
SARCOMA OR OSTEOSARCOMA' o o 2t (100877 2T (I00)  40F "93) 10 18 95 s28 (100)
JETUNUM #Ex 89 2 -1 36 B 17 48
KIDNEYS #Ex ® | N a2 - 19 52
TUBULAR CELL CARCINOMA 1 W o (0 0 o v © 0 )] )
LIPOMA 0 6 @ "0 @ o © 0 t 0 O
LIPOSARCOMA, ‘ W o 0o © LI () o o 0 2 ®
LIPOSARCOMA OR SARCOMA 1w 0 ® 0o © 0o (0 () 1 ® 2 @
LARYNX #Ex 97 2 -2 ) 1 19 52
LIVER ' 4R 9 2 2 3 ! 19 52
HEPATOCBLLULAR ADENOMA I 0 o O LI ) o W )] s W
HEPATOCELLULAR ADENOMA, MULT. 0 {(0) 6 ©® .0 ® 0 0 W 0 (0 1 @
LUNGS #Hx 100 2 L2 [ <] | . .19 52
LYMPH NODE, MANDIBULAR #Bx 85 2 2 38 1. i5 49
LYMPH NODE, MEDIASTINAL #8x 86 2 L2 » . ' 18 &1
LYMPH NODE, MESENTERIC FBx 98 2 -t 2 1 17 52
LYMFH NODE, OTHER B 26 1 1 8 o 4 ‘14
MAMMARY GLAND FEx 100 2 . .2 43 1 18 sz
ADENOMA 2 o 5 (O 0 0 O [ ] o 0 O,
FIBROADENOMA . 0 20 1] {50) H (50) 3 M . | {100) 5 @& 7 {13)
FIBROARENOMA, MULTIPLE B2 ¢ 0 W, 0 O ¢ 9 L I [ I ()] 2 W
ADENOCARCINOMA 1L o b0 @ PO % ) 0 M 4 &
ADENOCARCINOMA, MULTRELE 2 @ o WM. ® 3 . o O 1 & 2 @
57 X
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TABLB 8 (continued}
SUMMARY: Incidence of NEOPLASTIC Misroscopic Fladings for Treated Animals With Solid State Tumotigenesis

------------------------------------

GROUP: Stam LGl MG H Ga LPE _MPE _ HPE
NUMBER OF ANIMALS: 100 2 -2 43 1 19 52
i (% B { )] (% & (% 4 (%) # (B i %)
MAMMARY GLAND 7Ex 100 ‘2. —-2 a3 1 18 52
FIBROSARGOMA IN FIBROADENOMA, 0 o 8 © oW 1 @ LI o (0 0 O
CARCINOMA IN STTU 2 @ 0O T0 O 0 O ¢ o 0 @ 0O
ADENDCARCINOMA IN FIBROABENOMA I M 0 O [ 1 & L o O o (0
BENIGN EPITHELIAL TUM ] » (0 LA 1 (50 7 Q6 To(ee 5 (29 o un
meumzprmsnm,mmons 16, 48 L) 16O e e 1 © 6 (19
BEN. OR MAL. apmmxAL'mMuns 2 @ 150 1 (5 02 10l 6 (33 13 @9
OPTIC NERVE PEx % 1 2 4 1 19 52 .
OVARIES FER 2 2 43 $ 19 2
GRANULOSA-THECA CL TUMOR, BGN. 1 o O 1 B0 0o © 0O 0 o 1@
HEMANGIOMA o @@ o ® 0 O 1@ 0 ® o ©® o
ovIDUCTS F-" 2 - 43 1 19 ]
PANCREAS FEx 9 2 — 3 z 1 19 52
PANCREATIC ISLETS ‘ #Bx 99 2 o2 42 1 19 52
CARCINOMA 4 (&) (U )] [ 2 ()] 0 (© ¢ © 9 {0 [ I (]
ADENOMA 3 0 O 0o 2 (B Eogon . 0 @ L@
ADENOMA, MULT 1w 0. ©® 0 O 1 @ R o O 0 O
~  ADENOMA AND ADENOMA, MULT. 4 @ o O ) 3 M ¢ o (o 1 ®
CARCTNOMA OR ADENOMA 3 @® 0 O - 0 O i m 1 ) o (O T
PARATHYROID PEx S8 2 .2 39 6 18 50
ADENOMA, UNILATERAL e W b O ) o © ) ) T @
PITUITARY FEx w0 . "% z 3 1 19 52
ADENOMA 7 On .0 () 1 (50 25 (60 EOon 14 (19 0
CARCINOMA | o o L (50 2 O DI ) 0 © 4 @
CARCINOMA OR ADENGMA 84 88 "0 O 20 2 B8 1) . 14 @@ 4 (69
RECTUM #Bx 89 i SR @ 1 18 50
SALIVARY GLAND #Ex 96 2 gl 43 1 19 st
ADENOCARCINGMA ) 0 O 6 o {0 o O o 1 @
SCIATIC NERVE FEx o7 2 —_— 2 2 § 18 S0
SKELETAL MUSCLE fEx 99 2 - @ 1 19 2
SKIN/SUBCUTIS #Ex 100 2 2 < 1 19 52
SQUAMOUS CELL CARCINCMA 1w 0 0 M 6 ® 0 ) 6
FIBROMA 27 0 @ o ® e {0 6 W 0 O o O
FIBROSARCOMA, 2 @ 0 W 0 1O o O s © 0o O
LIPOMA 1 ) ¢ @ 0 o o 0 © 2 @
HEMANGIOMA 1 0 m 8 © 0 (@ 0O O ¢ O ¢ O
SARCOMA, MULT ¢ 0 @, 1 o W 0 M 1 ™ o
SARCOMA’ 1M o W o O ’ - e (O 1 ® Y
FIBROSARCOMA OR FIBROMA 4. (@) o o O I o o o O
SARCOMA OR OSTEOSARCOMAY 1 LR ) 3’ ) ®an ¢ ®
SPINAL CORD 1B ® 2t 2 a 1 19 s
SPLEEN FEx 99 2 2 43 i 19 52
HEMANGIOSARCOMA ) Y ¢ W () e o o . T
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TABLE 8 {continned)
SUMMARY: Inciiencs of NEOPLASTIC Microscopic Findlngs for Treated Animals Witk Sofid Smte Tumorigeacsis
GROUP: * Sham LGet M Gel H Gel LPE - MPE HPE
NUMBER OF ANIMALS: 100 2 -2 a3 1 19 52
F Y 2 (%) ¥ (B ¢ (% F I ) P ) 4 (B
STERNUM - RONE FEX 9 2 2 43 1 18 2
STERNUM - BONE MARROW FEx 99 2 P] 43 1 9 2
STOMACH YEx 9 2 —2 L] 1 19 51
SYSTEMIC DISEASES #Bx 100 ) -2 4. 1 19 52
LYMPHOCYTIC LYMPHOMA. 0 O ¢ O 0 W [ ) o o O 1@
MONONUCLEAR CELL LEUXEMIA o 0 O .- 0 O e O 0 O o O N ]
TAL ¥Ex 13 9 o o o 0 7
THYMUS FEx &2 2 1 30 { 16 40
THYMOMA, L)) ) o o ¢ @ o O 0 1 o
THYROID FEx 98 2 T2 44 i 19 50
FOLL- CELL ADENOMA, UNILAT. o @ 0 © 8 © ¢ o 0 O 1B U ()
C-CELL ADENOMA, UNILATERAL 10 (10 AN T ) 2 (D o 0 O )]
C-CELL CARCINOMA, UNILAT, 2 6o O 0o t @ 0 O 15 0 O
C-CELL CARCINOMA OR ADENOMA 2 an o M 10 3 M 0 O 1 ® 0
. TRACHEA #Ex & 2 2 ] 1 19 2
URINARY BLADDER #Ex 8 2 2 42 1 19 -]
UTERUS 8 2 -2 a t 19 2
ENDOMETRIAL STRCMAL POLYP 4 @ 1750 o © 1 @ () SN 2 @
ENDOMETRIAL momx.smcom o M o O 8 © 0 O o W 1o 0
ADENOCARCINOMA - o {0 0 ©® . 6 o 1 0 0 @ o O
LEJOMYSARCCMA o © o M o0 O 1 ® ¢ 0w o (0
ENDO. STROM. SARCOMA OR POLYP P o, 0 M 1@ 0 © 2 an 2 @
UTERUS AND CERVIX 98 2 .2 43 )
ENDO. STROM, SARCOMA OR POLYP 5 % T SO . 0 © 1@ O 2 an 3 &
VAGINA FEx 9B 2 .2 2 1 19 54
FIBROMA . 1w ¢ O 0 W 6 m ¢ O LI ) )]
OTHER TISSUES AND LESIONS:
ZYMBALS GLAND: CARCINOMA 1 W 0 © 0o (® L) o W ) 0
49



TRADE SECRET - (;ONFIDENTIAL ‘ - Mentor Corporation
D 1 2 """ 'Gel ﬂfed‘Mammary Prosthesis

Sty Nutnber - 7068 . X Report Number - 1998-10000-44643
Security - Inernal

Legend - Table 8

Fernale Sprague Dawley rats were implanted subcutanecusly with three dose levels of either mammarv
silicone gel or low density ponethylene The implantation procedure was performed on sham control
animals but no test material was introdoced into the animals. Forty-sik specified tissites and organs were
collected from all anitnals for hastopamology Animals exhibiting ST were identified, and the incidence of
neoplastic lesions was caleulated as the ratio of the namber of animals bearing fesions at a site to the
number of animais examined histologicatly (# Ex) and are nported as percenits (%). Neaoplastic lesions of
the same histogenetic type within the same organ or tissue were grouped for anilyses, A statistical analysis
of tumor incidence was only performed if there were at least 2 observations in one of the experimentai

' groups within a potential analysis. Silicone gel and PE groups were analyzeéd mﬂepmdenﬁy of one
another,

Logistic regression analysis was the primary statistical methed used to assess lesion incidence among
treated and contral groups. ‘The life table tast was applied fo provide an appropriate approach for analyzing
‘ the incidence of rapidly lethal lesions (e:g. solid state tumors). In addition, the Fisher exact test and the
- Cochran-Armitage trend tast were utilized- althou,h they are procedures which do not adjust for
intercurrent roxtality.

1 Silicone gel group is significantly different from sham control group at p<0.05. § Polyaﬂ)ylene aroup is
significantly different from sham control group at p<0.05. A statistical symbol. fmorediately after the lesion
i indicates a significant trend for the silicone gel groups (1) or the polyethylens groups (§) at ps0.05.
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SUMMARY. Incidence of NON-NEGFLASTIC Microscopic Findings for All Treated Animals

GROUP: Sham LG MGet HGel LPE L MPE HPE
NUMBER OF ANIMALS: 100 100 L. 100 100 100 100 100
S NG ) ¢ (W ¥ (% & (W ¥ (%) i (%) &
ADRENAL CORTEX #Ex 100 100 T 100 100 100 100 98
HYPERPLASIA 5 & 4 @ 5 (5 w2 @ 4 @ 5
HYPERTROPHY 8 & L)) 2 O 4 @) 5 (» 3 3’
HEMORRHAGIC CYST/CYST(S) 20 (S0 95 (33 . 9% (0 84 (8¢ 8 (88 5 (89 76
THROMBIUS/TRROMBOSIS 0O 0 O o M 0 O L)) 0 O 1
FATTY CHANGE 3 % T M 6 8 I ® 3 (3 ) 3
DEGENERATION 19 (19 2t @y 18 (48 16 (6. 2 23 16 (16 17
CONGESTION IO 3 3 M 4 4y 2 @ 7 o 4
HEMORRHAGE [Vt ) 1 M o oW I ) 1
EXTRAMEDULLARY HEMATOPOIESIS™ 2 W 2 @ I ) 10¢ (10} o (o o o
ATROPHY 1 1 0 1 W TR A §) s 2
FIBROSIS I (b 2 @ I W 3 & DI 1 W 3
NECROSIS 0 @ [ {5 [ I o [\ Y t (D o
INFLAMMATION, CHRONIC 0 o O __t (D o (0 e (O 0 @ 0
ADRENAL MEDULLA ¥Ex 100 w98 97 : 98 9% 9%
HYPERPLASIA 17 (D 5 (% 8. ® T M 5 13 (1% 7
AORTA #Ex 100 100 100 100 $003] 100 100
DEGENERATION ' [ 1. 0o W o (O ¢ (O o O 0
MIVERALIZATION 1 o [ o 0 O 0 {0 0
BRAIN #Bx 100 “99 100 100 100 100 100
GLIOSIS 0 ® 6 @ o0 [ 0 (0 S §)) o
MALACIA o o (O o M 8 O 0 1 (1) 2
COMPRESSION 51 ¢ 43 @3 . 48 @8 ¥ OGN 5 (549 52 (52 3%
HYDROCEPHALUSY 16 8 9 (% 7D 6 (& 5 (6 19 (19 21
HEMORRHAGE 4 6 (& 4 @ 3 ™ 5 ® 5 ® 3
CONGESTION 0 o o O o O [ ¢ O 1
THROMBUS/THROMBOSIS Y 0 oo ()} O TR 431 0
MINERALIZATION 0 (O LN ) 0o ooy P ® 0 (O 0
CECUM #Ex 87 2 -, 89 84 87 a2 88
EROSION 0 o t (@ o O o O V()] ¢
ULCER o o 1 o O oW 0 1w )
ULCER, MULT o o @ 0 O 9 (O [} 1 2]
INFLAMMATION, ACUTE v W ¢ ®m . 0 O 0o © F R ¢ )] o (O 1
INFLAMMATION, CHRONIC 1D 9 (@ () o O ] [ ()] 1
INFLAMMATION, GRANULOMATOUS o (0 1 W70 0 o o (0 1M o
ADHESIONS 1o P @ [ ) ° o LI 0 o
FIBROSIS L () 2 ® o O 1 {p 0 O ¢ @ 1)
CONGESTION L () 0 W 0 © 0 O o O 9 O t
HEMORRHAGE o (o) o ®.. 0 @ o O ()] | { ] o
EDEMA 1 (D 1 (D 6o L Lo 0 O Q
CERVIX FEx 98 72 - | 100 ® 100 9%
PROLIFERATIVE FASCICULITIS' 1 I ®»T 3 & 2 @ 3 M 1
INTUSSUSCEPTION o (0 () o O T B (0) 0 (O o
FIBROSIS 0 (O 0o @ . 1 (n o O 5 0 Loy 0
SQUAMOUS METAPLASIA 0 1O o ® LI () o {0y e O PN ) 0
EPITHELIAL DYSPLASIA 0 W o o 0 | 4} I ] L 1) 0
STROMAL HYPERPLASIA 0 0 ™ 1w ¢ O [ 0 o !
DNELAMMATION. ACUTE 1w 0 (B o [ S )} 0 (0 0
INFLAMMATION, CHRONIC 1 (L I BT IO@ 0 @ o (0 o (O 1
INELAMMATION. CHRONIC ACTIVE 1 0O ®m... 0 ® o o 1D L (1)) 1
EXUDATE : ¢} z @ I < [N 3 o O 1 4
EPITHELIAL HYPERPLASIA 0 (O o o o © o o 0 PR M) ¢
CYSTS(sy R ° o 2@ o © o (O o
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LGl MG

LPE

GROUP: &ham # Gel .. MPE HPE
NUMBER OF ANIMALS: W00 100 .IT 100 100 100 100 100
8 (%) ¥ (% 2 (% 2 %) ¥ (%) 2 (%) #
CLITORAL GLAKD FEx 4 3 2 i 3 5 3
CYSTIC DUCTS 309 3 QO 1 (50 0 O N 4 )Y 3 () 2,
INFLAMMATION, CHRONIC o 1. 8D o © o (0} 0 {0 1 2o {
GOLON #Ex 90 95 50 89 91 88 90
NECROSIS 0 o o ©® "0 @ e ) o L)) 0
EPITHELIAL HYPERPLASIA TR (] ) o (O [ o (OF o O 0,
ULCER, MULT 0 o [V () 0 (0 ¢ [ 0
INFLAMMATION, ACUTE 0 © o (O 0 O [V 0 O 0 © L
INFLAMMATION, CHRONIC. o (© L) () ¢ O L ¢ O 1
INFLAMMATION, CHRONIC ACTIVE 0 1 Q) o O I ¢ 0 () 6 O 0
ADHESIONS 1 (V) o O 0 O o O o O 0 (0 o
EDEMA 0@ ¢ O ¢ @ 0 1w 0 M 0
DIVERTICULUM o o o O 0 @ 1 1 (M L () Y
DUODENUM #Ex 89 94 - 9% . 54 94 98
EROSION, MULT 6 © 0 (O T4 )) 0 O o ® o O 0
CONGESTION 0 © a4 I M o (0 ¢ © L ()] 0
ESOPHAGUS FEx 100 100 : 100 100 100 00 100
INGESTA I M 1 1 () 3I @ 3 ® ¢ W 2
EYES FEx 99 98 100 98 $9 . 100 100
CORNEA, EPITHELIAL HYPERPLASIA L)) o O 0 ) 1 1 0
CORNEA, EDEMA ) o O .0 O o © o (O LI ()] o
CORNEA, MINERALIZATION} & @ 12 (12 0D 5 (% 8 (@ s (&) 10
CORNEA, VASCULARIZATION o © 1 6 ©® 0 ©® V) 0 © 0
CORNEA, ULCER 0 © 1w o © o O zZ @ 1y 1
CORNEA, INFLAMMATION ACUTE ¢ ) i W e ¢ @ . ¢ © I @ 0
CORNEA, INFLAMMATION CHRONIC 2 @ o © 2 {2 z @y I @ 0 (W 0
CORNEA, INFLAM CHRONIC ACTIVE o (0 VI TR S ¢ 1) 0 (O o O 1 (D 0
CORNEA, INFLAM GRANULOMATOUS o © ¢c ©® o O 0 @ I () 1 (D 0
{RIDOCYCLITIS o 3 » 1w 1w T 1 (M 2
CATARACT 3 o @. 31 0 (™ 2 Q@ 0 {0 0
PANOPTHALMITIS DI ()] 0 ©® -0 O 0 (O o 0 O 1
RETINA, DEGENERATION 2 @ 1 (h 1n 2 @ o (O S 0
RETINA, HEMORRHAGE o 0 W 1y 0 (0 )Y o O 0
ANTERIOR UVEITIS o O ) 0o W -0 W P 0 (O 8
PHTHISIS BULBI ) o [V () o O [V} 1 (D s
FEMUR - BONE ¥Ex 59 o7 .. » .98 97 9% 97
BONE-CYST o © 2 o o 0 W ¢ Wy 0 0
FIBROUS OSTEOD"STROPHY o © 1Y o W 0 (0 1w I W 0
EXOSTOSES ‘ [ )] 6 ® o0 @ oo o {0) 1 (1 o
¢ & o @ 1 LI ) o O 0 O 0
SYNOVITIS 1M ) o (© 0 (© L ()} 0 (W 0
FEMUR - BONE MARROW fEx 9 96 =97 58 97 % 97
HYPERPLAS!IA, MYELOIDO" 10 (0 21y 6 © 0T an 9 (9 18 {19 o1l
HYPERPLASIA, NOS 3 3 4 (& 4@ 2 @ 3 @ 5 3 4
FIBROSIS o O 0 o W 1 0 W o (O 1
CYST(S) 0 O [ 0 W 1y 0 0 O 0
CONGESTION ¢ O oW .1 M (VI 0 (0 0 O 0
FOOTPAD ¥Ex 17 20 14 14 19 15 10
CYSTISVINCLUSION CYST(S) 0o o ™, ¢ O [+ S (] 0 W T 0 [}
ULCER, MULT ) o (. o (0 10 v O L) 0
SQUAMOUS CELL HYPERPLASIA 0 (B J . o (o I () LI € 1 M 0
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TABLE 9 (continved)

SUMMARY: fociderice of NON-NEOLASTIC Mitroscopio Findings for All Treaiod Animmals

GROUP: Sham LG MGl . HGsl LPE L MrE HPE
NUMBER OF ANIMALS: 105 100 .. 100 00 100 100 100
% ¢ (% 1 (% F N ) ¢ (W & (B i (%
FOOTPAD ¥Ex 17 20 14 “ b 15 16
HYFERKERATOBIS (- 9 (O 0 (O 0 W L) LI ) [ )
16 (99 14 12 @6 13 17 @9 49 8" (30
mmmmou. CHRONIC ACTIVE 1 ® 5 29 3 @) 1 M 1 ® it 1 (o
ABSCESS? ¢ () 3 s 1 6 O I 1 1O 2
PROLIFERATIVE CHONDROPATHY o 1 & T © e ¢ © o 0 o
FORESTOMACH #BEx 100 100 — 10D 98 160 93 100
sqmmuscm.mpmmsm 3 M 7T M 1 M o O 5 S 4 @ 2@
EROSION ] ¢ O ¢ O 0 O L ()] t (D) t (B
ULCER 3 M 3 M 5 3 W 3 M 5 4 @
ULCER, MULT* 0. & 1O 1. 2 - BRUE S ¢ ) 6 © oW
PERFORATING ULCER 1 M 1w 0 © ¢ 1 M PR (1 s
INFLAMMATION, ACUTE o 1 () [t oo ) t M 1D
INFLAMMATION, CHRONIC ACTIVE T 5 ¢ 3 O 3D 5 {9 3 M 3I 0
EDEMA! t o o o 0 o O o (O o ® 2 O
FIBROSIS 0 ® o __ 1 a . ) 0 (0 o O
INCLUSION CYST(S)! ¢ (O 8 @ 0 O 0 o () [ ()
VESICLES Y 1M ¢ O 0 O ¢ o t oW
HARDERIAN GLAND #Ex 100 100 100 %9 100 100 w o,
ATROPHY ) L) 90 @@ “TO0 @ o o 1w 0 ® .0 W
INFLAMMATION, CHRONIC | LI o @ L] O ®m. & O ¢ o o
INFLAMMATION, CHRONIC ACTIVE 0 © 1t 6 O ¢ W ¢ WO 0 D)
FIBROSIS o LIS o 0 © PR () ) 5
HEART JEx 100 100 o 100 100 ‘ 00 100 160
CARDIOMYOPATHYH % 09 B RIS ) 68 (68 o0 0N 77D
MINERALIZATION ()} o o o 0 {0 1 (M 0 O 0
ATRIAL THROMBOSIS o {© oW 0 O o O o © T 0 (O
ENDOCARDIAL HYPERPLASIA o © o (O LW 0 O 0 W o W 0
PERICARIMTIS [ 2 )] o O ) 1 [£)} o @ 0 O [ ()]
NECROSIS o 6 © ° 0 O VY o (© )Y 0 o
FEx 38 , 88 - 88 B % ] 23
EROSION, MULT 0 T 0 @ o O, 0 O 1 0
ADHESIONS TS { ) e M- 0 @ 6 ® 6 (O o (0 o W
IMPLANT 1 - CAPSULE #Ex W7 97 94 100 58 . 86 94
FIBROSIS™ o o 9 () 94 (10 - 9t O5) 58 (100) 15° 8N o (74
HYPERPLASIA, FIBROBLASTIC! LI ()] I @, & ® o 3 (9 $ e 17 (18
INGROWTH' o O 4 I m g ®», 0 (o ) o (0
COMFARTMENTALIZATION' o O 2 @, s ® 0" (10 PR v T O PR 1))
IMPLANT MATERIAL' : ¢ O 12' B 0 G 4 (49 3 (%) 3 t W
INFLAMMATION., CHRONICY o O 4 @ 9 (10) 21T @B 200 (3¢ () 1 (1)
INFLAMMATION, CHRONIC ACTIVE 0 O 0 M 0D 2 @ 1T o 1 2 >
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ADHESIONS 1 m o .0 O a O ¢ O 0 (0 ¢
CONGESTION 1(n o O 1y g O 0 © o W 3
HEMORRHAGE 0 (@ ¢ W __o O 1 (Y o O 0O 0
MRNERALIZATION 1 0 (O W 8 o PR 11 2 @ L}
EDEMA 0 (O 0 W | B ¢ V) (M 0 () o O !
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Legend - Table 9

Female Sprague Dawley rats were implanted subcutaneously with three dose levels of either mammary silicone gel or
low density polyathylcne The implantation pmcedure was performed on shamm control animals but no test material was
introduced into the animals. Forty-six specified tissues and organs were collected from all animals for histopathology.
The incidence of non-neoplastic lesigns was calcuiated as the ratio of the number of animals bearing lesions at a site to
the mumber of anitnals examined histologically (# Ex) and are xeponed as pexcents (%). A statistical analysis of lesion
incidence was only performed if there were at least 2 observations in one of the experimental groups wxﬂun a potential
analysis. Silicone gel and PE groups were analyzed independently of one another. . -

Logistic regression analysis was the primary statistical method used to assess lesion incidence among treated and
control groups. The life table test was applied to provide an appropriate approach for analyzing the incidence of
rapidly lethal lesions (e.g. solid state umors). In addition, the Fisher exact test and the Coch:an—Anmtage trend test
were utilized although they are procedures which do not adjust fgr intercurrent mortality.

1 Silicone gel group is significantly different from sham contyol group at ps0.05. § Polyethylene group is
significantly different from sbam control group a: p<0.05. A statistical symbol immediately after the lesion mdlcates a
significant trend for the silicone gel groups (1) or the polyethylene groups (§) at ps.o 05 ..
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Legend - Table 10

Female Sprague Dawley rats- were impianted subcutaneously with three dose levels of either mammary
silicone gel or low density polyethylene. The implantation procedure was perfonned on sham control
animals but no test material was introduced into the animals. Foxty-six specified tissues and organs were
collected from all animals for hxszopamology Anithals exiiibiting SST were aensoted and the incidence of
non-neoplastic legions was calculated as the ratio of the number of animals tmrmg lesions at a site to the
number of animals examined histologically (¥ Ex) and are teported as percents (%). ‘A statistical analysis
of lesion incidence was only performed if there were at least 2 observations in one of the experimental
groups within 2 potential analysis. Silicone gel and PE groups were analyzed independently of one
another.

L mmmr rﬂmaecmn amhrmc was the vwimnrv gtatistical method nmrl 1o agsess lesion mmdmoe 3mmg
treated and control groups. -The hfe table test was wphed to pm\nde an appropnm appreach for analyzing
the incidence of rapidly lethal lesions (e.g. solid state tumors). In addition, the Fisher exact test and the
Cochran-Armitage trend test were utilized although they are pmeedures wmch do not adjust for
intercurrent mortality.

T Silicone gel group is significantly different from sham control group at p<0.05. §- Polyemylene group is

significantly different from sham control group at p<0.05, A statistical symbol immediately after the lesion
indicates a significant trend for the silicone gel groups (1) or the polyetiylene-groups (§) at p<0.05.
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Legend - Table 11

Female Sprague Dawiey rats were implanted subcutaneously with three dose Tevels of either mammary
silicone gel or low density polyethylene, The implantation procedure was perfomcd on stxanrcomrol
animals but no tast material was introduced into the animals. Forty-six specified tissues and organs were
collected from all animals for histopathology. Animals exhibiting SST were identified and the ineidence of
non-necplastic lésions was calculated as the ratio of the nuniber 6f aniimals kearing Jesions at a site to the
number of animals examined histologically (# Bx) and are reporied as percents (%). . A statistical analysis
of lesion incidence was only performed if there were at least 2 observations in one of the experirsental
gtoups within 2 potential analysis. Silicons gel and PB groiifis were analyzed iﬂdepmdenﬁy of one
another.

Logistic regression analysis was the priroary statistical method used to asséss lesion midence arong
treated and control groups. The life table test was applied to provide axxapprepﬁate,appmch for analyzing
the incidence of rapidly lethal lesions (e.g. solid state. tumors). In addition, the Fisher éxact test aud the
- Cochtan«Armitage trend test were utilized although they are procedures which do nok adjxst for

intetcuxxent mortality,

1 Silicone gel group is significantly different from sham control group at p<0.05. §. Polyemylene group is

significantly different from sham control group at p<0.05. A statistical symbol Inunediately aftes the lesion
indicates a significant trend for the silicone gel groups (1) or the polyethylene groups: (§ ¢t p<0.053.
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Tabie 12: Organ Weights (grams)
A, All Animals
Oigan SHAM ] LGEL | MGE WGEL ] " LPE~ ] MFE HEE
Brain 2007 £ 0015, | ZM2420.015 | LOGL00I4 | ZOOBTOGIT | ZAB0LGUI7 | 3021 £0:017 | L000%0.018
Adfeia] Glands | 0,115 £0.007 "'o":r"az""‘zo‘ﬁ"“. 15 | GIS9E0Mm1 | 011220013 | 0.120%0.008 | G.175£0,080 | 018 %0012 |
Kidneys SIS L0443 | 3061 %0.076 | 1E006 | 3013 % E0.087 | A E0.000 | 2870080 | 3711 £0.397 | SOREONTT |
Tiver 1231020448 | 11780 %0409 | 1145220353 | 11051 £0.498 | 11034 £0.381 | 15022048 | 111612099 |
B. Animals without Solid State Tumorigenesis .
O SHAM TGEL MGEL weL T TR HEE
B ZO07 20015 | 04 £0013 | LOMS00IS | ZOE0ND | 12028 25,015 | 012% 008
Adteoal Giands | 0.113£0.007 | O.I4L£0015 | DI60Z0021 | ONB 2008 | O.IZTE0008 | .18 % CSSEL U
Kidngys" 3250143 | S0G1E0.076 | SOBE0N8 | ZIA L0 | JSI5 L0080 | SSVE0M | LIS RiP |
Liver TEZ930.448 | 117050404 | 1140620359 | 1.0 0545 ] T35 E0.80 | 11.587 £ 0516 | 10.957 £0.469 |
- C. Animals with Solid $tare Tumorigenesis* )
Organ SHAM | LGEL MGEL | WGEL | LFE MFE WP
| Bnain Z007 £ 0.018 HEm TIOI6E M | LOGE0.E | 2OUEM | LIBE0.0W | 1.981% 0,050
Adrenal Giabds' | 0I5 £0.007 .| (E(H DAL | [0.087 £0.007 | OLBT (0. | H.28£0.011 | 0.100£0.007 |
awys 333F0.143 | DB 3020516 S0 20.007 | - 2TIGEM, | LIOE0.9 | 2.TWL01LT
Liver Aﬁzwiﬂ.ﬁff (nj;(n 1332340 u.ﬁtx;m SO | LLETHLE04 | 11476420782

* statistics for control group animals, 2il of which were fre€ f SST, are inciuded for companson
() No statistic calculated because insufficient mieasuresnents were availsble.

Legend - Table 12

Female Sprague Dawiey rats were implanted subcutaneously with three dose levels of sither manmmary
silicone gel or low density polyezhylene The implaotation procedure was perfermed on sham control
animals but no test material was introduced into the animals. Organ weights were- collected from all animnals
surviving to schedufed necropsy. Animals exhibiting SST wexe identified and am!yses were performed with
and without data from these animals. Values' Tepresent Sroup mean ¥ s.e. ‘Based on an assessment of dose-
related trend using Jonckheere’s test, nov-parametric mnkxple comparison methods (Shixley’s or Dunn’s)
were used to assess treatumient relaied effects. . ’

T Siticone gel group is significantdy different from sham cangol group at p<0.05. § Polyethylene group is
significandy different ffom sham control group at p<0.05. A statistical symbol in the organ column indicates
a significant rend for the silicons gel groups (1) or the polyethylene groups {§) at p=<0.05. :

x
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Table 13: Organ To Body Weight Ratio
Organ “SHAM | LGEL | MOGEL HGEL | L¥B . . MEE RIE
Brain dTRE02 | ABBE0IB | 4GSEOU8 | AGLE0A | 4BEGZ | 492 E0.30 498 £0.30
Adrenal Glaas CZTE002 | 0.34E0,08 nm':t:’é'.o&' G2BE0.08 | OZBED0Z | 0I9E007 TIZE0B5 |
Fidneys TI5E0D | IABE026 | 101 £0.32 64TE081 § 6.&"5” £83¢ | G9582.68 7.56 £ 0.64
Liver’ 2830%1.22 | 27403087 | 254140.64 52.80:!9&83 B 5 64 | 26.60+£0.98 26,74 & 1.07

5 -

B. Animals without Solid State Tumorigenesis

Organ SHAM ~ LOEL |  MGEL | . BGBL | LPE [ M WFE
“Bradn | 478£02 TIWEOIE | d65E0.08 | 4635039 | 4162023 | 4022030 | SASEL0AT |
Adreral Glinds | O.2TZ00Z | 04008 | DITE006 | 0292006 | OBEGOL | OAIZ0.08 | OE
Ridneys TISE059 | 7a8%0.26 | 1085033 | GARE0M0 | 6e6E026 | WIGEI0 | 8435054
Liver’ BAOILIL | 2140081 | DAIE06 | AELOL | BIBE0. | IBGSEIOT | KITE150
C. Animals with Solid State Tumorigenesis*

g D SR e A Ry £ HOEL —MTE VB
Brain TRE0A '('ﬁ?ff)‘ 3I0E ABT0.@ | s ﬁ AL | 42AE0T |
Adreral Gands’ | 02720 | DEH RCEYT) GRCET GIAEM | 031%£008 | 02(=001 |
Kidneys 795 £0.59 HED S55E(H | 660047 TEEH SHIE13T 58420.36
Livess B30 %12 [GEXD) BATED >»’ﬁo43;.s‘i' THAIE | 6235280 | B.0E0.86 |

* statistics for control group aniroals, alt of which wera free of SST, are included for comparison.
{f) No statistic ulculated because insufficient meamements‘mre available,

Legend - Tuble 13

*

Female Sprague )awley. rats were implanted subcutangously with three dose levels of either mammary
silicone gel or low density palyctbylene. The implantation procedure was pert‘omed on gham control
animals but 0o test material was introduced into the animals. Organ weights were collected from ail animals
surviving to scheduled necropsy. Animals exhibiting SST were identified and analyses were performed with
and without data from these animals. Values represent the rhean 4 s.e. of the jtidividual ratios of organ
weight (mg) to terminal hody weight (gmms) Based an an assessment of dose-telated trend using
Jonckheere’s test, non-parametvic multiple comparison: nw:hods (Shirley” s or Dunn's)y were used to assess
treatment yelated effects. —

T Silicone gel group is significantly daffere:m fror shae control group at psO.Gs § Polyethylene group is
significantly different from sham control group at p=0.05, A 'statistical symbol in the organ column indicates
a significant trend for the silicone gel groups (7) or the polysthylene groups (§) at p<0.05. .
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Smdy Number - 7088 DC Repon Number - 1958-10000-44643
i . Secarity - Imermal
Table 14: Hematelogy
A. All Animsals
Pirimeters SHAM LGEL M GEL HGEL LPE. MPE HPE
"WBE (1070 TRLE | SETOM | SBILG] TOIEL00 | 6B L0 | TWE001 | GEIE0I0 |
Tyopbocytss QIOTHD TOTZ000 | L2031 | 535030 | 385040 | ZHRE038 | 3355028 | L05E0D |
Segmenicd Neumraghils (107R) SE050 | TEOE0M | IATEOM | IL06 | I.5650.5 | 3323067 | LmE0s4
Manocyics (10901 G590 | 0.0RL 20007 | 0.057% 0008 | 0,097 50,057 | 009 £0.018 | 0.061 £0.022 | G.098 £0.081
B DEBATOSD | OLZ8 E0.007 | GOIOE0.00 | 0130007 | 0.054 L0017 | 0,027 £0.015 | 0013 £0.006 |
Bands (10VaD) SEE LA | G054 S0.00 | 0038 L0015 | 05T E0.0 | GUIS E0.058 | 0058 £0.031 | o031 E0AL |
Basophie (070) DO L 0.00% | 000 £ 0000 | 0.000% 6,000 | DGO ED:000 | 0,000 £0.000 | 0.000 % .000 | 0000 £ 0000 |
THematoerit (%) WIE0R | TAL078 | BHAEOD | BRI | BBE0W | BEIZ | VML Lo
Hemogitbr (g/a1) BOTE0m | BST5058 | BAIE0E | BHE0 | PTE03: | 115046 | B.3036 |
REC Q0 THE0E | CIME0A6 | CHT0AT | 605T0a | GWL0AS | 3922026 | G010
"NREC (10731) 5007 £ 005 | GOTTZ0B1T | 00005 0.000 | 0.000£0.000 | UM0L0.000 | D030 £0424 | 0:000 £ 0,000 |
[Phtzicss (071D FIREATE | WEITTIA | FASEW | SSL744L7 | OBAEdS | O6TTHSIT | FPAEALI
Tl el Goudt SIS | WA | 05506 | SePi5H | Q.a9E610 | 9634524 | 92362456 |
B. Animals without Solid Staté Tumorigencsis -

. [ Pammetats SHAM LGEL MGEL ]  BGEL L MR “HPE

| WBC (107aD) G063 | SE5LE054 | GR0B LIS | GS2E10l | BISE0SY. | TMIEIN0 | 5448070 |

Tymphocytes (10U ~GSIE0.0 | ZBALO0 | I2BE DAL, | 32603 | 3022049 | 352032 3.01£.28

Sepmeored Newoophils (0D | 3455050 | 2893034 | 3308078 | JI0E080 | DS8E047 | 333L07 | 2755050 |

Monocyies (10°7) DOBE00T9 | 0B £0.007 | D05 =0.00 | 007350000 | 0043 0018 | 0.062 %0025 | 0.003 £0.00 |
Eosiopils GO | G024 E0.007 | 0.0 50,007 | OO0 E0.005 | OO L00W | 04035 £0017 | 0028 £ G015 | 0.017 %0.009

Bands (1074) OBE T 0.010 | 0054501020 | O.037 0,015 | OLS0L0.008 | 0.003 20008 | 0.055 £0.035 | O.080%£0.013
WWW.&%*& " 5.000 £ 0,000 | 0000 £0.000 | 0.000F 0.000 | 0.000 %0.000 |
Hematoorit (%) 31082 | TLOAE08 | F6ISE 107, | BAGEIA | 36808095 | 5.16%1.30 | 363818 |

Terogiooin (5/dD) TGTE09 | 13982038 | 22037 | 1IATE048 | 13592043 .| 12.86%0.46 | 13.5130.66
[ RBC (107n)) SSAE08 | 6HL0.46 | 6IIEDE | GITE0I | GIBLOND | S03£036 | 630£027 |
s G| BISEAE | WESLT4 | FADIND | SHIEHS | DML | W03 E52 | ISERS |
“Foml Call Couit SIS | RN Een | SIELT | B340 | BAIE626 | 9.86%4.96 | 10000 £0.00 |

C. Animals with Solid State Tumoeigenesis * ‘

Parameiers SHAM LOEL W GEL HGEL LPE | MFE HPE

| WEC G0y CRE08 | WD EWEM | CIOELE | GOE[M | eHEiri | masEin
Lympbocytes (1070 Z.91 £0.19 MM ISEM | IGEE 10D TIAEm | 3AI2008 | 3128044
Fegmtnted Neuwropis (T0VRY | 3030 | WE®M TEEM | A0S | aGEm | ISIELI6 | BEEIL0
Monocytes (107K 0SS £0.015 | W=D TAZ6E () | 0.152%0081 | O.120%(D Wm
Eosinophils (107D CEALe0W | OE® | 000 | OOIIE0007 | ODOE(®H | 0,016%0.016 | 0.007 = 0007 |
Bands (10780 "SRR E 0N | WE@M | 00GE0) | 00712008 | O0130%%) | OPES£0.062 | 0.050 20021 |
Basopbils (10°7521) 0002 L0002 | MM D000 T | ODOOE0D0 | . GAOZE(H | OO0 L0 | 0.000 = 0.000 |
Hematoerit (%) T B 208, | DED HHTM | ILGEIH | BMIM | DBILG6AT | I300E130 |
| Hemoglobin (g/dl) 1307 0.5 WD T30%M, | 12112040 | I2.00(F | 12.00£236 | 12.40£031
[REC (10°701) SHE08 | M@ STz | SI9E0I0 | BBEM | SBEELIB | S.6IL030
"NREC {1001y 0.007 £ 0.008 HEMm SOCE 07| Q000 £0.000 | OO000%() | 0.000X0.000 | 0.000%0.000 |
Plaeies (10730 ESEETIN) GEL] S90E0M . | S60.1T722 | ILOE(D | 685.7%10% | Ob4.6 103
Total Cell Cownx G180 2435 B ED 0000 £ 1) | 100.00£0,00 | 100.00 2D | 15003 500 | 81.82% 12.20

» statistics for control group animals, 2ll of which were free of SST, are included for comparison.
(f) No statistic calculated because insufficient measuremeitfsWere available.
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TRADE SE(;RET. - _COI\‘IFIDENTIAL , Mentor Corporation
""""""""""""""""""" Gel-filled Mafifiary Prosthesis

Study Number - 7088 A N DC Report Nummber ~ 1998-10000-44643
*Seeutity - Intermal

Legend - Table 14

Female Sprague Dawley rats were implanted siboutansously with three dose levels of ezther mammary
silicone gel or low density polyethylene. The implantation piticedure was performed on sham control
animals but no test mateial was intfoduced into tie animals. Bldod was collected from all animals surviving
to scheduled necropsy and samples were subsequently prepared for hematological analysxs Aniroals
exhibiting SST were identified and analyses were peiformed with and withiout data from these atimals.
Values represent the mean + s.e. Based on an assessment of dose-related trend using Jonckheete's test, non-
parametric multiple comparison smethods. (Shirley’s or Dunn's) were used to assess treztment related effects.

+ Silicons gel group is sigmificantly different from sham control group at p$0.05 § Polyethylene group is

significantly different from shamn cofitrol group at p£0.05. A'statistical symbol in the parameter coltumn
indicates a sigrificant trend for the silicone gel groups (1) or the polysthylene groups (§) at p<0.05..
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Susdy Number - 7088

Table 15: Clinical Chemistry

DC Report Number - 1998-10000.44643
Sesurity - lmetnal

- _— A. ALl Animals A — — —
Parameters SHAM LGEL M GEL HGEL TFE MPE HPE
~ Albumin (@di) 392008 | 3RE00T | 02007 IS0E0.01 756 % 0.01 T 2008 3.6020.08 |
[~ Giobulia (@/dh) SRLOIT | 358 1007 | 3ASEOMT | AL L0l TAZ00 | 36Tx0.18 3B EOAT
ATburin/OIobUln taio | 102 £ 0.04 | 108 £,0.03 | 1.06£0.03 T0620.05 | 109004 | 0972006 | LOGLO.04
ALT (101 IBESZ | BIHREIIT | BAOTE4G0 | B0IE095 | MSIESA | PHCEING | WIEITH
AST (UL L7599 | TIH1589 | WHI%134 | BB3L130 | UG63%83 | HAL1d7 | IIEB8 |
[ Direct Bilirubla (ug/dd | 0275 £0.008 | GZABE0000 | 0010019 | UACAE0089 | 02AZ00E | 649 E0.04 | CABE0HT |
Totel BUID A} | 0241 £0.027 | U216 0:01¢ | UZI420.005 | 02032 0.058 | 0260018 | £0.013 | 0271 £0.088 |
Urea (g | L E3.49 | 4B0E067 | WAL06 | 6BI0H | WNI0H | GHE05 | TBHEE04
" Caleim (mg/d) W.1150.12 | 10165007 | 9962007 | WIBE016 | ISTE00F | 9S00 | WATE0A
Chiotids (masoi/l) 103.720,7 | W41205 | IA2E05 | T4IE08 | 1OB%05 | 181207 | 188207 .|
Creatinins {mg/a) 0822005 | 078020017 | 0.8 LGOI | OBII£0.081 | 0803 20,080 | OJAT20017 | 0193 20.683
GGT QUILY W04 E0.65 | | TLE0L088 | '15.01£0.86 | AAGELOT | TR Z100 | WAz 10 | 175508 |
| Phosphions (mg/d) B.I450.37. | SJ8E041 | S.67E0.0 BOL £0.06 | SHRECGE | 494%0.03 S.805 0,17
Powstom (mmolA) SHTE0.08 || JABEO0E | SEAE0U | SBIEO0AT | ISIBE0EH | LHBEOI0 | 396Z0.05 |
Sérum Glocose (mg/dl) | 102.1 £ 38 10602357 | 19.0%3.6 12430 | WAIEdd | I0I.T=32 5.1 £5.5
Sodium (famoi) WS5205 || 145104 | MA9E03 | MABH0A4 | 48.8%03 | 1453265 WEIE06 |
“Tonl Protein (g/d) TARECIZ T26 =009 TOSE0.0 | 6IIE0.R | 7.00% 0.9 SITEDIS . | ZO09E0.11
. B, Animals &MS&Q%%_Q_&J o _ o
[ Parameisrs SHAM LGEL M : "LEE MPE HPE
" ATtorath (g/ah) 3SDE008 | SIZE0MT | 3.0E007 3575015 | 5.66£0.07 F29L0.15 361 £ 0.2
" Globulin (z/ah) TR 00l | LB L0607 | 34008 TATE0.12 TAATO09 ) 35020 | IE5L0.05
Alimi/Globoiiatate 1 .05+ 008 | LOB£ 005 | J06E003 | LBSE006 | 109L008 | DSE00% (OT£005 |
[ALTUOAY | #6.36% 531 | 48J8435.13 | SAAGEAID | SIMOEAG] | BALE5.61 | SAA6L 1035 | SLOOZ 1166 |
AST (TUILY WLTE9.9 | TRILES | WIBE18T | IGPEI0L | 1B3E85 | WLiEl3 | PAOE%61 |
Direct Billmbin(igidl) | 0275 £ 0.048 || 03820030 | 042050020 | GMS%0.106 | 0236 =0.034 | U264£0.047 | 0253 20.058 |
Toml Bl 0247 20027 | 0316 L0014 | GAI5 20010 | 0.275 £0.000 | 021720018 | GIM£0.004 | 0318%0.099 |
Utea Nitrogen (mg/dl) | 19.11 £3.49 | 143080.87 | 14.2220.66 | 16052098 | 14315045 | 6322100 | BRELT |
|“Cailcium (mgidh W0IT20.2 | 10163007 | 9.96%008 10,01 £ 0.34 ST E0.07 8.2 %0.14 | I0.04%0.14
Chioride (mmol1) W3TE0T | OGI£0.5 | JR2%£05 .| 1046508 TBBL0.S | 1039208 103.1£0.8
Creatnine (mgldl) DAZZE0051 | GJBOLO.0I7 | OASLO0006 | 0818 £0.03 | OSB3 E0.081 | DA5I 20018 | 071 £0.045 |
| GGT QUILY DI E0.65 | NBOZ0ME | 'BIBE0ET | MIODET.I6 | 1ZATELI | LO0ELSS | 11535080
Fiosphorus tmgldl) - 614£02) || S.78£0.01 | 5672041 | SSIE0.19 | Se9E0D 600 0,14 $98% 026
| Pomssium (maoi) IBTEO008 | I.8620.08 | JSE007 | 3M9X0.03 | I.5E0.00 3% 0,12 $BE£030
Serim Giacose { Y138 | We0237 | 100AE37 38540 | 10481£338 | %.18%535 | DAAEIA5
Sodum (e 1955208 T45.1 £0.4 1449%0,5 THI 205 G804 | 1453206 . | 1451 £DD
“Toml Protei (g/d)) TRECIZ | 136L0.00 7.05 £0.10 T4 E0.17 FiT 2009 TO5£0.04 | 726%6.15
*
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G .9 ' ) Gel-filled Mammary Prosthesis

Study Number » 7088 DC Repors Number - [998-10000-414643
. Securisy - limermal
Table 15 Climca! Chbmxsny {continved) .

SHAM . ] 1 MGEL TLPE MPE HFE
359E008 | w&@ | IE @ BRI RS I
TSRO | @E@ . | 3405 "m A0 | 351003 |
THAOR | GE@ | LeE@ | 1o T iwEw ] Tiado0s | B0 ]
%36 £521 BTG WOOE@ | EAZe |, DEE | B AT | WD BeR

iyt 3 -

SRR R RSOE@ | S £330 m RS L 108 | BI04 sE
| 0375 £ 6,048 @E@ | 0JWE@ | ABELTS | O0a0L | 02540048 | GieAH0GN |
OATE00N | W | 0a0E@ | O E0AIs | 0a0E@ | 0A/S10055 | 02004p0i |
BIEIe | @E@ | BOE@ | stia | o | S ETs | 16eTEi08 |
OATZ002 | OED | SHE@ | 100804 | T000L® 'xS“T""’ao 035 | 10Z40a
CTBIECT | @E@ | JMOE@ | ISAELL | T0E@ | (84E1: | T0AEELS
GEREG05T | WE@ | 070 | OBI0E0.46 | ORDTIS | 0675 H004 | 0BT H0L036 |
RIS | @EG | SWI@ | EWEAs | TWE@ | DSEis | BOTiA
G027 | “OEE) | SAEQ ATE031 | SA0Z IR0 | Ak
o i R SR TE@ | SMOEOaT | IWE@ | SATEoE | Rieati ]
Setim Glucode (mgid) | I0LIE38 | B@ . OB, | ISEes | B0EE | NSSUEES | NIa6ETsT |

" SediiE o) 5T ETC I WW WEOEW | MadE13 | TsakdT ]
Tont Proeintga FIAE00 W@ THOE @ ms'a"'o:za"' T E T T TN 37 DXT
T statistics for control grotlp ARIMAlS, all of Which were trée of SST, aré included for cutiparon,
_ (d) No statistic caleulated because insuffi¢ient meastrements were avaalabie. )
| Legend - Table 15

Female Sprague Dawley rats were implanted subtutaneously with thzee dose. Ievels of either mammary
silicone gel or low density polyethylene. The implantation procedure was petfommd on sham control
animals but no test material was introduced into the animals. Blood was cellected from all animals sucviving
to scheduied necropsy and samples were subsequently prepared for serom chemistry analysis. Animals
exhibiting SST were identified and analyses were performed with and ‘without data from, these animals.
Values represent the Tean & s.e. Based on an assessment of dose-related irend using Tonckheere’s test, not-
parametric multiple: uomparison methods (Shirley’s or Duln’s) were us:d 1o assess treatinent related effects.

T Silicone gel group is significanty different from sham control group at p0.05. § Polyethylene group is
significantly.different from sham control group at pso.os A saticical symbol in the parameter colunm
- indicates a significant trend for the silicone gel groups (1) or the polyethylene grotips (§) at p<0.05.
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Table 16: Urine Analysis

A. All Animals -

Piramciers SHAM LGEL T WMGEL 1 HGEL LFE | MFPE AFE

~Urito Giteose (mg/dl) | O.000 % 0/000 | D00 % 0.000 | 0:000 % 0,000 | G:000 £ 0.000 | 0:000=0.000 | 0,031 20,31 | 0.036 % 0.056 |
- e ey ™ . S e P <o - s ranas —— o

Utibe Keiones (mgidll’ | 0,108 £0,052 | 0/067%0.038 | "0.000£0,000 | '0.000% 0,000 | G081 L0060 | 0.125£0.074 | 0.143 £0.067

- Unine Protekt (mg/dl) Z95£0.20 | 300E0.18 | 2932020 | ZI6£031 | LISE031 | 2722044 | 300%0.19 1.

Urine Bilinbin D081 £ 0,045 | G067 0.038 || 0.046 £ 0003 | D:034=0.034 | D081 Z0.085 | D136 40091 | 0.071 007 |
Blood In Urine G573 30256 | 0GB ED.ES | 0571 £0.178 | 046350230 | 0080019 | VA £0458 | 0P L0 |
, Uriné i STEO08 | SHE0DT | SWSEOM | SiaEwdl STBEOW | SHIEONT | S04 |
Uring Voimé (rl) REE1IT BAETO8 | 12.76%0.79 | 1BSZE101 | WA2ME108 | DOELI | ILAELI0

UroBiiinogn (B, U/l | 0.330 £0,049 | 0.307% 0,041 | 0,308 £0.040 | 0,393 20,085 | G308 £0.086 | U.156£0.091 | 0.400£0.087 |

vy Ty T T T o s g " vy e
REfraciive [haek (ND) | T34E0.00 | LAT0.00 | 1SNEG00 | TIA2000 | 1342000 | L2600, | 134000 |

B. Animais without Solid State Tumorigenesis

Farameters SHAM LGEL | MGEL WOEL | LPE. MPE HPE
[“Urine Glucose (mgidl) | G.000% 0,000 | O.000£0,000 | 0:000 £0000 | 0.000 % 0:000 | 0.000% 0,000 | 0,036 £ 04038 | 0.059%0.089 |
- | “Drioe Ketonek (mpidl)’ | 0.108 £ 0,083 | 0.087 % 0.038 | '0.0002 0,000 | 0000 £0,000 | 0083 0.081 | 0.193 £0.085 | 0.176%0.095 |
[ Urizs Proein(mgidl) | 2052020 | SA0E0.05 | 200020 | 2525028 | LI8E031 | LI0E026 | I08%03 |

e o——c—s D B " 7 At B e
| Urine Bilirabln 0.081 2 0,049 | 0.067 2 038 | D.049£0,034 | 0.00020.000 | ODEI L0047 | 0179 £0.106 | 011820118
- Eidod @ Ut 0573 £ 0,250 | 0.622% 0,189 | 0,537 £0.178 | 07623 0,248 | 08612 0.2)9 | U821 £0.268 | 1176 % 0,366 |
Urioe pH TOIE008 | SHE007 | CORE0D | SMETOI | IBIZ008 | IB6£0.1Z | SHIZO.8

[ Urine Volume (m) | VB E 137 | BADE1.08 | TLB208] | ILMELDD | BOIELH | BI6E13 | 10183157
[ UrobillzogendE.UJdl) | 0.530 £0.049 | 0.507 £0,081 | 0.2 £0,041 | 0.0 0076 | 03115 0,047 | 035020077 | 0.435% 0,051 |
Refractve Index (ND) | 138 £0.00 | LAZ000 | 14E000 | LIAE000 | 1342000 | 1£000 | 1345000 |

C. Animals with Solid State Tumorigengsis®

Fammeiers SHAM | LGEL | MGHL AGEL LFE ] MFE HYPE

. | Urin Glucose (mg/dl) | 0,000 = 0,000 BEE A0 | 0000000 | 0.000F® | 0.000£0,000 | 0.000%0.000 |
Urino Ketones (mg/dh) | 0.108 % 0.052 | (DD OO0 Z() | 0.000£0.000 | G000 | 0.00020.000 | 0.091%0.091 |
§Urine Prowein (mg/dl) | 2.95 £0.20 WEH | G0EM TEEOIE | LO0EM, | 252063 | ZO1£035 |
“Utios Biliabin 0081 £0.045 | WBE( . | GO0IM | 0.3550.135 | O00EM | OD00Z0.000 | 0.000%0.000
| Plood in Urine DI L0236 | mEm . SO0RE® | LIBE0.470 | GOWER. || LP00Z L0 | 0.545 £0.350
[Urie pir’ 3912008 | DE®M | S50&(h | BSOa1£043 | S.0E(H | 550%0.30 | S82%0.17
Ttine Vorame (i) W13 | LM | BO0E® | (LIS£2.36 | TLO0EM | 1055220 | 1951 1.68 |
[ Ueoblinogen (E.U./G1) | 0.330 = 6.049 HEM | O.00Z(D | OMOL0.131 | UZOOE() | O.400%0.200 | 0.145£0.098 |
Refracrive Index (WD) | 1.3¢ £0.00 UEYE) T35 210 1342000 | 13K4%(D | 1342000 | 1342000 |

* statistics for control group animals, all of which were free of SST, are includéd for comparison.
- (f) No statistic calculated because insufficient méasirementSwere available.

i
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Legend - Table 16

Fenale Sprague Dawley rats were implanted subcutaneotisly with three dose Jevels of either mammary
silicone gel or low density polyethylene. The implantation procedure was performed on sham control
animals but no tast material was introduced into the animals. Urine was collected from all animals surviving
to scheduied necropsy the night prior to sacrifice. Animals exhibiting SST were identified and analyses were
performed with and without data from these animals. Values Tepresent the mean * b.¢& Based onan
assessment of dose-related trend using Jonckheere's test, non-parametric multiple comparison methods
(Shirley's or Dunn's) were used 1 assess treatment related effects.

t Silicone gel group is sxgmﬁcantly different from sham control group at pso.os § Polysthylene group is
significantly different from sham control group at p<0.05. A statisticat symbol.in the parumeter colimn
indicates a significant trend for the silicone gel groups (1) or the polyéthylene groups (§) at p<0.05.
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Table 17
Protocol Deviations

1. Surgical staples were inadvertently removed from the surgical sites of animal B8597 (Group 5 Low
Dose Polyetitylene) after four days which was prior to the seven day period specified in the study
protocol. The animal was a replacement for an aiifhal which had dled following surgery and was in

- a group of anirnals scheduled to have surgical stap Iés removed on that day. Early removal of the

staples did riot require re-stapling of the surgicai sites and did not result in the loss of either of the

two implants. '

Date:  4/23/91

Section of Protovol Deviated From: 11.5: Urine Analysis Functions =
Deviation: Microscopic examination of urine perforned. Mot indicated in the protacol.
Reason for Deviaiion: Inndvertent omi$sion from the original protocol.

- Date: 11713792 ‘ -

3. Section of Protacol Daviated From: 11.3: Serum Chemlstry Functions'
Daviation: Due to limitations of Xybion Systemd®; derived calculations for IBTL, AG, Glob do ot
appear in Xybion raw data, but do appear on summary tablés.
Reason jor Deviation: Inherent limitation of the Xybion System® will not allow for entry of IBTL,
A, Tob nto ths Xybion® datebase. As such, the datasets and calenlated results will
Ru; ¢ 1 m Y yoion® records, but will be.inciuded in the havdeopy study records
(summary tables).

Date: 11/13/92 —

4. Section of Protocol Deviated From: Study Pergonnel
Deviation; Mark Evans assumed the respms:bﬂmes of Study Pathologist as of January 25,
~ , 1993
Reason for Deviation: The former Patholegist, Mark Zimmer, was no longer employed by
Dow Corning and Mark Evans assumed most of his work responsibilities.

The change in personnel was described in a Memo to File dated January 25, 1993. Upon further
consideration by Quality Assurance, it was deaided that this Memo was inappropriate documentation
for a change in study personnel and that documentation after the fact would need to be in the form of
a Deviation.

Date: |2116193 : ' -

|3

5. Section of Protocol Dewiated From: Diet Information
Deviation: The diet used on this study was Purina Certified Rodent Chaw #5002C
Reason for Deviation: The diet was not adequately identified in the protocol as required by GLPs,

= Section 58.120 (7).
- Date:  12/29/93 —

v,
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6. Section of. Proxoco! Deviated From: Hnstopathology lastructions . -

10.

2 adacae T menslon o Boamesm ol abadsm . o VPPN
Daviation: ruuuwmg tissue collection sessions during final necropsy 21 Dow Cem:rg tissues were

sent to American Histolabs (Gm“the?s‘burg, MD) for histological processing. Pathology
was subsequently: performed by Dr. Dawn Goodman of Patlico, Ino. ({jamsville, MD)
whom was designated as reading pathologist for this study..

Reason for Deviation: ‘These institutions were better. eqmpped and organized to perform histology
and paﬂmlogy oni the large aumber of tissues in a timely fashion.

Date: 1/25/94

Section of. Proxacal Deviated From: Statistical Tests for Study

Deviotion: Brain otgan weight ratios were calculated and reported on Xybion

Reason for Deviation: Organ weight ratios were calenlated using brain weights as brain weights are
relotively stable values as compared to whole body weights. Consequently, a brain
organ ratio is better indicative of any fluctuations or changes in drgan weights.

Date: 1/25/94

Section of Protocol Deviated Frons: Statistical Tests for Study :

Daviation: 'The statistical methods and comparisons utilized for this study were modified and
conducted by Mr. Steven Seukop, Analytical Sciences, Inc. (ASI), Durham, NC. A
description of the statistical methods is attached.

Reason jor Deviation: ASI was better equipped fo conduct the analyses in a’reasonable time frame
considering the large volume and complexity of the data sets. In addition, an analysis
such as this conducted by an experienced and xepnlable souxce allows for greater
confidence in the resuits and conclusions. ASI’s services vary from short-term expert
statistical consulting to multiple petson, long-term efforts. ASlisa recogmzed leader in
the statistical analysis of toxicological data as is reflected by two, successive five year
contracts with the Nationai Institute of Environmental Health Sciences for whom they
have performed analyses on: carcinogenesis bioassays and animal toxicity studies.

Date: 9/14/94

The protocol is amended to a higher weight range to reflect the acial weight sange at randomization.
The age of the animals kas not changed. \

Date:  10/30/90

The protocol is amended to a higher weight range to reflect the actual weight range at randomization.
The age of the animals has not changed.

The second part of this amendment is to change the leg that the anesthetic is injected into, from right
to leR, in section 14.2 “Administration of Test Substance”. This is being dorne to match the leg
which will used in moribund or humane sacrifices and the final necropsy. This will prevent the
skeletal muscle sample which is taken, from the right leg according to the necropsy SOP, from
having any scar tissue or other effects as a result of anesthetic administration.

Date: 10/30/50
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11. Reason: Modification to fit developing situation i and after surgery.
Special Insa-ucrians Animals for this study wil] be evaluated by the Attendmg Vetermanan asto
their suitability for the study. This will include a presstudy health screen on 10 animals selected
from different parts of the animal room which includes gross neciopsy, cimical chiemistry tnd
hematology, urinatysis, and a fecal examination for dva and parasites. During the gross necropsy, at
least the following tissues will be colleated for posmbie histopathologic evaluatian. lung; liver,
kidney, spleen salivary gland and lyraph nods, and Hardarien gland. Serum samples will be retained
for six months from the start of the surgery for possible use should a pwe\:fstmg infectious disease
becomes suspect during this time period. In addition to the pre-study health screen, an
ophthalmescopic examination will be conducted. The repott of these evaiu&tmns will be maintained
as a part of the study record,

Approved animals wil be randumized to groups and then assigned to cages using the XYBION
Path/Tox System.

Prior to final necrapsy, all surviving animals will again undergo an ophﬁmlmmnpic examination.

The basic study design is presented below in tabular form. Group | is the sham rontrol group and 4
sites will be created surgically to mirror the aumber of implants in the primary study groups (Groups
1 through 4), Groups 5 through 7 will be implanted with only 2 implats per animal. This is because
) of size constraints in recovery of implmm In addithon to this differénce, the total surface areas of
pr_— the silicone gel and polyethylene groups overlap, but do-not directly coincide. These differences will
£ . ot affect the intended use of these gronps since their purpose is to generate animals with operational
solid state tumors..

STUDY DESIGH

Group/ Numbes/ Tois equivslent
Materip} Stze Yolume  SufoceAres,  Volume Surfiice Area D
1-Sham 4/0.0m! 0.0mi 0.0consq 0.0mi 0.0em.5q. C
2-Gel AR.2mi 0.8mi 6.6em.sq §00mi 825emisq.
3.Gel 40951 3.6mi 18.0ctmi.sq 450ml - - 2.250cm.sq
+Gel* 4/4.0mi 15.0m! 48.3causg. 2,000mi £.100cm.sq.
- S5-PE 2/0.5 em dism. - 0,7%cm.sq - L
6-PE 2M.Ocn diam. - 3.14cm.sq . - -
7-PE 2/2.0cm dinm - °  12.56cm.sq. - -

* Equivalent doses calculated assuming a mature, body weight in female rats of 400 grams and
- fermale humans of 50 kilogrars.

During the conduct of the study, preservation of tumor histology will be 2 s:gmf‘ icant concern.
Therefore, when there is evidence that a tumeor is becoming necrotic or the tumor is approximately
10 em in its fargest dimension, the animal will be sacrificed. Ammals may also be sacrificed for
humane reasons during the eourse of the study.

Administration of Test Substance: Surgical implantation will oceur over a ten working day period.
The order of surgery wiil be by cage order, stamng with.cage | and proceeding to cage 700. The
work will be divided into approximately 10 sevénty animal days, though, some variation in the
nunber of animals implanted in a given day is accuptable Surgeons will implant the next nvatlable
animal, without regard to the assigned treatment group. X

94

s S @8 W o4 ¢

600132



A 02

¢

i

T BRI

.
i

L e e e e

TRADE SECRET - CONFIDENTIAL - * Mentor Corporation
Gel-filled Mammary Prosthesis

Swdy Number; 7088 ’ - DC Repors Huraber - 1998-10000-44643
Security: Imernal

Table 17

Protocol Deviations.

Animals from the Sham Operated Control group {(group 1) will have 4 surgical sites opened and
closed without the infroduction of either test or control materials. Aniinals from:the 3 gel treated
groups (groups 2, 3 and 4) will have 4 surgical sites opened and-the appropriate amount of gel
introduced into each site before closure of the wound. Animals from the 3 paiyethylemc control
groups {groups 5, 6 and 7) will have 2 surgical sites opened and the appmpmte stzed disk introduced
into each site before closure of the wound,

Prioz to implant placement or sham surgery, each animal will be. anesthetized with 50 mg/kg body
weight ketarnine HCLand 10 mg/kg body weight xylazine, both given. mtrammular!y in the muscles
of the left thigh. A bland ophthalmic ointment will be applied to the comeas to mitimize drying.
The dorsal thorax and abdomen of eacht animal is clipped free of hair and scrubbed with 2 povidone
iodine sarub. A final application of a chlorhexidine ghiconate solution will be applied to the animal
when it is on the surgery table.

All implaatation will be aceomphshed uader anesthesls, using aseptic techmq;xe and in an area
meeting appropriate standard of yeterinary care.” The ammal will be draped with a sterile drape.
Either 2 or 4 surgical incisions are made, depandmg upon the gropp. Bach incision is made and the
implantation completed separately. The-incision is made with the pointof a scalpel and extended up
to approximately 2em in length. Any bleedmg is controlled by direct pressure. A subcutaneous
pm:ket of the appropriate size for the implant is bluntly dissected to the ventro-Jateral aspect of the
ingision and the implant introduced. ‘The incisior is then closed thh surgical stapla; using care 10
avoid the loss of any :mplant orimplant material. .

Should it be necessary to replace an amma.l due to death or other untoward hnppenmg during the
surgical period, this will be documented, and a replacement animal will be selected from the animals
nox originally selected during the randomization process. This replacement animal will be assigned
the ear tag number of the animal which it is replacing. At the énd of the surgical period. all
remaining animals will be retumed to the Animal Resources Department.

Surgical staples will be removed at any time from seven days after surgesy (sdrgery isday Dupto
approximately fourteen days afier implantation. The specific day will be recordad in the swdy
records.

Histopathology Instructions: All tissues specified by this protocol will be examined micro
scopically for all animais. Al tissues will be routinely processed, embedded in paraffin, sectioned
and stained with hematoxylin and eosin. Special stains and/or recuts and rewets/’reb{ocks w m be
performed at the discretion of the patholag:st.

Every reasonable offort will be made to identify, collect and examine all tissues spemﬁed in this
protocol. In the course of study conduct, occasional tissues may not be identified and this occurrence
will be documented. An opinion as to the adequacy of the tissues available for eveluation, both in
quantity and quality. will be addressed in writing by the pathologist.

Additional Tissues: \'!fissucs ‘not specified by protocol may be examined and collected 10 further
define possible treatment-related effects at the discretion of the pathologist.

95 ’ x
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- Tissue Preservation: Tissues collected for standard light microscopy will bie preserved in 10%
buffered formalin in a ratio of approximately 10:1 formalin to tissue. Onée collected, tissues will be
genty switled on a gyratory shaker for approximatsly four bours to improve fixation.

Amendments to Protocol: Any change ja the approved protocol and the reason therefore will be
documented, signed by the Study Director, dated, and maintained with the origigal hard copy of the
- protocol. Alterations may be authorized verbally by the Study Director, or Alternate when the Study
Director is not availeble in a tipely fashjon. This authorization is to be f‘olinwed by an appropriate
formal protocol amendment. A copy-of the change(s) shall be given to the quallty Assurance Unit.

. Change(s) which may have an impaet upon the conditions of animal care, use or treatment will be

discussed with the Atwndmg Veterinariat in advance, if possible, and followed by delivery of a copy

- of the change(s) for review.

- Date: 11/8/90

12. The animals on this study are being moved from room 195 to room 194 effecuva today, Thisis
- being done to aliow room 195 to undergo maintenance which had not be ammpated at the start of the
study. This move will be permanent, No adverse effects have oconrred from the paint problems
which required the move, and no adverse effects are anticipated form the move.

Date: 3/1/91

o~ ' 13. This amendment to the protocol is being done to add language to the pmto&bi in Section 4 to bring
S the protocol into compliance with current Animal Welfare Act regulations. . No change in actual
study conduct is intended or armcxpated

Date: 3/28/91

14. Reason: Changed lab organization (Study Directar by memo from J. J. Claa‘y)
Study Personnel:

o

_Study Director Paal C. Klykken

* Study Pathologist Gary J. Sibert
Principal Investigator . Stefanie A, Hunter
Investigator ' Sharon Mudgett
Alternate Study Director Lawrence Ruhr

Date: 12/20/91

15. The responsible department has been changed from the Quality Assurance Unit to Sampla Handling
Unit,

Date: 5/7/92

"‘ n '“ - “ m
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Study Pathologist |
Principal Investigator
Investipator

Alterniate Study Director
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Mark Zimmer
Stefagie A, Hunter
Sharon Madgett
‘Lawrenice Ruhr

Approval date: Mon. 29-Oct-90

17, Reason: To add to list of current investigators.

Study Persovmel:

Approval date: Mon, 29-Oct-90 =
Study Pathologist Merk Zimmer
Principal Investigator Stefanie A. Huater
Investigator ' Sharon Madgeit
Alternate Study Director Lawrence Ruhr
Investigator Terry Lassitter
Investigator Steven Macalpine
Investigator Joan A. Bamekow

Date: 6/2/92 ,

18, Reason: Inadvertently entered the wrong text.

Study Personnel:

Approval date: Mon. 29-Oct-90 -
Study Pathologist Mark Zimmer
Principal Investigator Stefanie A. Hunier
Investigator Sharon Mudgett
Alternate Stdy Director Lawrence Ruhr

- Investigator Terry Lassitter
Investigator Steven Macalpine
Investigator Joan A. Barnekow

Date: 6/2/92

19. Reason: Added additional necropsy days per section 11.6.1 of protocol.

Proposed dates:
Study start date
Study completion date

Sacrifice Date:
Final sacrifice:

Wed. 31-0ct-90
Tue. 31-Aug-93

Mon. 02-Nov-92 - No.oidays: 5

97 -
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Further Informotion:  Ten working days are presently scheduled for surgery and finak necropsy.
See section 11.6.1 for further information. -

Date:  11/2/92 )
20. Reason: Added ad&itiona} necropsy days per settion 11.6.1 of pmtocél.

Proposed Dates:
Study start Date Wed. 31-Oct-90
Study completion date  Tue. 31-Aug-93
Sacrifice Date:
Final sacrifices . Mon. 09-Nov-92 No. of days: 2

Further Information: Ten working days are presently scheduled for surgery and final necropsy. See
section 11.6.1 for further information.

Date: 11/9/92 o
21, Reason: To incorporate a peer review of this study.
Date: 9/7/93 -

22. Michael Woolhiser is replacing Stefanie Nelson aspnnctplz mvest:gator as Stefanie has started a
new position elsewhere within the company

Date: 12/1/93

23. Reason: Personnel change
Study Personnel:

Appraval date: Mon. 29-Oct-90

Study Director Paal Klykken

Study Pathologist Mark Zimmer
Principal Investigator Michael R. Woolhiser
Investigatar Sharon Mudgett
Alternate Study Director Lawrence Rubr
Investigatar Teery Lassitter
Investigator Steven Macaipine
Investipator Stefanie A. Hunter

25. Deviation to protocol: Temperature and relative humidity (protocol specifies tempcrature range of 68
to 739F, relative humidity range of 30 to 70% on the faﬂowmg occasions these ranges dewated from

these specification).

A. QOn 2-20-953, rélative humidity decreased to as jow as 22% for approximately 7 hours due to a
steam shut down in the building. _
98 X
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B. On2-21-91, relative humidity decreased to 21% for approximately 3 hours, due to a steam shut
down in the building,

C. On5-26-91, relative humidity increased to 32% for | hour due to power outage caused by severe
weather conditions. -

D. On 6-15-91, refative humidity increased to 72% forappmxnmately 1 hour and the tamperature
. increased to 73°F for approximately 1 hour, due to an air handier shut down in the building.

E. On6-28-91, tempex:amre increased to 73°F for approximately | hour due to at air handler shut
down in the building. ~--

F. Op9-12-91, temperature decreased to 66°F fdr apptoximately 4 hours.

G. On 7-29-91, temperature increased to 73°F for'approximately 2 hours, due o an air handler
shutdown. i

- H. On 10-13-92, relative humidity decreased to 27% for approximately 16. homs, due to a hole in
the pneumatic actuator that opens the steam valve.

The deviations listed in this table are not expested to adversely impact on the integrity of
the study.

»

)

2unmm~nnmnuuem

26. The protacol is anipnded to delete protocol amendment 15,10 from the protocol amendmeats. The
amendment contained an error that did not apply to the study. .

Date:  5/14/98

27. The protocol is amended to a higher we:ght range to reflect the actual wexgkt range at randomization
referred 10-in protocol amendment 1.

Date: 5/14/98 ‘ -
28. The protocol is amended to revise the proposed study completion date from 8/31/93 to 6/15/98.

Date: 5/14/98

29. The protocol is amended to reflect that the HES Test Acticle Archives are now responsible for the
storage of the reserve sampie test and control articles.

Date:  5/14/98

30. Section of Protocol Deviated From: 1} 3: Serum Chemistry Functions
Deviation: Due to limitations of equipment us&d in the analysis of total bilirubin and direct
bilirubin, derived calculations for indirect bilirubin will not appnr in the summary
tables.’
Reason for Deviation: - A prekus deviation stated that this data would be reported, however due to
insufficient sensitivity of the instruifiéntation used 1o analyze the parameters for total

X
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bilirubin and direct bilirubin, values for indirect bilirubin can not be accurately derived
and will not be reported.

Date: 5/14/98 -

31. Section of Protocol Deviated From: 6.2: Test Article
Deviation: Written documentation associated with loading of gel test material into syringes was.

madvertently not included in study records.
Reason for Dev ition: 'The protocol stated that these records wonld be retained.

Dute:  5/14/98
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