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COMPLIANCE STATEMENT

This study, designated WIL-186013, was conducted in compliance with the United States
Environmental Protection Agency (EPA) Good Laboratory Practice Standards (40 CFR
Parts 160 and 792), October 16, 1989 and September 18, 1989, respectively; the standard
operating procedures of WIL Research Laboratories, Inc., and the protocol as approved

by the sponsor.

The protocol was designed to be in general accordance with the United States
Environmental Protection Agency (EPA) Office of Prevention, Pesticides and Toxic
Substances (OPPTS) Health Effects Test Guidelines 870.3800, Reproduction and
Fertility Effects, August 1998.

YAVAU B S v tl13/z 003
" Mark D. Nemec, B.S., D.AB.T. Date
Director, Developmental and

Reproductive Toxicology

Study Director
Sponsor Representative Date
Applicant/Submitter Date

2 of 3891



WIL-186013 Isobutanol
American Chemistry Council

TABLE OF CONTENTS

VOLUME 1 Page
Compliance Statement ..................cccoevrerererrereresesesessesesessssssesesssessssssenes 2

Table Of Contents ...............cccceeevererererseesesresesesssssssesessssssssssesessssssssssesensss 3

Index Of Tables .............ccoveveerrnenerresesrnsnsenssesssssssesssssssssssessssssssssesesens 8

Index Of APPendices................cocceerererrereressesesessesssessesessessesessessssessesanss 22

L SUIIMALY | ........uouirerrreeeeenersseseseesesssssssssesssssssssssssssssssssessssssssssesessssseses 23
LI OBJECTIVE ..o 23
1.2, Study DeSIZN ..o, 23
L300 RESUILS e 24
L4, CONCIUSIONS ... .o 25

2. INtroduction .............cccecererereereeresessssnesesssssssssesssssssssessssssssssssssssssssssenes 26
2.1. General Study Information . ...................cccoooevieirireeeeeeeeeeeeee e, 26
2.2, Key Study Dates ... .......cocooivoiiieiieeeeeeeeeeeeeeeeeeee e 27
3. Study DeSign ...........cerereererererereensresesssessesessssssssssssssssessssssssessssssssessens 28

4. Experimental Procedures — Materials And Methods........................... 30
4.1. Test And Control ATticles ..o, 30
4.1.1. Test Article Identification . ..............c.ccccoooooiiiiieieieeeceeeeeee e, 30
4.1.2. Test Atmosphere MONItOTING .. ... ......c..cccovoeviveirieeeeeeeeeeeeeeeeeeeeeeen, 30
4.1.3. Exposure Methods .................ccccocooiiiiiiiiceeeeeeeeeeeee e, 31
4.1.4. Sampling And ANalySes .............c.ccccoooiiiieemieeeeeeeeeeeeeee e, 33
4.2. Fo Animal Receipt And Acclimation . ..., 33
4.3. Fo, Fi And F2 Animal HOuSING . ... ..o, 34
4.4. Diet, Drinking Water And Maintenance Of Fo And Fi Animals ... ... 34
4.5. Environmental Conditions ...................ccccococoeoeeeeeeeeeee e, 35
4.6. Assignment Of Fo Animals To Treatment Groups...................o.ccoiiil, 35
4.77. Data Retention, . ............cccoomiiioieeeieeeeeseseeeeeessee s 36
5. Parameters Evaluated.................cccocoeverrerreneneerenesssesseessssssssssesensssssssenes 37
5.1. Fo And F; Observations 37

3 of 3891



WIL-186013

American Chemistry Council

VOLUME 1 (continued)

5.1.1.
5.1.2.
5.1.3.

5.2.
5.2.1.
5.2.2.

5.3.

5.4.
5.4.1.
5.4.2.
5.4.3.
5.44.
5.4.5.
5.4.6.
5.4.7.

5.5.
5.5.1.
5.5.2.

5.6.

5.7.
5.7.1.
5.7.2.

5.8.
5.8.1.
5.8.2.
5.8.3.

5.9.

6.1.

Clinical Observations And Mortality
Body Weights
Food Consumption
Fo And Fi Reproductive Performance
Estrous Cycles
Breeding Procedures
Fo And F; Parturition
F1 And F; Litter Data
Litter Viability And Deaths
Litter Reduction

Body Weights

Sex Determination

Weaning And Selection
F1 Developmental Landmarks
Balanopreputial Separation
Vaginal Patency
Spermatogenic Endpoint Evaluations
Scheduled Necropsy Examinations
Fo And F1 Generations - Adults
Fi And F> Pups
Pathology
Macroscopic Examination

Organ Weights

Histological Procedures And Microscopic Examination

Statistical Methods

Results And Discussion

Isobutanol

Fo Generation

4 of 3891

37
37
38
38
38
39
40
40
40
41
41
41
41
42
42
43
43
43
43
45
45
45
45
45
46
47
48
50
50



WIL-186013

Isobutanol

American Chemistry Council

VOLUME 1 (continued)

6.1.1.
6.1.2.
6.1.3.
6.1.3.1.
6.1.3.2.
6.1.3.3.
6.1.4.
6.1.4.1.
6.1.4.2.
6.1.4.3.
6.1.5.
6.1.6.
6.1.7.
6.1.7.1.
6.1.7.2.
6.1.7.3.
6.1.8.
6.1.8.1.
6.1.8.2.
6.1.8.3.
6.1.8.3.1.
6.1.8.3.2.
6.1.8.4.
6.1.8.5.

6.1.8.6.
6.1.8.6.1.
6.1.8.6.2.
6.1.9.

Clinical Observations And Survival

Gestation Length And Parturition
Fo Spermatogenic Endpoint Evaluations
Fo Necropsy Examinations
Macroscopic Examination
Organ Weights
Microscopic Examination

Fi Litter Data

General Physical Condition And Mortalities
Offspring Body Weights
Pre-Weaning
Post-Weaning
Necropsies Of Pups Found Dead

Necropsies Of Weanlings Not Selected For Organ Weights
(PND 28, 34, 36 And 37)

Necropsies Of Weanlings Selected For Organ Weights - PND 28
Macroscopic Examination
Organ Weights

F1 Developmental Landmarks

5 of 3891

50
50
51
51
51
52
52
52
53
53
54
54
55
55
55
56
56
56
57
58
58
59
59

59
60
60
60
60



WIL-186013

American Chemistry Council

VOLUME 1 (continued)

6.1.9.1.
6.1.9.2.
6.2.
6.2.1.
6.2.2.
6.2.3.
6.2.3.1.
6.2.3.2.
6.2.3.3.
6.2.4.
6.2.4.1.
6.2.4.2.
6.2.4.3.
6.2.5.
6.2.6.
6.2.7.
6.2.7.1.
6.2.7.2.
6.2.7.3.
6.2.8.
6.2.8.1.
6.2.8.2.
6.2.8.3.
6.2.8.4.
6.2.8.5.

6.2.8.6.
6.2.8.6.1.
6.2.8.6.2.

Balanopreputial Separation

Vaginal Patency

F1Generation, ... ..o,

Gestation Length And Parturition

F1 Spermatogenic Endpoint Evaluations

F1 Necropsy Examinations

Macroscopic Examination

Organ Weights

Microscopic Examination

F» Litter Data

General Physical Condition And Mortalities
Offspring Body Weights

Necropsies Of Pups Found Dead

Necropsies Of Weanlings Not Selected For Organ Weights -
PND 21

Necropsies Of Weanlings Selected For Organ Weights - PND 21
Macroscopic Examination

Organ Weights

6 of 3891

Isobutanol

60
61
61
61
62
62
62
63
63
63
63
64
65
65
65
66
66
66
67
67
67
67
68
72

73
73
73
73



WIL-186013 Isobutanol

American Chemistry Council

VOLUME 1 (continued) Page

7. Conclusions

8. Key Study Personnel and Report Submission

9. Quality Assurance Unit Statement

9.1. Phases Inspected

9.2. Approval

10. References

11. Deviations From The Protocol

7 of 3891

74
76
78
78
81
82
84



WIL-186013
American Chemistry Council

10.

11.

12.

13.

14.

15.

16.

INDEX OF TABLES

VOLUME 1 (continued)

SUMMARY DATA - Fy GENERATION

Summary Of Survival And Disposition (Fo Males)
Summary Of Survival And Disposition (Fo Females)

Summary Of Clinical Findings: Total Occurrence/No
(Fo Males - Detailed Physical Examinations)

Summary Of Clinical Findings: Total Occurrence/No
(Fo Females - Detailed Physical Examinations)

Summary Of Clinical Findings: Total Occurrence/No
(Fo Males - Response To Novel Stimulus)

Summary Of Clinical Findings: Total Occurrence/No
(Fo Females - Response To Novel Stimulus)

Summary Of Clinical Findings: Total Occurrence/No
(Fo Males - 1-Hour Post-Exposure)

Summary Of Clinical Findings: Total Occurrence/No
(Fo Females - 1-Hour Post-Exposure)

Summary Of Reproductive Performance (Fo)
Summary Of Estrous Cycle Data (Fo Females)
Summary Of Body Weights [G] (Fo Males)
Summary Of Body Weights [G] (Fo Females)
Summary Of Body Weight Changes [G] (Fo Males)

Summary Of Body Weight Changes [G] (Fo Females)

Summary Of Cumulative Body Weight Changes [G] (Fo Males)

Summary Of Cumulative Body Weight Changes [G] (Fo Females)

8 of 3891

Isobutanol

89

90

91

93

96

97

98

104

109

114

119

124

129



WIL-186013
American Chemistry Council

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

VOLUME 1 (continued)

Summary Of Body Weights During Gestation [G] (Fo Females)
Summary Of Body Weight Changes During Gestation [G] (Fo Females)
Summary Of Body Weights During Lactation [G] (Fo Females)
Summary Of Body Weight Changes During Lactation [G] (Fo Females)
Summary Of Weekly Food Consumption [G/Animal/Day] (Fo Males)
Summary Of Weekly Food Consumption [G/Animal/Day] (Fo Females)
Summary Of Weekly Food Consumption [G/Kg/Day] (Fo Males)
Summary Of Weekly Food Consumption [G/Kg/Day] (Fo Females)
Summary Of Food Efficiency (Fo Males)
Summary Of Food Efficiency (Fo Females)

Summary Of Food Consumption During Gestation [G/Animal/Day]
(Fo Females)

Summary Of Food Consumption During Gestation [G/Kg/Day]
(Fo Females)

Summary Of Food Efficiency During Gestation (Fo Females)

Summary Of Food Consumption During Lactation [G/Animal/Day]
(Fo Females)

Summary Of Food Consumption During Lactation [G/Kg/Day]
(Fo Females)

Summary Of Food Efficiency During Lactation (Fo Females)

Summary Of Gestation Lengths [Days] (Fo Females) ...
Summary Of Sperm Numbers [Sperm In Millions/G Tissue]

(Fo Males - Scheduled NECTOPSY)..............coovvverriernreeeneieeseesesesseeeens
Summary Of Sperm Production Rate [Sperm In Millions/G Tissue/Day] -
(Fo Males - Scheduled Necropsy)

9 of 3891

Isobutanol

Page

134

135

136

137

138

143

148

153

158

163

168

169

170

171

172

173

174

175

176



WIL-186013
American Chemistry Council

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

VOLUME 1 (continued)

Summary Of Sperm Motility Assessments [Percentage]
(Fo Males - Scheduled Necropsy)

Summary Of Sperm Morphology Differential Counts [Percentage]
(Fo Males - Scheduled Necropsy)

Summary Of Sperm Morphology Counts [Absolute Number]
(Fo Males - Scheduled Necropsy)

Summary Of Macroscopic Findings (Fo Females - Unscheduled Death)
Summary Of Macroscopic Findings (Fo Males - Scheduled Necropsy)
Summary Of Macroscopic Findings (Fo Females - Scheduled Necropsy)
Summary Of Implantation Sites (Fo Females)
Summary Of Organ Weights [G] (Fo Males)
Summary Of Organ Weights [G] (Fo Females)

Summary Of Organ Weights Relative To Final Body Weights [G/100 G]
(Fo Males)

Summary Of Organ Weights Relative To Final Body Weights [G/100 G]
(Fo Females)

Summary Of Microscopic Findings (Fo Females - Unscheduled Death)
Summary Of Microscopic Findings (Fo Males - Scheduled Necropsy)
Summary Of Microscopic Findings (Fo Females - Scheduled Necropsy)

SUMMARY DATA - F; LITTERS
Summary Of PND 0 Litter Data (F1)

Summary Of Postnatal Survival [% Per Litter] (F1)
Summary Of Pup Clinical Observations (Fi - Pre-Weaning)
Summary Of Pup Clinical Observations (F; - Post-Weaning)
Summary Of Offspring Weights [G] (F: - Pre-Weaning)

10 of 3891

Isobutanol

178

180

182

183

186

189

190

193

195

199

201

204

212

221

222

224

226

227



WIL-186013
American Chemistry Council

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

VOLUME 1 (continued)

Summary Of Offspring Weights [G] (F - Post-Weaning)
Summary Of Offspring Weight Changes [G] (Fi - Pre-Weaning)
Summary Of Offspring Weight Changes [G] (F1 - Post-Weaning)
Summary Of Pup Necropsy Findings (F - Found Dead Pups)

Summary Of Pup Necropsy Findings
(F1 - Weanlings Not Selected For Organ Weights)

Summary Of Macroscopic Findings
(F1 - PND 28 Weanlings Selected For Organ Weights)

Summary Of Organ Weights [G] (F; - PND 28)

Summary Of Organ Weights Relative To Final Body Weights [G/100 G]

(F - PND 28)

SUMMARY DATA - F; DEVELOPMENTAL LANDMARKS

Summary Of Developmental Parameters (F)

Summary Of Days Of Acquisition And Body Weights [G]
(F1 - At Balanopreputial Separation)

Summary Of Developmental Parameters (F)

Summary Of Days Of Acquisition And Body Weights [G]
(F1 - At Vaginal Patency)

SUMMARY DATA - F; GENERATION
Summary Of Survival And Disposition (F1 Males)

Summary Of Survival And Disposition (F; Females)

Summary Of Clinical Findings: Total Occurrence/No. Of Animals
(F1 Males - Detailed Physical Examinations)

Summary Of Clinical Findings: Total Occurrence/No. Of Animals
(F1 Females - Detailed Physical Examinations)

11 of 3891

Isobutanol

232

234

235

236

237

239

241

245

246

249

250

251

253

255



WIL-186013

American Chemistry Council

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

Isobutanol

VOLUME 1 (continued) Page

Summary Of Clinical Findings: Total Occurrence/No. Of Animals
(F1 Males - Response To Novel Stimulus)

Summary Of Clinical Findings: Total Occurrence/No. Of Animals
(F1 Females - Response To Novel Stimulus)

Summary Of Clinical Findings: Total Occurrence/No. Of Animals
(F1 Males - 1-Hour Post-Exposure)

Summary Of Clinical Findings: Total Occurrence/No. Of Animals
(F1 Females - 1-Hour Post-Exposure)

Summary Of Reproductive Performance (F1)

Summary Of Estrous Cycle Data (F1 Females)

Summary Of Body Weights [G] (F1 Males)

Summary Of Body Weights [G] (Fi Females)

Summary Of Body Weight Changes [G] (F1 Males)

Summary Of Body Weight Changes [G] (F1 Females)

Summary Of Cumulative Body Weight Changes [G] (F1 Males)

Summary Of Cumulative Body Weight Changes [G] (Fi Females)

Summary Of Body Weights During Gestation [G] (F1 Females)

Summary Of Body Weight Changes During Gestation [G] (F1 Females)

Summary Of Body Weights During Lactation [G] (F1 Females)

Summary Of Body Weight Changes During Lactation [G] (F1 Females)

Summary Of Weekly Food Consumption [G/Animal/Day] (F1 Males)

Summary Of Weekly Food Consumption [G/Animal/Day] (F; Females)

Summary Of Weekly Food Consumption [G/Kg/Day] (F1 Males)

Summary Of Weekly Food Consumption [G/Kg/Day] (F1 Females)

12 of 3891

259

260

261

262

265

266

270

274

278

282

286

290

291

292

293

294

298

302

306



WIL-186013
American Chemistry Council

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

VOLUME 1 (continued)

Summary Of Food Efficiency (Fi Males)
Summary Of Food Efficiency (Fi Females)

Summary Of Food Consumption During Gestation [G/Animal/Day]
(F1 Females)

Summary Of Food Consumption During Gestation [G/Kg/Day]
(F1 Females)

Summary Of Food Efficiency During Gestation (Fi Females)

Summary Of Food Consumption During Lactation [G/Animal/Day]
(F1 Females)

Summary Of Food Consumption During Lactation [G/Kg/Day]
(F1 Females)

Summary Of Food Efficiency During Lactation (F1 Females)
Summary Of Gestation Lengths [Days] (F1 Females)

Summary Of Sperm Numbers [Sperm In Millions/G Tissue]
(F1 Males - Scheduled Necropsy)

Summary Of Sperm Production Rate [Sperm In Millions/G Tissue/Day]

(F1 Males - Scheduled Necropsy)

Summary Of Sperm Motility Assessments [Percentage]
(F1 Males - Scheduled Necropsy)

Summary Of Sperm Morphology Differential Counts [Percentage]
(F1 Males - Scheduled Necropsy)

Summary Of Sperm Morphology Counts [Absolute Number]
(F1 Males - Scheduled Necropsy)

Summary Of Macroscopic Findings (F1 Males - Scheduled Necropsy)

Summary Of Macroscopic Findings (F1 Females - Scheduled Necropsy)

Summary Of Implantation Sites (F1 Females)

13 of 3891

Isobutanol

Page

310

314

318

319

320

321

322

323

324

325

326

327

328

330

332

334

336



WIL-186013
American Chemistry Council

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

VOLUME 1 (continued)

Summary Of Organ Weights [G] (F1 Males)
Summary Of Organ Weights [G] (F1 Females)

Summary Of Organ Weights Relative To Final Body Weights [G/100 G]
(F1 Males)

Summary Of Organ Weights Relative To Final Body Weights [G/100 G]
(F1 Females)

Summary Of Microscopic Findings (F; Males - Scheduled Necropsy)
Summary Of Microscopic Findings (F; Females - Scheduled Necropsy)

Summary Of Primordial Follicle and Corpora Lutea Counts
(F1 Females - Scheduled Necropsy)

SUMMARY DATA - F; LITTERS
Summary Of PND 0 Litter Data (F>)

Summary Of Postnatal Survival [% Per Litter] (F2)
Summary Of Pup Clinical Observations (F2)
Summary Of Offspring Weights [G] (F2)
Summary Of Offspring Weight Changes [G] (F2)
Summary Of Pup Necropsy Findings (F> - Found Dead Pups)

Summary Of Pup Necropsy Findings
(F2 - PND 21 Weanlings Not Selected For Organ Weights)

Summary Of Macroscopic Findings
(F2 - PND 21 Weanlings Selected For Organ Weights)

Summary Of Organ Weights [G] (F2 - PND 21)

Summary Of Organ Weights Relative To Final Body Weights [G/100 G]
(F2 - PND 21)

14 of 3891

Isobutanol

Page

337

340

342

346

348

355

361

362

363

365

367

369

371

372

373

374

376



WIL-186013

American Chemistry Council

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

142.

143.

Isobutanol

VOLUME 2 Page

INDIVIDUAL DATA - Fg GENERATION
Individual Survival And Disposition (Fo Males)

Individual Survival And Disposition (Fo Females)

Individual Clinical Observations [Positive Findings Only]
(Fo Males - Detailed Physical Examinations)

Individual Clinical Observations [Positive Findings Only]
(Fo Females - Detailed Physical Examinations)

Individual Clinical Observations (Fo Males - Response To Novel Stimulus)

Individual Clinical Observations
(Fo Females - Response To Novel Stimulus)

VOLUME 3

Individual Reproductive Performance (Fo)

Individual Estrous Cycle Data And Evidence Of Mating (Fo Females)

Individual Body Weights [G] (Fo Males)

Individual Body Weights [G] (Fo Females)

Individual Body Weight Changes [G] (Fo Males)

Individual Body Weight Changes [G] (Fo Females)

Individual Body Weights During Gestation [G] (Fo Females)

Individual Body Weight Changes During Gestation [G] (Fo Females)

Individual Body Weights During Lactation [G] (Fo Females)

Individual Body Weight Changes During Lactation [G] (Fo Females)

Individual Food Consumption [G/Animal/Day] (Fo Males) 1

Individual Food Consumption [G/Animal/Day] (Fo Females) 1

Individual Food Consumption [G/Kg/Day] (Fo Males) 1

15 of 3891

380

384

388

419

457

651

860

868

876

900

924

948

972

979

986

993



WIL-186013
American Chemistry Council

144.

145.

146.

147.

148.

149.

150.

151.

152.

153.

154.

155.

156.

157.

158.

159.

VOLUME 3 (continued)

Individual Food Consumption [G/Kg/Day] (Fo Females)
Individual Food Efficiency (Fo Males)
Individual Food Efficiency (Fo Females)

Individual Food Consumption During Gestation [G/Animal/Day]
(Fo Females)

Individual Food Consumption During Gestation [G/Kg/Day]
(Fo Females)

Individual Food Efficiency During Gestation (Fo Females)

Individual Food Consumption During Lactation [G/Animal/Day]
(Fo Females)

Individual Food Consumption During Lactation [G/Kg/Day]
(Fo Females)

Individual Food Efficiency During Lactation (Fo Females)
Individual Gestation Lengths [Days] (Fo Females)

Individual Sperm Numbers [Sperm In Millions/G Tissue]
(Fo Males - Scheduled Necropsy)

Individual Sperm Production Rate [Sperm In Millions/G Tissue/Day]

(Fo Males - Scheduled Necropsy)

Individual Sperm Motility Assessments [Percentage]
(Fo Males - Scheduled Necropsy)

Individual Sperm Morphology Differential Counts [Percentage]
(Fo Males - Scheduled Necropsy)

Individual Sperm Morphology Counts [ Absolute Number]
(Fo Males - Scheduled Necropsy)

Individual Macroscopic And Microscopic Findings
(Fo Females - Unscheduled Death)

16 of 3891

Isobutanol

Page

1072

1096

1120

1144

1151

1158

1165

1172

1179

1186

1187

1195

1203

1211

1219

1227



WIL-186013
American Chemistry Council

160.

161.

162.

163.

164.

165.

166.

167.

168.

169.

170.

171.

172.

173.

174.

175.

VOLUME 4

Individual Macroscopic And Microscopic Findings
(Fo Males - Scheduled Necropsy)

Individual Macroscopic And Microscopic Findings
(Fo Females - Scheduled Necropsy)

Individual Implantation Sites (Fo Females)
Individual Organ Weights And Final Body Weights [G] (Fo Males)
Individual Organ Weights And Final Body Weights [G] (Fo Females)

Individual Organ Weights Relative To Final Body Weights [G/100 G]
(Fo Males)

Individual Organ Weights Relative To Final Body Weights [G/100 G]
(Fo Females)

INDIVIDUAL DATA - F; LITTERS
Individual Litter Viability (F)

Individual Pup Viability (F1)
Individual Pup Clinical Observations (F1)
VOLUME 5

Individual Offspring Weights [G] (F1)
Individual Offspring Weight Changes [G] (F1)
Individual Pup Necropsy Findings (F: - Found Dead Pups)

Individual Pup Necropsy Findings
(F1 - Pups Not Selected For Organ Weights)

Individual Macroscopic Findings
(F1 - PND 28 Weanlings Selected For Organ Weights)

Individual Organ Weights And Final Body Weights [G]
(F1 - PND 28 Weanlings Selected For Organ Weights)

17 of 3891

Isobutanol

Page

1231

1365

1495

1499

1515

1523

1539

1547

1554

1567

1624

1699

1772

1779

1796

1994



WIL-186013 Isobutanol
American Chemistry Council

VOLUME 5 (continued) Page
176. Individual Organ Weights Relative To Final Body Weights [G/100 G]

(F1=PND 28) ..ottt 2003

VOLUME 6

INDIVIDUAL DATA - F{ DEVELOPMENTAL LANDMARKS
177. Individual Developmental Parameters [Litter Values] (F1 Males) 2014

178. Individual Body Weights [G] (F1 Males - At Balanopreputial Separation) 2028

179. Individual Developmental Parameters [Litter Values] (F1 Females) 2038

180. Mean Litter Body Weights [G] (F1 Females - At Vaginal Patency) 2048

INDIVIDUAL DATA - F; GENERATION

181. Individual Survival And Disposition (Fi Males) ...................cccooovivmerriiinneriinns 2056
182. Individual Survival And Disposition (Fi Females).................c.ccoocvvveriiinncriun. 2060
183. Individual Clinical Observations [Positive Findings Only]

(F1 Males - Detailed Physical EXaminations) ................ccooceeunereeeeereeeneneeennnen. 2064
184. Individual Clinical Observations [Positive Findings Only]

(F1 Females - Detailed Physical EXaminations).................c..cooueeeeemeereeennenreennnnn. 2080
185. Individual Clinical Observations

(F1 Males - Response To Novel SUMUlUs)............c.c.coovnvvnrinncneeincnececs 2104

VOLUME 7

186. Individual Clinical Observations

(F1 Females - Response To Novel Smulus) ..........c..ccoocoovveiiniinrininsinsnne. 2349
187. Individual Clinical Observations (Fi; Males - 1-Hour Post-Exposure) ... 2552
188. Individual Reproductive Performance (F1)............c...o.ccoooviimrriinriinnnniese, 2553
189. Individual Estrous Cycle Data And Evidence Of Mating (F Females) . . .. ... 2561
190. Individual Body Weights [G] (F1 Males) .............cccooooommriimnrriinnnriinnnesee 2569
191. Individual Body Weights [G] (Fi Females) .................cccoovvomiriinrrinriie. 2593

18 of 3891



WIL-186013

American Chemistry Council

192.

193.

194.

195.

196.

197.

198.

199.

200.

201.

202.

203.

204.

205.

206.

207.

208.

209.

210.

VOLUME 7 (continued)

Individual Body Weight Changes [G] (F1 Males)

Individual Body Weight Changes [G] (F1 Females)

Individual Body Weights During Gestation [G] (Fi Females)

Individual Body Weight Changes During Gestation [G] (F1 Females)

Individual Body Weights During Lactation [G] (Fi Females)

Individual Body Weight Changes During Lactation [G] (F1 Females)

Individual Food Consumption [G/Animal/Day] (F1 Males)

Individual Food Consumption [G/Animal/Day] (Fi Females)

Individual Food Consumption [G/Kg/Day] (F1 Males)

Individual Food Consumption [G/Kg/Day] (Fi Females)

Individual Food Efficiency (F1 Males)

Individual Food Efficiency (F1 Females)

VOLUME 8

Individual Food Consumption During Gestation [G/Animal/Day]
(F1 Females)

Individual Food Consumption During Gestation [G/Kg/Day] (F1 Females)

Individual Food Efficiency During Gestation (F; Females)

Individual Food Consumption During Lactation [G/Animal/Day]
(F1 Females)

Individual Food Consumption During Lactation [G/Kg/Day]
(F1 Females)

Individual Food Efficiency During Lactation (Fi Females)

Individual Gestation Lengths [Days] (F1 Females)

19 of 3891

Isobutanol

Page
2617
2641
2665
2671
2677
2681
2685
2709
2733
2757
2781

2805

2831
2837

2843

2849

2853
2857

2861



WIL-186013
American Chemistry Council

211.

212.

213.

214.

215.

216.

217.

218.

219.

220.

221.

222.

223.

224.

225.

226.

VOLUME 8 (continued)

Individual Sperm Numbers [Sperm In Millions/G Tissue]
(F1 Males - Scheduled Necropsy)

Individual Sperm Production Rate [Sperm In Millions/G Tissue/Day]
(F1 Males - Scheduled Necropsy)

Individual Sperm Motility Assessments [Percentage]
(F1 Males - Scheduled Necropsy)

Individual Sperm Morphology Differential Counts [Percentage]
(F1 Males - Scheduled Necropsy)

Individual Sperm Morphology Counts [ Absolute Number]
(F1 Males - Scheduled Necropsy)

Individual Macroscopic And Microscopic Findings
(F1 Males - Scheduled Necropsy)

Individual Macroscopic And Microscopic Findings
(F1 Females - Scheduled Necropsy)

Individual Implantation Sites (F1 Females)

Individual Primordial Follicle and Corpora Lutea Counts (F; Females)

VOLUME 9

Individual Organ Weights And Final Body Weights [G] (F1 Males)

Individual Organ Weights And Final Body Weights [G] (F1 Females)

Individual Organ Weights Relative To Final Body Weights [G/100 G]
(F1 Males)

Individual Organ Weights Relative To Final Body Weights [G/100 G]
(F1 Females)

INDIVIDUAL DATA — F, LITTERS
Individual Litter Viability (F2)

Individual Pup Viability (F)

Individual Pup Clinical Observations (F>)

20 of 3891

Isobutanol

Page

2862

2870

2878

2886

2894

2902

3040
3163

3167

3173

3189

3197

3213

3221
3225

3237



WIL-186013 Isobutanol
American Chemistry Council

VOLUME 9 (continued) Page
227. Individual Offspring Weights [G] (F2)........ccccoovvnrinnrinerineiecneneeeseeiens 3291
228. Individual Offspring Weight Changes [G] (F2) ..............cccoooovviiiiieieec, 3358
229. Individual Pup Necropsy Findings (F2 - Found Dead Pups)...............c.ccooii. 3424
230. Individual Pup Necropsy Findings

(F2 - PND 21 Weanlings Not Selected For Organ Weights) ............................ 3428
231. Individual Macroscopic Findings

(F2 - PND 21 Weanlings Selected For Organ Weights) .. ...............c..cccoocoeernne 3451
232. Individual Organ Weights And Final Body Weights [G] (F2-PND 21) ... 3637

233. Individual Organ Weights Relative To Final Body Weights [G/100 G]
(F2 - PND 21) 3645

21 of 3891



WIL-186013 Isobutanol
American Chemistry Council

INDEX OF APPENDICES

VOLUME 10 Page
A. Test Article Characterization (Sponsor-Provided Data) ..., 3654
B. Purity and Stability Assessments and Structure Confirmation

(WIL Research Laboratories, INC.) ..............oc.ovrrurerrerreonniierieseiseseseseesesesnnes 3674
C. Inhalation Report (WIL Research Laboratories, InC.)...............coooevvvernerrevennnenenns 3691
D. Animal Room Environmental Conditions .................cccccovvvnrinnrinerinrinerinenineens 3813
E. WIL Reproductive Historical Control Data [Crl:CD®(SD)IGS BR Rats] ........... 3821

3846

s
v
g
<
s~
=
S
S
S)
Q
=2

22 of 3891



WIL-186013 Isobutanol
American Chemistry Council

1. SUMMARY

1.1. OBJECTIVE

This study was conducted to evaluate the potential adverse effects of whole-body
inhalation exposure of Fo and F; parental animals to isobutanol on the reproductive
capabilities, encompassing growth, mating, parturition and lactation, of the Fo and F
generations and Fi and F> neonatal survival, growth, and development. One litter per dam

was produced in each generation.

1.2. STUDY DESIGN
Groups of male and female Crl:CD"(SD)IGS BR rats (30/sex/group) were exposed to

either clean filtered air or vapor atmospheres of the test article for six hours daily, seven
days a week, for at least 70 consecutive daily exposures prior to mating. Fo animals were
approximately seven weeks of age at the beginning of exposure; offspring selected to
become the F; generation began exposure at weaning. Exposure of the Fo and F; males
continued throughout mating, and through the day prior to euthanasia. The Fo and F
females continued to be exposed throughout mating and gestation through gestation day
20. After parturition, exposure of the Fo and F; females was re-initiated on lactation day

5 and continued through the day prior to euthanasia.

Target test article concentrations were 500, 1000 and 2500 ppm (parts per million). Mean
overall analyzed exposure concentrations were 500, 1008 and 2522 ppm (1476, 2975 and
7444 mg/m3, respectively) for the Fo generation and 494, 1012 and 2521 ppm (1458, 2987
and 7442 mg/m3, respectively) for the Fi generation. Target concentrations were selected
based on a previous range-finding study (WIL-1 860231). Exposure concentrations in that
study were 100, 250, 1000 and 2500 ppm. The only test article-related effects were
reductions in F; pup mean body weights and body weight gains. No evidence of Fo

systemic or reproductive toxicity was observed at those exposure levels.

All animals were observed twice daily for appearance and behavior.  Clinical

observations, body weights, and food consumption were recorded at appropriate intervals
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prior to mating and during gestation and lactation. All Fo and F; females were allowed to
deliver and rear their pups until weaning on lactation day 28 (Fo) or lactation day 21 (F1).
For both generations (F; and F2) eight pups per litter (four per sex, when possible) were
selected on postnatal day (PND) 4 to reduce the variability among the litters. Direct
exposure of the F1 animals was initiated on PND 28. Offspring (30/sex/group) from the
pairing of the Fo animals were selected prior to weaning (PND 28) to constitute the Fi
generation. Developmental landmarks (balanopreputial separation and vaginal patency)
were evaluated for the selected Fi rats. Unselected Fi pups were necropsied on PND 28,
34,36 or 37, and F> pups were necropsied on PND 21. Selected organs were weighed for
pups that were necropsied on PND 28 (Fi) or PND 21 (F2). Each surviving Fo and F;
parental animal received a complete detailed gross necropsy following the completion of
weaning of the Fi; and F» pups, respectively; selected organs were weighed.
Spermatogenic endpoints (sperm motility, morphology and numbers) were recorded for
all Fo and F males, and ovarian primordial follicle counts and corpora lutea counts were
recorded for all F; females in the control and high-exposure groups. Designated tissues
from ten Fo and Fi parental animals/sex/group and from all parental animals that were
euthanized in extremis or failed to breed, conceive or deliver offspring were examined

microscopically.

1.3. RESULTS

Fo and F; parental survival were unaffected by test article exposure in all exposure
groups. No test article-related effects were observed on Fo and Fi reproductive
performance (estrous cycles, mating and fertility indices, the mean number of days
between pairing and coitus and the mean length of gestation), body weights, food
consumption and food efficiency in the 500, 1000 and 2500 ppm group males or females.
Spermatogenic endpoints (mean testicular and epididymal sperm numbers, sperm
production rate, motility, progressive motility and the percentage of morphologically
normal sperm) in the Fo and F; test article-exposed groups were unaffected by test article

exposure. There were no test article-related macroscopic findings or changes in mean
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organ weights in the Fo or F1 males and females in the 500, 1000 and 2500 ppm groups.
Microscopic evaluation of the Fo and F; males and females revealed no test article-related
histopathologic lesions, including for animals that failed to breed or produce a litter. No
test article-related effects on primordial follicle counts and corpora lutea counts were
observed in the F; 2500 ppm group females. F; and F» pup survival and the general
physical condition of the pups were unaffected by exposure to the test article. No test
article-related effects on mean pup body weights were observed in the 500, 1000 or
2500 ppm group Fi or F» pups. No test article-related macroscopic findings were
observed in Fi or F2 pups that were found dead or euthanized at the scheduled necropsy.
There were no test article-related changes in mean organ weights for the F; or F> pups.
The mean day of acquisition of balanopreputial separation or vaginal patency and mean
body weights on the day of acquisition in the F; test article-exposed pups were not

affected by the test article.

1.4. CONCLUSIONS

Based on the results of this study, an exposure level of 2500 ppm was considered to be
the NOAEL (no-observed-adverse-effect level) for parental systemic, reproductive and
neonatal toxicity of isobutanol when administered for two generations via whole-body

inhalation exposure to rats.
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2. INTRODUCTION

2.1. GENERAL STUDY INFORMATION

This report presents the data from “An Inhalation Two-Generation Reproductive Toxicity
Study of Isobutanol in Rats.” Due to software spacing constraints, the study title is
presented as “Inhalation Two-Gen. Repro. Toxicity Study of Isobutanol in Rats” on the
report tables. For clarification of the terminology used to differentiate the generations in
the report text, the offspring of the Fo generation were defined as the Fi litters; pups from
the F; litters were selected to constitute the Fi generation. The offspring of the F;

generation were defined as the F> litters.

The following computer protocols were used for data collection during the study:

Computer Protocol Type of Data Collected

WIL-186013M ..o Fo parental (paternal) data

WIL-186013F | .o Fo parental (maternal) and F1 litter data

WIL-186013A ..o F1 parental (paternal) data

WIL-186013D ..o F1 parental (maternal) and F; litter data

WIL-186013T ...\, F1 selected weanling necropsy and organ
weight data

WIL-186013F ... .o, F1 weanling necropsy (PND 28, 34, 36 or
37) data

WIL-186013S ..o, F, selected weanling necropsy and organ
weight data
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2.2. KEY STUDY DATES

Date(s)

August 14, 2001
September 4, 2001

November 13-27, 2001

Isobutanol

Event(s)

December 30, 2001-February 9, 2002 ..

January 15, 2002
January 15, 2002
January 2, 2002 .
March 28-April 11
May 22, 2002
May 31,2002 ...
February 14, 2003

, 2002

Experimental starting date (animal receipt)

Initiation of Fo exposures

Fo breeding range

Evaluation of acquisition of developmental
landmarks for selected F1 pups

Last necropsy of non-selected Fi pups

Last necropsy of Fo parental generation

Initiation of Fi exposures (first PND 28)

Fi breeding range

Last necropsy of F> pups

Last necropsy of F; parental generation

Experimental termination date (last
microscopic examination)
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3. STUDY DESIGN

F¢ Generation
WIL-186013

30 Males/Group 30 Females/Group
(WIL-186013M) (WIL-186013F)

Exposed to Test Article for Six Hours Per
Day for at Least 70 Days Prior to Mating

Fy Generation Paired to Produce F; Litters
|

Vaginal Smears Prepared Daily to Determine Stage of

Estrus, Beginning 21 Days Before Pairing and

Continuing Until Evidence of Mating Observed

Fo Generation Exposed Daily Throughout the
Breeding Period and Post-Mating Interval
(Excluding Lactation Days 0-4) Until Euthanasia

Litters Reduced on PND 4;
F, Pups Weaned on PND 28

F, Pups Randomly Selected for
the F; Generation; Remaining Fo Adults Necropsied After
F, Pups Necropsied on PND 28, 34, F; Weaning; Spermatogenic
36 or 37 (WIL-186013F); Selected Endpoints Evaluated
Organs Weighed on PND 28 Histopathological Evaluation of
(WIL-186013T) Selected Tissues

Developmental Landmark Evaluations
Performed on Pups Selected for the F; Generation
(Beginning on PND 25 for the Females
and PND 35 for the Males)
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STUDY DESIGN (CONTINUED)

Isobutanol

F{ Generation

30 Males/Group
(WIL-186013A)

30 Females/Group
(WIL-186013D)

Exposed to Test Article for Six Hours Per
Day for at Least 70 Days Prior to Mating

F: Generation Paired to Produce F, Litters

Vaginal Smears Prepared Daily to Determine Stage of
Estrus, Beginning 21 Days Before Pairing and Continuing
Until Evidence of Mating Observed

F, Generation Exposed Daily Throughout the
Breeding Period and Post-Mating Interval
(Excluding Lactation Days 0-4) Until Euthanasia

F, Litters Reduced on PND 4

F, Pups Necropsied on PND 21
(WIL-186013D); Selected Organs
Weighed on PND 21
(WIL-186013S)

F; Adults Necropsied After
F» Weaning; Spermatogenic
Endpoints Evaluated,;
Histopathological Evaluation of
Selected Tissues
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4. EXPERIMENTAL PROCEDURES — MATERIALS AND METHODS

4.1. TEST AND CONTROL ARTICLES

4.1.1. TEST ARTICLE IDENTIFICATION

The test article, isobutanol, was received for the American Chemistry Council, from
Union Carbide Corporation (a subsidiary of the Dow Chemical Company), Pasadena,

Texas, on September 8, 2000, as follows:

Quantity
Identification Received Description
Isobutanol Drums 1-4 Clear, colorless
Batch No. 15867 Total Gross Weight: liquid
CAS No. 78-83-1 739.6 kg

[WIL Log No. 4945A]

Characterization of the test article was performed by the sponsor. Characterization of the
test article was supplied by the sponsor and is presented in Appendix A. Additional
stability and purity analyses were performed by the Analytical Chemistry Department at
WIL Research Laboratories, Inc. The results of these analyses are presented in
Appendix B. The test article was stored at room temperature and was proven stable under
this condition. A reserve sample of the test article was collected from each drum used

and stored in the Archives at WIL Research Laboratories, Inc.

4.1.2. TEST ATMOSPHERE MONITORING

Exposure concentrations within each chamber were measured 9 to 10 times
(approximately every 35 minutes) during each daily exposure period by a validated gas
chromatographic method. At least one standard was analyzed each day prior to exposure
to confirm gas chromatographic calibration. Chamber temperature, relative humidity,
ventilation rate, and negative pressure within the chambers were monitored continuously
and were recorded approximately every 35 minutes. Oxygen content within the chamber
was measured during the pre-study method development phase. Nominal chamber

concentrations were determined daily. Total air volume was calculated by multiplying
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mean chamber ventilation rate (in liters per minute) by the exposure duration (in
minutes). Test atmosphere homogeneity was demonstrated during pre-study method
development. There were no detectable aerosols at any evaluation interval. The

methodology and results of these analyses are presented in Appendix C.

4.1.3. EXPOSURE METHODS

Each group of animals was exposed in a 2.0-m’ stainless steel and glass whole-body
inhalation chamber. The chambers were operated under dynamic conditions at air flows
of at least 12 to 15 air changes per hour. The overall mean analyzed concentrations for
the Fo generation were 500 ppm, 1008 ppm and 2522 ppm for the 500, 1000 and
2500 ppm groups, respectively. The overall mean analyzed concentrations for the Fi

generation were 494 ppm, 1012 ppm and 2521 ppm for the same respective groups.

The Fo and Fi males and females were exposed to the test atmosphere for daily six-hour
exposures (seven days a week) for a minimum of 70 consecutive days prior to mating.
Exposure of the Fo and Fi males continued throughout mating and through the day prior
to euthanasia. The Fo and F; females continued to be exposed throughout mating and
gestation through gestation day 20. Exposure of the Fo and F; females was re-initiated on
lactation day 5 and continued through the day prior to euthanasia. During lactation, the
dams were removed from their litters during each daily six-hour exposure period. The
offspring of the Fo generation (Fi litters) were potentially exposed to the test article in
utero, through nursing during PND 5-28 and via exposure following weaning (beginning
on PND 28). The Fi pups selected for breeding (30/sex/group) were exposed to the test
article for six hours daily for at least 70 days prior to mating and throughout mating,
gestation and lactation (with the exception of gestation day 21 through lactation day 4)
until the day prior to necropsy. The offspring of the Fi generation (F» litters) were
potentially exposed to the test article in utero and through nursing during PND 5-28. The
control group was exposed to clean, filtered air under conditions identical to those used
for the groups exposed to the test article. Each cage battery was separated into three tiers.

The position within the cage battery assigned to each animal was rotated daily over the
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different days of exposure. The rats were removed from their home cages in the animal
room and transported to the inhalation chambers for the six-hour exposure period. The
animals were exposed to the test article at approximately the same time each day.
Following exposure, the animals were returned to their home cages. Instrumentation was
set to maintain the temperature inside the exposure chamber between 18°C and 26°C and
relative humidity between 30% and 60%. Daily mean chamber temperatures ranged from
19-26°C, 20-25°C, 20-26°C and 20-23°C in the control, 500, 1000 and 2500 ppm groups,
respectively, for both generations combined. Daily chamber humidity ranged from
30-49%, 33-56%, 35-55% and 26-44% in the same respective groups for both generations

combined. Exposure methods and conditions are detailed in Appendix C.

Each chamber was dedicated to one exposure group. In order to minimize any potential
variation occurring due to positioning within the chamber, the cages were sequentially
rotated around the available rack positions within the chamber on a daily basis throughout
the study, in accordance with the standard operating procedures at WIL Research

Laboratories, Inc.

The Fo and F parental animals were assigned to study groups as follows:

Group Test Target Exposure Number of Animals
Number Article Level (ppm) Males Females

1 Filtered Air 0 30 30

2 Isobutanol 500 30 30

3 Isobutanol 1000 30 30

4 Isobutanol 2500 30 30

Exposure levels were selected based upon a reduction in response to external stimuli
(during exposure) observed in a previous 90-day neurotoxicity study2 and a
non-statistically significant reduction in body weights and body weight changes during
postnatal days 4-7 and 7-14 in pups from dams exposed to 2500 ppm isobutanol in a
probe studyl.
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The selected route of administration was whole-body inhalation exposure because
inhalation is a likely route of human exposure. The animal model selected, the
Crl:CDD(SD)IGS BR rat, is recognized as appropriate for reproduction studies. WIL
Research Laboratories, Inc. has reproductive historical control data for the

Crl:CD"(SD)IGS BR rat.

4.1.4. SAMPLING AND ANALYSES
Prior to initiation of the previous range-finding study (WIL—1860232; Nemec, 2002) and

after the completion of this study, 5-g samples of the test article were sent to Nancy A.
Broyles, Union Carbide Corporation, South Charleston, West Virginia, for purity
analysis; the test article was found to be 99.9% pure. The results of this analysis are
presented in Appendix A. Duplicate 10-mL retention samples (collected prior to the
initiation of exposure) were collected from each test article container; these samples were
analyzed for purity by the Analytical Chemistry Department at WIL Research
Laboratories, Inc. The purity of the test article was found to be a minimum of 98.05%.
Samples were collected and analyzed at the end of use of each test article container
following the same procedure used for the initial purity samples (duplicate 10-mL
samples were provided to the Analytical Chemistry Department). The resulting
isobutanol concentrations were compared to time zero values as an assessment of
stability. Unused duplicate samples were stored until no longer needed and discarded.
The analysis of the residual samples demonstrated that the test article was stable
throughout the course of the study. The methodology and results of these analyses are

presented in Appendix B.

4.2. Fo ANIMAL RECEIPT AND ACCLIMATION
One hundred thirty-six male and 137 female Crl:CD®(SD)IGS BR rats were received

from Charles River Laboratories, Inc., Raleigh, North Carolina, on August 14, 2001. The
animals were 30 days old upon receipt. Animals were individually housed except during
mating. Each animal was examined by a qualified technician upon receipt and weighed

the day following receipt. All animals were uniquely identified by a Monel” metal eartag
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displaying the animal number. During the acclimation period (21 days), the animals were

observed twice daily for mortality and moribundity.

4.3. Fo, F1. AND F; ANIMAL HOUSING

Following the initial acclimation period (Fo) or selection (F1) and until pairing, all Fo and
F1 parental test animals were individually housed in clean, wire-mesh cages suspended
above cage-board. Cage board was changed three times per week. The animals were
paired for mating in the home cage of the male. Following positive evidence of mating,
the males were housed in suspended wire-mesh cages until the scheduled necropsy of the
parental generations, and the females were transferred to plastic maternity cages with
nesting material (Bed-O'Cobs®; The Andersons, Industrial Products Division, Maumee,
Ohio). The dams were housed in these cages until weaning on lactation day 28 (Fo) or
lactation day 21 (F1). Following weaning of the litters in each generation (F; and F), the
maternal females were individually housed in suspended wire-mesh cages until the
scheduled necropsy. Beginning on PND 28, the F; pups were individually housed in
suspended wire-mesh cages until the start of the mating period. Maternal females for
which there was no evidence of mating were placed in plastic maternity cages with
nesting material upon completion of a 14-day mating period. Animals were housed in
accordance with the "Guide for the Care and Use of Laboratory Animals.”” The animal
facilities at WIL Research Laboratories, Inc., are accredited by the Association for
Assessment and Accreditation of Laboratory Animal Care International (AAALAC

International).

4.4. DIET, DRINKING WATER AND MAINTENANCE OF F, AND F;{ ANIMALS

The basal ration used in this study was PMI Nutrition International, Inc., Certified Rodent
LabDiet” 5002. The diet used at WIL Research Laboratories, Inc., was a certified feed
with appropriate analyses performed and provided by the manufacturer. Municipal water
supplying the facility is regularly sampled for contaminants according to standard
operating procedures. Contaminants were not present in animal feed or water at

concentrations expected to interfere with the objectives of this study. The basal diet and
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reverse-osmosis-treated (on-site) drinking water, delivered by an automatic watering
system, were provided ad libitum throughout the acclimation period and during the study
(except during exposure). Food jars were equipped with retainers to minimize spillage.

Feeders were sanitized weekly.

4.5. ENVIRONMENTAL CONDITIONS

Animals were housed throughout the acclimation period and during the study in an
environmentally controlled room. Controls were set to maintain a temperature of
72 + 5°F (22 + 3°C) and a relative humidity of approximately 30-70%. Prior to March 1,
2002, room temperature and relative humidity were monitored continuously using the
Metasys® Network and manually recorded daily. The actual temperature ranged from
70.0°F to 75.2°F (21.1°C to 24.0°C) and humidity ranged from 30.0% to 57.9% during
this period. Beginning on March 1, 2002 until study termination on May 31, 2002, room
temperature and relative humidity were monitored using the Metasys DDC Electronic
Environmental control system and were recorded approximately hourly. These data are
summarized in Appendix D. Actual mean daily temperature ranged from 71.6°F to
72.1°F (22.0°C to 22.3°C) and mean daily relative humidity ranged from 34.8% to 49.2%
during the study. Light timers were calibrated to provide a 12-hour light (6 a.m. to
6 p.m.)/12-hour dark photoperiod. Air handling units were set to provide approximately

10 fresh air changes per hour.

4.6. ASSIGNMENT OF Fy ANIMALS TO TREATMENT GROUPS

At the conclusion of the acclimation period, all available Fo animals were weighed and
examined in detail for physical abnormalities. At the discretion of the study director,
animals judged to be in good health and meeting acceptable body weight requirements
(200 to 300 g for males and 150 to 250 g for females) were selected for use in the
computerized randomization procedure. At that time, the individual body weights and
corresponding animal identification numbers were entered into the WIL Toxicology Data
Management System (WTDMS[). A printout containing the animal numbers,

corresponding body weights and individual group assignment was generated based on
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body weight stratification randomized in a block design. The animals were then arranged
into groups according to the printout. The animals were approximately seven weeks old
at the initiation of test article exposure. Male body weights ranged from 200 g to 305 g
and female body weights ranged from 150 g to 199 g on the day of randomization (prior
to study initiation). Body weights on study day O ranged from 236 g to 350 g for the
males and from 159 g to 213 g for the females. Although the body weights for some
males were above the range specified in the protocol, the group mean body weights were
similar across all male groups. The individual randomization weights are not presented in

this report but are contained in the study records.

4.7. DATA RETENTION

The sponsor has title to all documentation records, raw data, specimens or other work
product generated during the performance of the study. All work product generated by
WIL Research Laboratories, Inc., including raw paper data and specimens, are retained in
the Archives at WIL Research Laboratories, Inc., as specified in the study protocol.
Analytical (test article characterization) data generated by Union Carbide Corporation

will be archived by the sponsor or the sponsor's designee.

Reserve samples of the test and control articles (if appropriate), pertinent electronic
storage media and the original final report are retained in the Archives at WIL Research

Laboratories, Inc., in compliance with regulatory requirements.
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5. PARAMETERS EVALUATED

5.1. Fo AND F1 OBSERVATIONS

5.1.1. CLINICAL OBSERVATIONS AND MORTALITY

Detailed physical examinations were recorded weekly for all parental animals throughout
the study period. All animals were observed twice daily for moribundity and mortality; in
addition, the animals were observed for appearance, behavior and pharmacotoxic signs
within one hour after completion of exposure. Females expected to deliver were also
observed twice daily during the period of expected parturition and at parturition for

dystocia (prolonged labor, delayed labor) or other difficulties.

During exposure, special attention was given to the state of arousal and response to novel
stimuli by producing a loud-noise stimulus (only for individual animals visible in the
chamber). The noise was produced by allowing a %-inch PVC pipe coupling
(approximately 50 g) to strike the glass of the exposure chamber at the approximate level
of the cage rack. The coupling was attached to a length of cotton rope that was held
against the glass approximately 60 cm from the coupling. The coupling was raised until
the rope was approximately perpendicular to the glass, and the coupling was released.
The response was recorded as: 1) no reaction to stimulus, 2) slight reaction, ear flick or
some evidence that stimulus was heard, or 3) more energetic response (jump, flinch, may
include vocalization). Due to the cage rotation procedure, approximately 10-30% of the

animals could be visible on a given day.

5.1.2. BoDY WEIGHTS

Individual Fo and F1 male body weights were recorded on study days 0, 1, 4 and 7, weekly
thereafter throughout the study, and prior to the scheduled necropsy. Individual Fo and F;
female body weights were recorded on study days 0, 1, 4 and 7 and weekly thereafter
until evidence of copulation was observed. Mean weekly body weights and body weight
changes are presented for each interval. Once evidence of mating was observed, female
body weights were recorded on gestation days 0, 4, 7, 11, 14 and 20 and on lactation days

1,4, 7, 14 and 21; for the Fo females, body weights were also recorded on lactation day
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28. Body weight changes are presented for each of these intervals. After weaning
(lactation day 28), weekly body weights were recorded for these Fo females until the

scheduled necropsy.

5.1.3. FOOD CONSUMPTION

Individual Fo and F; male and female food consumption was measured on study days 0, 1,
4 and 7 and weekly thereafter until pairing. Food intake was not recorded during the
mating period. Male food consumption was measured after mating on a weekly basis
until the scheduled necropsy. Female food consumption was recorded on gestation
days 0, 4, 7, 11, 14 and 20 and lactation days 1, 4, 7, 14 and 21; for the Fo females, food
consumption was also recorded on lactation day 28. For the Fo generation, the last
scheduled interval for weekly recording of food consumption was study day 126. Since
final body weights and clinical observations were recorded on the scheduled necropsy
days (after study day 126), food consumption was manually recorded at that time. These
data are not presented in the report tables, but will be maintained in the raw data. Food
consumption was calculated and reported as g/animal/day and g/kg/day for the
corresponding body weight change intervals. Food efficiency (body weight gained as a
percentage of food consumed) was also calculated and reported for these intervals. When
food consumption could not be determined for an animal during a given interval (due to a
weighing error, food spillage, obvious erroneous value, etc.), the appropriate interval was

footnoted as "NA" (Not Applicable) on the individual tables.

5.2. Fo AND F1 REPRODUCTIVE PERFORMANCE

5.2.1. ESTROUS CYCLES

Vaginal smears were prepared daily to determine the stage of estrus for each female,
beginning 21 days prior to pairing and continuing until evidence of mating was observed.
For females with no evidence of mating, smearing was continued until termination of the
mating period. The average cycle length was calculated for complete estrous cycles (i.e.,
the total number of returns to metestrus [M] or diestrus [D] from estrus [E] or proestrus

[P] beginning 21 days prior to initiation of the mating period and until the detection of
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evidence of mating). Estrous cycle length was determined by counting the number of
days from the first M or D in a cycle to the first M or D in a subsequent cycle. The cycle
during which evidence of mating was observed for a given animal was not included in the
mean individual estrous cycle length calculation. Vaginal smears were also performed on

the day of necropsy to determine the stage of estrus.

5.2.2. BREEDING PROCEDURES

The animals were paired on a 1:1 basis within each treatment group after a minimum of
70 days of exposure. A breeding record containing the male and female identification
numbers and the start date of cohabitation was prepared. Each female was housed in the
home cage of the male. Positive evidence of mating was confirmed by the presence of a
copulatory plug or the presence of sperm in a vaginal smear. Each mating pair was
examined daily. The day when evidence of mating was identified was termed day 0 of
gestation. Then the animals were separated and the female was housed in an individual
plastic cage with nesting material. When evidence of mating was not apparent after 14

days, the female was placed in a plastic maternity cage with nesting material.

Each generation was mated once to produce one litter per generation (the Fi; and F»
litters). Prior to the Fo pairing (day 70), male body weights ranged from 276 g to 598 g
and female body weights ranged from 238 g to 341 g. The animals were approximately

17 weeks old. All animals were randomly selected for pairing.

Prior to the Fi pairing (day 205), male body weights ranged from 344 g to 604 g and
female body weights ranged from 195 g to 354 g. The animals were 15 to 16 weeks old.

All animals were randomly selected for pairing avoiding sibling matings.

Pre-coital intervals were calculated according to the following method: rats paired over a

12-hour dark cycle were considered to have been paired for "one" day.

Mating and fertility indices were calculated as follows:
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No. of Males (Females) with Evidence of Mating

Male (Female) (or Confirmed Pregnancy) x 100
Mating Index (%) -
Total No. of Males (Females) Used for Mating
Female Fertility _ No. of Females with Confirmed Pregnancy < 100
Index (%) Total No. of Females Used for Mating
Male Fertility —_ No. of Males Siring a Litter < 100
Index (%) Total No. of Males Used for Mating

5.3. Fo AND F{ PARTURITION

All females were allowed to deliver naturally and rear their young to weaning (PND 28
for the F1 pups and PND 21 for the F> pups). During the period of expected parturition,
the females were observed twice daily for initiation and completion of parturition and for
signs of dystocia. On the day parturition was judged complete (PND 0), pups were sexed
and examined for gross malformations, and the numbers of stillborn and live pups were

recorded. Individual gestation lengths were calculated using the date delivery started.

5.4. F1 AND F; LITTER DATA

5.4.1. LITTER VIABILITY AND DEATHS

Each litter was examined twice daily for survival, and all deaths were recorded. All pups
were individually identified by application of tattoo markings on the digits on PND 0. A
daily record of litter size was maintained. Intact offspring dying from PND 0 to 4 were
necropsied using a fresh dissection technique described by Stuckhardt and Poppe.4 Pups
with external abnormalities which would warrant further skeletal examination were
eviscerated and stained as described by Dawson’ for subsequent skeletal evaluation.
Findings were recorded as either developmental variations (alterations in anatomic
structure that are considered to have no significant biological effect on animals health or
body conformity, representing slight deviations from normal) or malformations (those
anomalies that alter general body conformity, disrupt or interfere with body function, or

may be incompatible with life). A detailed gross necropsy was performed on any pup
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dying after PND 4 and prior to weaning; tissues were preserved for possible future

histopathological examination only as deemed necessary by the gross findings.

5.4.2. LITTER REDUCTION

To reduce variability among the litters, 8 pups per litter, 4 per sex when possible, were
randomly selected on PND 4. All selections were performed by computerized
randomization without regard to body weight. The remaining offspring were weighed,
euthanized and discarded on PND 4. Standardization of litter size was not performed on

litters with fewer than eight pups.

5.4.3. CLINICAL OBSERVATIONS

Litters were examined daily for survival and any adverse changes in appearance or
behavior. Each F; and F> pup received a detailed physical examination on PND 1, 4, 7,
14 and 21. Fi pups also received a detailed physical examination on PND 28, 32 and/or
35.

5.4.4. BoDY WEIGHTS
Pups were individually weighed on PND 1, 4, 7, 14, 21, 28 (F; only), 32 (F; only) and 35

(F1 only). Mean pup weights were presented by sex for each litter and by exposure group.

5.4.5. SEX DETERMINATION
Pups were individually sexed on PND 0, 4, 7, 14, 21 and 28 (F; only).
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5.4.6. CALCULATION OF LITTER PARAMETERS

Litter parameters were defined as follows:

Live Litter Size = Total Viable Pups Day 0
No. Litters With Viable Pups Day 0

Postnatal Survival Between Birth > (Viable Pups Per Litter on PND 0

and PND 0 or PND 4 (Pre-Selection) = or PND 4/No. of Pups Born Per Litter) X 100
(% Per Litter) No. of Litters Per Group

Postnatal Survival for All > (Viable Pups Per Litter

Other Intervals (% Per Litter) at End of Interval N/Viable Pups X 100
Per Litter at Start of Interval N)

No. of Litters Per Group

Where N = PND 0-1, 1-4 (Pre-Selection), 4 (Post-Selection)-7,
7-14, 14-21, 21-28 or 4 (Post-Selection)-21 or 4
(Post-Selection)-28

5.4.7. WEANING AND SELECTION

Each Fo dam and litter remained housed together until weaning on lactation day 28.
Thirty male and 30 female F; pups from each group (control, 500, 1000 and 2500 ppm)
were randomly selected prior to weaning (lactation day 28) to comprise the F; generation.
These pups (a minimum of one male and one female per litter, when available) were
exposed to the test article for six hours per day beginning on day 28 post partum.
Additional weanlings from each group were exposed to the test article from PND 28-34,
36 or 37. The additional pups were selected as potential replacement animals for selected

F1 weanlings dying between PND 28 and 37.

Pups were selected for the Fi generation as follows. A computerized randomization
procedure was used to select a minimum of one male and one female per litter, when
available. An additional male and/or female were selected from a litter, if necessary, to
obtain 30 males and 30 females for each group. Pups selected for the F; generation also
retained the dam number, followed by a hyphen "-" and the digit tattoo marking (i.e.
99999-01).
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5.5. F1 DEVELOPMENTAL LANDMARKS

The following investigations were used to assess the maturation of the selected Fi pups.
These procedures were concluded when the last pup to demonstrate balanopreputial
separation was 62 days old. Cumulative litter values include pups which tested positive

for the event but were found dead prior to the end of the testing period.

5.5.1. BALANOPREPUTIAL SEPARATION

Each male pup was observed for balanopreputial separation beginning on PND 35 as
described by Korenbrot et al® The day on which balanopreputial separation was first
observed was recorded for each pup. Examination of the pups continued daily until
balanopreputial separation was present. Body weights were recorded on the day of

acquisition of this landmark.

5.5.2. VAGINAL PATENCY

Each female pup was observed for vaginal perforation beginning on PND 25 as described
by Adams et al. 7 The day on which the vaginal lumen was first observed to open was
recorded for each pup. Examination of the females was continued daily until vaginal
patency was present. Body weights were recorded on the day of acquisition of this

landmark.

5.6. SPERMATOGENIC ENDPOINT EVALUATIONS

Immediately upon euthanasia, the reproductive tract of each Fo and F; male was exposed
via a ventral mid-line incision. The right epididymis was excised and weighed. An
incision was made in the distal region of the right cauda epididymis. The right cauda
epididymis was then placed in Dulbecco's phosphate-buffered saline (maintained at
approximately 37°C) with 10 mg/mL bovine serum albumin (BSA). After a ten-minute
incubation period, a sample of sperm was loaded into a 100-um cannula for
determination of sperm motility. Because sperm motility can be affected by temperature
shock, all cannulas and diluents were pre-warmed in an incubator, and motility

determinations were performed under constant temperature (approximately 37°C) using

43 of 3891



WIL-186013 Isobutanol
American Chemistry Council

the Hamilton-Thorne HTM-IVOS Version 10 computer-assisted sperm analysis (CASA)
system. Analysis of a minimum of 200 motile and nonmotile spermatozoa per animal (if
possible) in all exposure groups was performed by the analyzer. The motility score
(percent) for motile (showing motion only) and progressively motile (showing net
forward motion) sperm was reported:

Percent Motile Number of Motile

(or Progressively Motile Sperm) = (or Progressively Motile) Sperm  x 100
Total Number of Sperm Counted

Sperm morphology was evaluated by light microscopy via a modification of the wet-
mount evaluation technique described by Linder et al®  Abnormal forms of sperm
(double heads, double tails, microcephalic or megacephalic, efc.) from a differential count

of 200 spermatozoa per animal, if possible, were recorded.

The left testis and epididymis from all Fo and F; males from all exposure groups were
stored frozen, homogenized and evaluated for determination of homogenization-resistant
spermatid count and sperm production rate, using the method described by Blazak et al’

and the Hamilton-Thorne CASA system.

For determination of homogenization-resistant spermatid count and sperm production
rate, the samples were thawed and homogenized, and a sample was retained for
subsequent analysis. An aliquot of the sample was added to a solution containing a
DNA-specific fluorescent dye (the dye stains DNA that is present in the head of the
sperm). For analysis, each sample was mixed, and an aliquot was placed on a slide with a
20-um chamber depth. Illumination from a xenon lamp within the HTM-IVOS analyzer
allowed for the visualization and quantitation of the sperm. A minimum of 200 cells, if

possible, or 20 fields were counted for each sample.
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5.7. SCHEDULED NECROPSY EXAMINATIONS

5.7.1. Fo AND F; GENERATIONS - ADULTS

All surviving Fo adults were euthanized following the selection of the F; generation and
completion of a detailed clinical observation. All surviving F; adults were euthanized
following weaning of the F2 pups. A complete necropsy and selective histopathologic

examination were conducted as described in Section 5.8.

5.7.2. F1 AND F, Puprs

Prior to weaning, 30 Fi pups/sex/group were randomly selected for the F; parental

generation and for evaluation of developmental landmarks. Additional Fi1 pups were
retained as potential replacement animals, and were euthanized by CO; inhalation and
necropsied on PND 34, 36 or 37. In addition, one F; and one F» pup/sex/litter (when
available) were selected from the F; and F» weanlings for complete necropsy on PND 28
and PND 21, respectively; brain, spleen and thymus gland weights were recorded. All
remaining non-selected Fi and F> weanlings were euthanized by CO: inhalation and
necropsied on PND 28 and PND 21, respectively, with emphasis on developmental and
reproductive system morphology. All gross lesions from Fi; and F» weanlings were
preserved in 10% neutral-buffered formalin for possible future histopathologic

examination; all other tissues were discarded.

5.8. PATHOLOGY

5.8.1. MACROSCOPIC EXAMINATION

A complete necropsy was conducted on all parental animals (Fo and F) euthanized in
extremis or at termination. All animals were euthanized by isoflurane inhalation. The
necropsy included examination of the external surface, all orifices, the cranial cavity, the
external surfaces of the brain and spinal cord, and the thoracic, abdominal and pelvic
cavities including viscera. At the time of necropsy, the following Fo and F; parental

tissues and organs were collected and were placed in 10% neutral-buffered formalin:
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Adrenals (2)
Aorta
Bone with marrow (sternebrac)
Brain (forebrain, midbrain, hindbrain)
Coagulating gland
Eyes with optic nerve (2)
Gastrointestinal tract

Esophagus

Stomach

Duodenum

Jejunum

Ileum

Cecum

Colon

Rectum
Heart
Kidneys (2)
Liver (sections of two lobes)
Lungs (including bronchi,

fixed by inflation with fixative)

Isobutanol

Lymph node (mesenteric)

Ovaries and oviducts (2)

Pancreas

Peripheral nerve (sciatic)

Pituitary

Prostate

Salivary gland [submandibular (2)]

Seminal vesicles (2)

Skeletal muscle (rectus femoris)

Skin with mammary gland

Spinal cord (cervical)

Spleen

Testes with epididymides” (1)
and vas deferens

Thymus

Thyroids [with parathyroids,
if present (2)]

Trachea

Urinary bladder

Uterus with cervix and vagina

All gross lesions

= The right testis and epididymis were fixed in Bouin’s solution.

5.8.2. ORGAN WEIGHTS

The following organs from all Fo and F; parental animals euthanized at scheduled

termination were weighed:

Adrenals Prostate
Brain Seminal vesicles with coagulating
Epididymides’ (total and cauda) glands (with accessory fluids)
Kidneys Spleen
Liver Testes"
Ovaries Thymus gland
Pituitary Uterus with oviducts and
cervix

*= These paired organs were weighed separately.
Except as noted, paired organs were weighed together. Absolute weights and organ-to-

final-body-weight ratios were reported.
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5.8.3. HISTOLOGICAL PROCEDURES AND MICROSCOPIC EXAMINATION

Microscopic evaluations were performed on the following tissues for 10 parental

animals/sex/group from the control and high exposure groups and for all Fo and F; adult

animals that were euthanized in extremis or failed to breed, conceive or deliver offspring:

Adrenal glands: cortex and Prostate
medulla Seminal vesicles with coagulating
Brain glands (with accessory fluids)
Cervix Spleen
Epididymis’ (right): caput, Testis” (right)
corpus and cauda Thymus
Kidneys Uterus (with oviducts)
Liver Vagina
Ovaries’ All gross (internal) lesions"
Pituitary

PAS and hematoxylin staining were used for the right testis and
epididymis. Transverse sections of 2 to 4 microns of the testes and
longitudinal sections of the epididymides were made.

One section from each ovary from the selected Fo females were
examined. Five sections from each ovary from all F; females in the
control and high exposure groups were examined. Quantitative
histopathological evaluation from multiple sections (including
enumeration of primordial follicles'™'" and corpora lutea) was
conducted on all F; females from the control and high exposure
groups. Due to the size of the corpora lutea (much larger than
primordial follicles), each corpus luteum was possibly sectioned and
counted multiple times, resulting in a value that was larger then
would be expected.

All gross lesions were examined from all Fo and F; adults.

After fixation, protocol-specified tissues were trimmed according to standard operating

procedures and the protocol. Trimmed tissues were processed into paraffin blocks,

sectioned at 4-8 microns, mounted on glass microscope slides and stained with

hematoxylin and eosin, except as noted above. The cervix from four, two, three and two

F; females in the control, 500, 1000 and 2500 ppm groups, respectively, was cut
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cross-wise instead of longitudinally. Due to processing, it was not possible to re-trim

these tissues.

Microscopic examinations were conducted by Ann Radovsky, D.V.M., Ph.D.,

D.A.C.V.P., D.A.B.T., Senior Pathologist, WIL Research Laboratories, Inc.

5.9. STATISTICAL METHODS

All statistical tests were performed using appropriate computing devices or programs.
Analyses were conducted using two-tailed tests (except as noted otherwise) for minimum
significance levels of 5%, comparing each test article-exposed group to the control group
by sex. Each mean was presented with the standard deviation (S.D.) and the number of
animals (N) used to calculate the mean. Due to the different rounding conventions
inherent in the types of software used, the means and standard deviations on the summary
and individual tables may differ by +1 in the last significant figure. Statistical analyses
were not conducted if the number of animals was two or less. Data obtained from
nongravid animals were excluded from statistical analyses following the mating period.
Statistical analyses were not performed when weekly food or body weight data for one or
more animals were not available because the animals remained in the lactation phase.

The litter was used as the experimental unit.

Parental mating and fertility indices were analyzed using the Chi-square test with Yates’
correction factor.'> Mean parental (weekly, gestation and lactation) and offspring body
weight gains, parental food consumption and food efficiency data, estrous cycle data,
pre-coital intervals, gestation lengths, implantation sites, live litter sizes, unaccounted
sites, numbers of pups born, balanopreputial separation (mean litter day of acquisition and
body weight), vaginal patency (mean litter day of acquisition and body weight), absolute
and relative organ weights, sperm production rate, epididymal and testicular sperm
numbers, and ovarian primordial follicle counts were subjected to a parametric one-way
analysis of variance (ANOVA)13 to determine intergroup differences. If the ANOVA
revealed statistically significant (p<0.05) intergroup variance, Dunnett's test' was used to

compare the test article-exposed groups to the control group. Mean offspring weights
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were subjected to a parametric one-way analysis of covariance (ANCOVA)IS, with litter
size as the covariant, to determine intergroup differences. If the ANCOVA revealed
statistically significant (p<0.05) intergroup variance, Student’s T-test'” was used to
compare the test article-exposed groups to the control group. Mean litter proportions
(percent per litter) of postnatal pup survival, pup sexes at birth (percentage of males per
litter), percentage of motile sperm, and percentage of sperm with normal morphology were
subjected to the Kruskal-Wallis nonparametric ANOVA test'® to determine intergroup
differences. If the ANOVA revealed statistically significant (p<0.05) intergroup variance,
the Mann-Whitney U-test'® was used to compare the test article-exposed groups to the
control group. Histopathological findings in the test article-exposed groups were

compared to the control group using a two-tailed Fisher’s Exact test.’
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6. RESULTS AND DISCUSSION

6.1. Fo GENERATION

6.1.1. CLINICAL OBSERVATIONS AND SURVIVAL
Summary Data: Tables 1,2, 3,4,5,6,7,8
Individual Data: Tables 125, 126, 127, 128, 129, 130

After 91 days of exposure to the test article, female no. 74805 in the 500 ppm group had
pale eyes and ears and appeared to be having difficulty during parturition (gestation day
23) and was euthanized in extremis on lactation day 0. This female delivered 12 pups and
had four pups retained in utero. On the day of euthanasia, this female had pale ears and
eyes and red discharge from the vagina. Microscopically, the cause of death for this
female was determined to be severe acute renal tubular necrosis and moderate acute
hepatic necrosis. Therefore, this death was not attributed to the test article; no evidence
of dystocia was observed in females in the 1000 or 2500 ppm groups. All other animals

survived to the scheduled necropsy.

There were no test article-related clinical observations at the weekly detailed physical
examinations or one hour following exposure. The response to novel stimulus was

similar in all groups, including the control group.

6.1.2. REPRODUCTIVE PERFORMANCE

Summary Data: Tables 9, 10
Individual Data: Tables 131, 132
Historical Control Data: Appendix E

No test article-related effects on reproductive performance were observed. Male and
female mating indices were 86.7%, 100.0%, 96.7% and 100.0% in the control, 500, 1000,
and 2500 ppm groups, respectively. Male and female fertility indices were 73.3%,
96.7%, 93.3% and 93.3% in the same respective groups. The only statistically significant
(p<0.05) differences from the control group were increases in the male and female

fertility indices in the 500 ppm group. It should be noted that the fertility index for the

50 of 3891



WIL-186013 Isobutanol
American Chemistry Council

control group (73.3%) was reduced compared to the mean value in the WIL historical
control data (90.4%). However, the values in the isobutanol-exposed groups exceeded
the mean value in the WIL historical control data. Males that did not sire a litter
numbered 8, 1, 2 and 2 in the control, 500, 1000 and 2500 ppm groups, respectively.
Females that had evidence of mating but did not deliver numbered 4, 1, 2 and 3 in the

same respective groups.

The mean numbers of days between pairing and coitus in the test article-exposed groups
were similar to the control group value. The mean lengths of estrous cycles in these
groups were similar to that in the control group. None of the differences were statistically

significant.

6.1.3. BODY WEIGHTS

6.1.3.1. WEEKLY

Summary Data: Tables 11, 12, 13, 14, 15, 16
Individual Data: Tables 133, 134, 135, 136

Mean Fo body weights, body weight gains and cumulative body weight gains in the 500,
1000 and 2500 ppm groups were unaffected by exposure to the test article during the pre-
mating period and one week following weaning (females) and throughout the study
(males). The only statistically significant (p<0.05) difference from the control group was
a decreased mean body weight gain in the 1000 ppm group males during study days
84-91. A similar reduction was not observed in the 2500 ppm group; therefore, this

transient decrease was not attributed to the test article.

6.1.3.2. GESTATION
Summary Data: Tables 17, 18
Individual Data: Tables 137, 138

No test article-related effects on maternal body weights or body weight gains were
observed in the test article-exposed groups during the Fo gestation period. Differences

from the control group were slight and were not statistically significant.
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6.1.3.3. LACTATION

Summary Data: Tables 19, 20

Individual Data: Tables 139, 140

No test article-related effects on Fo lactation body weights or body weight gains were
observed in the test article-exposed groups. The only statistically significant (p<0.01)
differences from the control group were a mean body weight loss of 33 grams in the
500 ppm group compared to a loss of 53 grams in the control group during lactation days
21-28, resulting in a statistically significant (p<0.05 or p<0.01) increase in mean body
weight on lactation day 28 and in mean body weight gain during the entire lactation
period (days 1-28). Since the control group lost more weight than the 500 ppm group,

this difference was not considered to be an adverse change.

6.1.4. FOOD CONSUMPTION AND EFFICIENCY

6.1.4.1. WEEKLY
Summary Data: Tables 21, 22, 23, 24, 25, 26
Individual Data: Tables 141, 142, 143, 144, 145, 146

Food consumption, evaluated as g/animal/day and g/kg/day, and food efficiency in the
500, 1000 and 2500 ppm groups were unaffected by exposure to the test article during the
pre-mating period and one week following weaning (females) and throughout the study
(males). Occasional statistically significant (p<0.05 or p<0.01) reductions in food
consumption (primarily g/kg/day) were observed in the 2500 ppm group males compared
to the control group values during study days 14-21 through 112-119. Food consumption
(g/animal/day) in these males was generally not affected during these intervals. Mean
body weights and food efficiency in the 2500 ppm group males and females were similar
to or greater than the control values. Therefore, these sporadic reductions were not
attributed to exposure to the test article. The only other statistically significant
differences (p<0.05 or p<0.01) from the control group were a decrease in food

consumption (g/animal/day) in the 2500 ppm group males during study days 28-35, an
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increase in food consumption (g/kg/day) during day 0-1 in the 1000 ppm group males and
a decrease in food efficiency in the 1000 ppm group males during study days 1-4. Similar
differences were not observed in the 2500 ppm group males during this interval;

therefore, no relationship to exposure was evident.

6.1.4.2. GESTATION
Summary Data: Tables 27, 28, 29
Individual Data: Tables 147, 148, 149

Fo maternal food consumption and food efficiency during gestation were unaffected by
test article exposure in the 500, 1000 and 2500 ppm groups. The only statistically
significant difference from the control group was a slight reduction in food consumption
(g/kg/day) in the 2500 ppm group when the entire gestation period (days 0-20) was
evaluated. Food efficiency and gestation body weight gain in this group was unaffected

during this interval. Therefore, the reduction was not attributed to test article exposure.

6.1.4.3. LACTATION
Summary Data: Tables 30, 31, 32
Individual Data: Tables 150, 151, 152

Fo maternal food consumption and food efficiency in the test article-exposed groups were
similar to the control group values throughout lactation. The only statistically significant
(p<0.01) differences were a smaller decrement in food efficiency in the 500 ppm group
during lactation days 21-28 than the control group and an increase in food efficiency in
this group during the entire lactation period (days 1-28). Because similar effects were not
observed at higher exposure levels, these differences were not considered test article-

related.
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6.1.5. GESTATION LENGTH AND PARTURITION

Summary Data: Table 33
Individual Data: Table 153
Historical Control Data: Appendix E

Mean Fy gestation lengths in the test article-exposed groups were unaffected by exposure
to the test article. Differences from the control group value were slight and were not
statistically significant. The mean gestation lengths in the 500, 1000 and 2500 ppm
groups were 21.9, 21.9 and 21.8 days, respectively, compared to a mean gestation length

of 22.0 days in the control group.

Female no. 74805 in the 500 ppm group was euthanized in extremis due to apparent
difficulty during parturition. The cause of moribundity for this animal was determined to
be renal and liver necrosis with multiple organ failure. Because dystocia was not
observed in females in the 1000 and 2500 ppm groups, the difficulty during delivery was
not attributed to the test article.

6.1.6. Fo SPERMATOGENIC ENDPOINT EVALUATIONS
Summary Data: Tables 34, 35, 36, 37, 38
Individual Data: Tables 154, 155, 156, 157, 158

Historical Control Data: Appendix E

No test article-related effects were observed on Fo spermatogenesis endpoints (mean
testicular and epididymal sperm numbers, sperm production rate, motility, progressive
motility and morphology) in males at any exposure level. Differences from the control
group were slight and were not statistically significant. A slight reduction in the
percentage of morphologically normal sperm in the 2500 ppm group (95.9%) compared
to the control group value (97.9%) was attributed to a single male (no. 74628) with an
abnormally low percentage of morphologically normal sperm (0.5%). The values for the

remaining males in this group were comparable to those in the control group. Therefore,
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the reduction in morphologically normal sperm in the single male in the 2500 ppm group

was attributed to biological variation.

6.1.7. Fo NECROPSY EXAMINATIONS

6.1.7.1. MACROSCOPIC EXAMINATION
Summary Data: Tables 39, 40, 41, 42
Individual Data: Tables 159, 160, 161, 162

Female no. 74805 in the 500 ppm group was euthanized on lactation day 0 due to
difficulties during parturition. This female delivered 12 pups and had four fetuses with
no apparent malformations retained in utero. This animal had dark red contents in the
ileum and jejunum and a pale pituitary gland. Similar findings were not observed in
females at the scheduled necropsy in the higher exposure groups. Therefore, these

findings were not attributed to the test article.

At the scheduled necropsy, no exposure-related trends were observed in the macroscopic
findings noted in the test article-exposed groups. Findings were observed similarly in
control group animals, were noted infrequently and/or did not occur in an
exposure-related manner. The mean number of implantation sites and the mean number
of unaccounted sites in the Fo test article-exposed females were similar to the control

group values; no statistically significant differences were observed.

6.1.7.2. ORGAN WEIGHTS
Summary Data: Tables 43, 44, 45, 46
Individual Data: Tables 163, 164, 165, 166

No test article-related effects on organ weights were observed in the 500, 1000 and
2500 ppm group males or females. The only statistically significant (p<0.05 or p<0.01)
differences from the control group were increases in mean absolute prostate weights in
the 1000 ppm group males and mean relative prostate weights in the 500 and 1000 ppm

group males and a decrease in mean absolute pituitary weight in the 500 ppm group
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females, these changes were not attributed to the test article.

6.1.7.3. MICROSCOPIC EXAMINATION
Summary Data: Tables 47, 48, 49
Individual Data: Tables 159, 160, 161

Female no. 74805 was euthanized in extremis during parturition. Microscopic findings
for this female included severe acute renal tubular necrosis, moderate acute hepatic
necrosis, lymphoid depletion of the spleen and lymphoid necrosis of the thymus. The
cause of the moribund condition of this female was renal and liver necrosis with multiple

organ failure.

At the scheduled necropsy, no test article-related microscopic findings were observed
including for animals that failed to breed or produce a litter. The only statistically
significant (p<0.05) differences from the control group values were an increase in the
incidence of hydronephrosis in the 500 ppm group females and a decrease in the
incidence of dilatation of the uterine lumen in the 2500 ppm group females. A slightly
increased incidence (not statistically significant) of basophilic tubules was observed in the
kidneys of the 2500 ppm group males; however, the severity of this lesion was minimal,
and a similar increase was not observed in the 2500 ppm group females. Therefore, this
common, spontaneous alteration was not considered to be test article-related. Other

microscopic findings were typical of spontaneous conditions in young rats.

6.1.8. F; LITTER DATA

6.1.8.1. PND 0 LITTER DATA AND POSTNATAL SURVIVAL
Summary Data: Tables 50, 51
Individual Data: Tables 167, 168

Historical Control Data: Appendix E

The mean numbers of Fi pups born, live litter sizes and percentages of males per litter

were similar among all groups; no statistically significant differences were noted.
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Postnatal survival on PND 0 (relative to the number born) and during PND 0-1, 1-4, 4-7,
7-14, 14-21, 21-28, birth to PND 4 and PND 4-28 were unaffected by test article
exposure. Statistically significant (p<<0.05 or p<0.01) decreases in postnatal survival were
observed in the test article-exposed groups relative to the control group values. These
reductions occurred in the 500 ppm group during PND 0-1, 4-7 and 4-28 and in the
1000 ppm group during PND 0-1. Reductions (not statistically significant) were observed
in the 2500 ppm group during PND 0-1, birth to PND 4 and PND 4-28. Because no
exposure concentration-dependent response was observed, these decreases in postnatal

survival were not considered test article-related.

6.1.8.2. GENERAL PHYSICAL CONDITION AND MORTALITIES
Summary Data: Tables 52, 53
Individual Data: Table 169

The numbers of pups (litters) available for clinical signs were 299 (22), 390 (29),
390 (27) and 388 (27) in the control, 500, 1000 and 2500 ppm groups, respectively. The
numbers of pups found dead during the lactation period were 13, 22, 21 and 30 in the
control, 500, 1000 and 2500 ppm groups, respectively. In the same respective exposure
groups, 3, 19, 9 and 11 pups were missing and presumed cannibalized. The incidence of
dead/missing pups was slightly higher in the 2500 ppm group, although this was not
considered exposure-related. In general, larger-sized litters tend to have increased
postnatal deaths due to competition with littermates for access to maternal resources
(nursing, thermoregulation, grooming, etc.). The dams in the 2500 ppm group had
approximately one additional pup/litter compared to the control group. The pups from
female no. 74805 (500 ppm group) were euthanized on PND 0 due to the euthanasia of
the dam. The general physical condition of the Fi pups during lactation was generally

similar in all groups, including the control group.
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6.1.8.3. OFFSPRING BODY WEIGHTS

Summary Data: Tables 54, 55, 56, 57

Individual Data: Tables 170, 171

Historical Control Data: Appendix E

6.1.8.3.1. PRE-WEANING

No exposure-related effects on mean pup body weights or body weight gains were

observed during the pre-weaning period (PND 1-28). Numerous statistically significant
(p<0.05 or p<0.01) decreases in mean pup body weights and/or pup body weight gains
were observed in the 500 and 1000 ppm group Fi males and females, primarily during
PND 4-28. Mean pup body weights in the test article-exposed groups were similar to the
control group value on PND 1. Mean pup body weights in the 2500 ppm group were also
reduced (not statistically significant) between PND 14 and 28 (6.4%-8.1% for the males
and 4.9%-7.7% or the females). Mean pup body weight gains in the 2500 ppm group
were similar to those in the control group during PND 1-4, 4-7 and 7-14. Mean pup body
weight gains in this group were slightly reduced during PND 14-21 and 21-28
(statistically significant at p<0.05 during PND 14-21, males only). These reductions in
mean body weights and mean body weight gains followed neither a
concentration-dependent nor a time-course response. The earliest, most severe reductions
were observed in the 500 ppm group and began on PND 4, which was prior to the
re-initiation of maternal exposure and continued throughout the pre-weaning periods.
The onset of reductions in mean body weight in the 1000 ppm group occurred, at a lesser
extent, on PND 14; statistical significance in this group was not observed after PND 21.
There were no reductions in mean body weight observed during the pre-weaning period in
the 2500 ppm group; only slight reductions (statistically significant only in males at one
time point) in mean body weight gains were observed during the last half of the
pre-weaning period. Because of the lack of an exposure-related effect, none of the

decreases were attributed to the test article.
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6.1.8.3.2. POST-WEANING

No exposure-related effects on mean pup body weights or body weight gains were

observed during the post-weaning period (PND 28-32 and 32-35). Statistically
significant (p<0.05 or p<0.01) decreases in mean pup body weights and/or pup body
weight gains were observed in the 500 and 1000 ppm group Fi males and females during
this period. The reductions did not occur in a concentration-dependent manner; therefore,
the decreases were not attributed to the test article. Mean pup body weights and body
weight gains in the 2500 ppm group were similar to those in the control group. No

statistically significant differences were noted.

6.1.8.4. NECROPSIES OF PUPS FOUND DEAD

Summary Data: Table 58
Individual Data: Table 172

There were no test article-related internal findings noted at the necropsies of pups that
were found dead. Pup no. 74782-14 in the 500 ppm group had dark red discoloration of
the brain. Pup no. 74782-08 in the same group had lungs that were not fully collapsed
(PND 29). In the 2500 ppm group, pup no. 74803-14 had a mechanical injury (fractured
right parietal bone with associated hemorrhage). Aside from the presence or absence of

milk in the stomach, no other internal findings were noted in pups that died.

6.1.8.5. NECROPSIES OF WEANLINGS NOT SELECTED FOR ORGAN
WEIGHTS (PND 28. 34. 36 AND 37)

Summary Data: Table 59
Individual Data: Table 173

No test article-related internal findings were observed in the weanlings necropsied on
PND 28, 34, 36 or 37, or in the pups euthanized due to the death of the dam. Pup
no. 74785-10 in the 500 ppm group had a raised, white area on the median lobe of the
liver. Pup nos. 74739-03 and 74849-12 in the 1000 ppm group had a dilated renal pelvis
(unilateral). In the 2500 ppm group, pup no. 74813-14 had a cystic oviduct. Pup
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no. 74862-12 in the same group had a mechanical injury (the frontal and parietal bones

were fractured). No other internal findings were observed.

6.1.8.6. NECROPSIES OF WEANLINGS SELECTED FOR ORGAN WEIGHTS -
PND 28

6.1.8.6.1. MACROSCOPIC EXAMINATION

Summary Data: Table 60
Individual Data: Table 174

No internal findings were observed at the necropsy of pups selected for organ weights.

6.1.8.6.2. ORGAN WEIGHTS
Summary Data: Tables 61, 62
Individual Data: Tables 175, 176

No test article-related changes in mean organ weights (absolute or relative to final body
weight) were observed in Fi pups in the 500, 1000 or 2500 ppm groups. The only
statistically significant (p<0.05) differences from the control group were decreases in the
mean absolute thymus weight in the 500 ppm group males and the mean absolute brain
weight in the 500 ppm group females. Mean body weights on PND 28 was reduced in the
500 ppm group males and females. In addition, similar decreases were not observed in
the 1000 or 2500 ppm groups nor in the relative organ weights in the 500 ppm group

animals; therefore, these reductions were not attributed to the test article.

6.1.9. F; DEVELOPMENTAL LLANDMARKS

6.1.9.1. BALANOPREPUTIAL SEPARATION

Summary Data: Tables 63, 64
Individual Data: Tables 177, 178
Historical Control Data: Appendix E

There were no test article-related differences in the mean day of acquisition of

balanopreputial separation or mean body weight on the day of acquisition. The only
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statistically significant difference (p<0.05) from the control group was a reduced mean
body weight on the day of balanopreputial separation in the 500 ppm group. However,
because similar decreases were not observed in the 1000 and 2500 ppm groups, the

decrease was not attributed to the test article.

6.1.9.2. VAGINAL PATENCY
Summary Data: Tables 65, 66
Individual Data: Tables 179, 180

Historical Control Data: Appendix E

There were no test article-related differences in the mean day of acquisition of vaginal
patency or mean body weight on the day of acquisition. The only statistically significant
difference (p<0.05) from the control group was a delay in the day of acquisition of
vaginal patency in the 500 ppm group. Similar effects were not observed in the 1000 and

2500 ppm groups; therefore, the delay was not attributed to the test article.

6.2. F1 GENERATION

6.2.1. CLINICAL OBSERVATIONS AND SURVIVAL
Summary Data: Tables 67, 68, 69, 70, 71, 72, 73, 74
Individual Data: Tables 181, 182, 183, 184, 185, 186, 187

All F; adults survived to the scheduled necropsy. There were no test article-related
clinical observations at the detailed physical examinations or one hour following
exposure. The response to novel stimulus in the test article-exposed groups was similar

to that in the control group.
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6.2.2. REPRODUCTIVE PERFORMANCE

Summary Data: Tables 75, 76

Individual Data: Tables 188, 189

Historical Control Data: Appendix E

Reproductive performance was unaffected by test article exposure at concentrations of

500, 1000 and 2500 ppm.

F1 male and female fertility indices were 73.3%, 83.3%, 76.7% and 80.0% in the control,
500, 1000 and 2500 ppm groups, respectively. Male and female mating indices in the
same respective groups were 96.7%, 93.3%, 90.0% and 83.3%. None of the differences
from the control group were statistically significant. Males that did not sire a litter
numbered 8, 5, 7 and 6 in the control, 500, 1000 and 2500 ppm groups, respectively.
Females that had evidence of mating but did not deliver numbered 7, 3, 4 and 1 in the

same respective groups.

The mean numbers of days between pairing and coitus in the test article-exposed groups
were similar to the control group value. The mean lengths of estrous cycles in these
groups were similar to that in the control group. None of the differences were statistically

significant.

6.2.3. BODY WEIGHTS

6.2.3.1. WEEKLY

Summary Data: Tables 77, 78, 79, 80, 81, 82
Individual Data: Tables 190, 191, 192, 193

No test article-related trends in F; mean body weights, body weight gains or cumulative
body weight gains were observed in the test article-exposed groups. Numerous
statistically significant (p<0.05 or p<0.01) differences (primarily decreases) in mean body
weights and body weight gains were observed in males and females in the test
article-exposed groups. The majority of the differences were observed in the 500 and

1000 ppm group males. Mean body weights in these males were 10.3% and 9.7%,
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respectively, lower than the control group value at the end of the pre-mating period (study
day 204). These decrements appeared to be a continuation of the decreases in mean body
weight gain observed in the 500 and 1000 ppm groups during the pre-weaning and early
post-weaning periods (refer to Section 6.1.8.3). The effects were most pronounced at the
low-exposure level, less pronounced at the mid-exposure level and not expressed at the
high-exposure level. Because the changes were not concentration-dependent, they were

not attributed to exposure to the test article.

6.2.3.2. GESTATION
Summary Data: Tables 83, 84
Individual Data: Tables 194, 195

No test article-related differences in mean maternal body weights or body weight gains
were observed in the Fi females during gestation. Differences from the control group

values were slight, and none were statistically significant.

6.2.3.3. LACTATION
Summary Data: Tables 85, 86
Individual Data: Tables 196, 197

No test article-related differences in mean maternal body weights or body weight gains
were observed in the F; females during lactation. Differences from the control group

values were slight, and none were statistically significant.

6.2.4. FOOD CONSUMPTION

6.2.4.1. WEEKLY
Summary Data: Tables 87, 88, 89, 90, 91, 92
Individual Data: Tables 198, 199, 200, 201, 202, 203

No test article-related trends in F; food consumption (g/animal/day and g/kg/day) or food
efficiency were observed in the test article-exposed groups. Occasional statistically

significant (p<0.05 or p<0.01) differences from the control group were noted, but no test
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article-related trends were apparent. Statistically significant (p<0.05 or p<0.01) decreases
in food consumption evaluated as g/animal/day were observed in the 500 and 1000 ppm
group males. Because the changes observed in the test article-exposed groups were not
concentration-dependent, there were no exposure-related changes in food efficiency and
food consumption in the males, evaluated as g/kg/day, was generally similar to that in the
control group, the decreases were not attributed to test article exposure. These reductions
in food consumption (g/animal/day) were attributed to the smaller size of the males in
these groups. In the 2500 ppm group males and females, food consumption
(g/animal/day and/or g/kg/day) was occasionally reduced (statistically significant at
p<0.05 or p<0.01) compared to the control group values. Specifically, food consumption
(g/kg/day) in the 2500 ppm group females was generally reduced throughout the
pre-mating period and also during the post-mating period (study days 260-266). The
differences from the control group were often statistically significant (p<0.05 or p<0.01).
However, food efficiency in the 2500 ppm group males and females was similar to that in
the control group and no trends were apparent that would be consistent with a test

article-related effect.

6.2.4.2. GESTATION
Summary Data: Tables 93, 94, 95
Individual Data: Tables 204, 205, 206

F1 maternal food consumption and food efficiency during gestation in the test article
exposure groups was unaffected by test article exposure. The only statistically significant
(p<0.05 or p<0.01) differences from the control group were reductions in food
consumption (evaluated as g/kg/day) in the 2500 ppm group during gestation days 0-4
and 11-14. Because similar decreases were not observed in the g/animal/day values, they

were not attributed to exposure.
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6.2.4.3. LACTATION

Summary Data: Tables 96, 97, 98

Individual Data: Tables 207, 208, 209

F1 maternal food consumption and food efficiency in the test article exposure groups were
unaffected by test article exposure during lactation. The only statistically significant
(p<0.05 or p<0.01) differences from the control group were reductions in food
consumption (evaluated as g/animal/day and/or g/kg/day) in the 500, 1000 and 2500 ppm
groups during lactation days 14-21. Because of the absence of a concentration-dependent

response, these decreases were not attributed to test article exposure.

6.2.5. GESTATION LENGTH AND PARTURITION

Summary Data: Table 99
Individual Data: Table 210
Historical Control Data: Appendix E

The mean lengths of gestation were comparable between the F; test article-exposed
groups and the control group. The differences were not statistically significant. The
mean gestation lengths in the 500, 1000 and 2500 ppm groups were 22.0, 21.9 and
21.8 days, respectively, compared to a mean gestation length of 22.0 days in the control

group. No signs of dystocia were noted.

6.2.6. F; SPERMATOGENIC ENDPOINT EVALUATIONS
Summary Data: Tables 100, 101, 102, 103, 104
Individual Data: Tables 211,212, 213, 214, 215

Historical Control Data: Appendix E

No test article-related effects on F; spermatogenic endpoints (mean testicular and
epididymal sperm numbers, sperm production rate, sperm motility, progressive motility
and the percentage of morphologically normal sperm) were observed at any exposure
level. Differences from the control group were slight and were not statistically

significant.
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6.2.7. F1 NECROPSY EXAMINATIONS

6.2.7.1. MACROSCOPIC EXAMINATION
Summary Data: Tables 105, 106, 107
Individual Data: Tables 216,217,218

No test article-related internal findings were observed at the scheduled necropsy of Fi
adult males and females. Findings observed were noted similarly in the control group,
did not occur in an exposure concentration-related manner and/or were common to
laboratory rats. The mean numbers of implantation sites and the numbers of unaccounted

sites in the test article-exposed groups were similar to the control group values.

6.2.7.2. ORGAN WEIGHTS
Summary Data: Tables 108, 109, 110, 111
Individual Data: Tables 220, 221, 222, 223

No test article-related changes in mean organ weights (absolute or relative to final body
weight) were observed. The only statistically significant (p<0.05 or p<0.1) differences
from the control group values were reductions in mean absolute liver weight in the
500 ppm group males and mean absolute pituitary weight in the 500 and 1000 ppm group
females, and increases in the mean relative (to final body weight) thymus and brain
weights in the 500 ppm group males. Mean final body weights in these groups were
reduced compared to the control group values, resulting in reduced absolute weights for
the liver and pituitary. Because the brain is unaffected by reductions in body weight,
increased mean relative brain weights would be expected. Similar changes were not
observed in the 2500 ppm group males and females. Therefore, these changes were not

attributed to the test article.
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6.2.7.3. MICROSCOPIC EXAMINATION

Summary Data: Tables 112, 113, 114

Individual Data: Tables 216,217, 219

There were no test article-related histopathologic alterations observed in Fi animals at
exposure levels of 500, 1000 and 2500 ppm, including for animals that failed to breed or
produce a litter. Findings in the test article-exposed groups occurred similarly in the
control group and were considered spontaneous or incidental in nature. The only
statistically significant (p<0.05) difference from the control group was a decrease in the
number of males in the 2500 ppm group with subacute inflammation in the kidneys. A
decrease in the number of animals with microscopic lesions is not considered adverse.
Therefore, these differences were not considered test article-related. @ No test
article-related effects on primordial follicle counts or corpora lutea counts were observed

in the 2500 ppm group females.

6.2.8. F, LITTER DATA

6.2.8.1. PND 0 LITTER DATA AND POSTNATAL SURVIVAL
Summary Data: Tables 115, 116
Individual Data: Tables 224, 225

Historical Control Data: Appendix E

Postnatal survival, the mean number of pups born, the percentage of males at birth and
live litter size on PND 0 in the 500, 1000 and 2500 ppm groups were unaffected by
exposure to the test article. Differences from the control group were slight and were not

statistically significant.

6.2.8.2. GENERAL PHYSICAL CONDITION AND MORTALITIES

Summary Data: Table 117
Individual Data: Table 226

The numbers of pups (litters) litters available for clinical signs were 286 (22), 348 (25),
316 (23) and 334 (24) for the control, 500, 1000 and 2500 ppm groups, respectively. The
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numbers of pups found dead over the entire lactation period numbered 6, 11, 10 and 10 in
the control, 500, 1000 and 2500 ppm groups, respectively. In the same respective
exposure groups, 1, 4, 4 and 1 pups were missing and presumed cannibalized. The
general condition of the pups in the test article exposure groups was similar to that in the
control group; findings were noted infrequently and/or did not occur in an exposure

concentration-related manner.

6.2.8.3. OFFSPRING BODY WEIGHTS
Summary Data: Tables 118, 119
Individual Data: Tables 227, 228

Historical Control Data: Appendix E

No test article-related effects were observed on mean F> pup body weights or body weight
gains. The F» control group litters were slightly smaller by approximately one pup than
the 500 (PND 1 only), 1000 and 2500 ppm group litters (PND 1 and 4); however, the
statistical analyses on mean body weight and body weight gains were performed using the
litter size as the covariant. The F» control group pups generally weighed more than the F;
control group pups in this study and the pups in the WIL historical control data for

inhalation studies.
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Comparison of the F> Pup Weights (Grams) to the F; Control Group and
the WIL Historical Control Data for Inhalation Studies
and % Difference from Fi/% Difference from Historical Control (HC)

F1 Control WIL Historical F2 Control F2 500 ppm F2 1000 ppm F2 2500 ppm
Postnatal Day Group Control Group Group Group Group
% Difference M F M F M F M F M F M F
1 6.9 6.5 7.0 6.5 7.3 6.9 6.8a 6.3a 6.8a 6.4a 7.1 6.6
% from Fi NA NA NA NA +6 +6 -1 -3 -1 -2 +3 +2
% from HC NA NA NA NA +4 +6 -3 -3 -3 2 +1 +2
4 9.4 9.0 9.6 9.1 104 9.8 9.2b 8.6b 9.6 9.1 10.3 9.6
% from F; NA NA NA NA +11 +9 -2 -4 +2 +1 +10 +7
% from HC NA NA NA NA +8 +8 -4 -5 0 0 +7 +5
7 129 125 13.8 13.0 14.6 139 | 12.1b 11.8b | 133 12.6a | 144 13.6
% from Fi NA NA NA NA +13 +11 -6 -6 +3 +1 +12 +9
% from HC NA NA NA NA +6 +7 -12 -9 -4 -3 +4 +5
14 240 233 26.1 249 27.3 26.2 | 242b 23.6a | 252 24.0 26.0 24.6
% from F; NA NA NA NA +14 +12 +1 +1 +5 +3 +8 +6
% from HC NA NA NA NA +5 +5 -7 -5 -3 -4 0 -1
21 38.5 369 41.7 40.0 439 419 | 36.8b 35.8b | 37.5b 35.8b | 39.2a 37.2a
% from Fi NA NA NA NA +14 +14 -4 -3 -3 -3 +2 +1
% from HC NA NA NA NA +5 +5 -12 -11 -10 -1 -6 -7
a = Significantly different from F2 control group at 0.05 using Student’s T-test
b = Significantly different from F control group at 0.01 using Student’s T-test
NA = Not Applicable

The slightly increased litter sizes (0.8-1.1 pups/dam) in the 1000 and 2500 ppm groups

correlated with concomitant reductions in F» mean pup body weights (7% and 3%,

respectively, in the males; 7% and 4%, respectively, in the females) on PND 1. Mean pup

F> body weights in the 500 ppm group males and females were 7% and 9%, respectively,

lower than the concurrent control group values on PND 1. The differences in the 500 and
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1000 ppm groups were statistically significant (p<0.05) compared to the control group
values. However, the F» mean male and female pup weights in the concurrent control
group on PND 1 were 4%-6% greater than the mean male and female pup weights in the
inhalation studies in the WIL historical control data and 6% greater than the concurrent
control group pups in the F1 generation in this study. Mean body weight gain in the 1000
and 2500 ppm group males and females were similar to the control group values during
PND 1-4. Mean body weight gains in the 500 ppm group males and females were
decreased (statistically significant at p<0.05) compared to the control group values during
PND 1-4. On PND 4, mean male pup body weights were 12%, 8% and 1% lower than
the concurrent control group value in the 500, 1000 and 2500 ppm groups, respectively;
mean female pup weights were 12%, 7% and 2% lower in the same respective groups.
The differences in both genders were statistically significant (p<0.01) only in the
500 ppm group. However, the concurrent F> control group male and female mean body
weights were 8% greater than those in the WIL historical control data for inhalation
studies and 11% and 9% greater than the mean F; male and female pup weights,
respectively, on PND 4. Due to the lack of effects in the 1000 and 2500 ppm groups, the
apparent influence of litter size on mean pup weights and the difference of the concurrent
control group values compared to the historical control data for inhalation studies, the
differences in mean body weights and body weight gains in the F2 pups during PND 1-4

were not attributed to test article exposure.

Following standardization of litters (to eight pups/dam) on PND 4, mean male and female
pup weights in the 500 ppm group were 17% and 15%, respectively, lower than the
concurrent control group values (statistically significant at p<0.01) on PND 7. Mean
male and female pup weights in the 1000 ppm group were 9% lower than the concurrent
control group values; the difference was statistically significant (p<0.05) only for the
females. Mean pup body weights in the 2500 ppm group were unaffected by Fi maternal
exposure on PND 7. Mean body weights gains in the 500 and 1000 ppm groups were

reduced during PND 4-7. The differences from the control group were statistically
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significant (p<0.01) only for the 500 ppm group males and females. Mean body weight
gains in the 2500 ppm group males and females was slightly (not statistically significant)
less than those in the concurrent control group, but consistent with the calculated gain in
the WIL historical control data for inhalation studies. The mean body weight gains in the
1000 and 2500 ppm groups were comparable to those in the F; control group. Due to the
lack of effect at the highest exposure concentration and the difference of the concurrent
control group values from the historical control values, these differences in F» postnatal

body weights and body weight gains were not considered exposure-related.

On PND 14, mean male and female pup body weights in the 500 ppm group were 11%
and 10%, respectively, lower than the concurrent control group values; the differences
were statistically significant (p<0.05 or p<0.01). The mean body weights for the 1000
and 2500 ppm group males and females were similar to the historical control values for
inhalation studies, but were lower (5%-8%) than the concurrent control group values (not
statistically significant). In addition, the PND 14 mean body weights for the 500, 1000
and 2500 ppm group males and females were comparable to or greater than the values for
the Fi control group pups. Mean body weight gains in the 500, 1000 and 2500 ppm group
males and females were slightly reduced (not statistically significant) compared to the
concurrent control group values during PND 7-14. The concurrent control group values
during this interval were 3% higher than the calculated mean gain in the WIL historical
control data for inhalation studies. In addition, mean F> body weight gains in all groups
during PND 7-14 were equal to or higher than the gain in the F; control group pups at this
same interval. Due to the lack of effect in the 1000 and 2500 ppm groups and the
difference of the concurrent F» control group values compared to the Fi control group
values, the differences in mean body weights on PND 14 was not considered

exposure-related.

On PND 21, mean male and female pups body weights in the 500, 1000 and 2500 ppm
groups were reduced (statistically significant at p<0.05 or p<0.01) compared to the

concurrent control group values. However, the F2 control group values on this day were
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14% higher than the F; pups on PND 21 and 5% higher than the mean body weight on
PND 21 in the WIL historical control data for inhalation studies. The 2500 ppm group
values were higher than the Fi control group values, while the 500 and 1000 ppm group
values were lower than the F; control group and the inhalation historical control group
values. Mean body weight gains in the 500, 1000 and 2500 ppm group males and
females were also reduced (statistically significant at p<0.01) compared to the concurrent
control group value. Mean body weight gains in these groups were also reduced
compared to the F; control group value and the calculated value in the WIL historical
control data. However, the most severe reductions occurred in the 1000 ppm group males
and females and the least severe reductions were observed in the 2500 ppm group males
and females. Therefore, these reductions were not considered exposure-related due to the

lack of an exposure-response relationship.

6.2.8.4. NECROPSIES OF PUPS FOUND DEAD
Summary Data: Table 120
Individual Data: Table 229

No test article-related internal findings were observed in F» pups that were found dead.
Pup no. 1 from the litter of dam no. 74789-09 in the control group had a mechanical
injury consisting of fractured pubis, ischium and ilium bones and all sacral vertebrae.
Pup no. 1 from the litter of dam no. 74748-11 in the 1000 ppm group had dark red
discoloration of all lobes of the lungs. Aside from the presence or absence of milk in the

stomach, no other internal findings were observed.
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6.2.8.5. NECROPSIES OF WEANLINGS NOT SELECTED FOR ORGAN
WEIGHTS - PND 21

Summary Data: Table 121
Individual Data: Table 230

No test article-related internal findings were observed in the F» weanlings not selected for
organ weights. Two pups each in the 500 and 1000 ppm groups had a dilated renal pelvis

(unilateral). No other internal findings were observed.

6.2.8.6. NECROPSIES OF WEANLINGS SELECTED FOR ORGAN WEIGHTS -
PND 21

6.2.8.6.1. MACROSCOPIC EXAMINATION
Summary Data: Table 122
Individual Data: Table 231

No test article-related internal findings were observed in the F> weanlings selected for
organ weights. One pup in the 2500 ppm group had a dilated renal pelvis (unilateral). No

other internal findings were observed.

6.2.8.6.2. ORGAN WEIGHTS
Summary Data: Tables 123, 124
Individual Data: Tables 232, 233

No test article-related effects on mean F» pup organ weights (absolute and relative to final
body weight) were observed. Occasional statistically significant (p<0.05 or p<0.01)
differences from the control group were noted in the 500, 1000 and 2500 ppm groups, but

no exposure-related trends were evident.
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7. CONCLUSIONS

Exposure levels were selected based upon a reduction in response to external stimuli
(during exposure) observed in a previous 90-day neurotoxicity study1 and a
non-statistically significant reduction in body weights and body weight changes during
postnatal days 4-7 and 7-14 in pups from dams exposed to 2500 ppm isobutanol in a
probe studyz. Neither of these effects was observed in this definitive two-generation

reproductive toxicity study.

Fo and Fi parental survival were unaffected by test article exposure in all exposure
groups. No test article-related effects were observed on Fo and Fi reproductive
performance (estrous cycles, mating and fertility indices, the mean number of days
between pairing and coitus and the mean length of gestation), body weights, food
consumption and food efficiency in the 500, 1000 and 2500 ppm group males or females.
Spermatogenic endpoints (mean testicular and epididymal sperm numbers, sperm
production rate, motility, progressive motility and the percentage of morphologically
normal sperm) in the Fo and F; test article-exposed groups were unaffected by test article
exposure. There were no test article-related macroscopic findings or changes in mean
organ weights in the Fo or F1 males and females in the 500, 1000 and 2500 ppm groups.
Microscopic evaluation of the Fo and F; males and females revealed no test article-related
histopathologic lesions, including for animals that failed to breed or produce a litter. No
test article-related effects on primordial follicle counts and corpora lutea counts were
observed in the F; 2500 ppm group females. F; and F» pup survival and the general
physical condition of the pups were unaffected by exposure to the test article. No test
article-related effects on mean pup body weights were observed in the 500, 1000 or
2500 ppm group Fi or F» pups. No test article-related macroscopic findings were
observed in Fi or F> pups that were found dead or euthanized at the scheduled necropsy.
There were no test article-related changes in mean organ weights for the F; or F> pups.

The mean day of acquisition of balanopreputial separation or vaginal patency and mean
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body weights on the day of acquisition in the F; test article-exposed pups were not

affected by the test article.

Based on the results of this study, an exposure level of 2500 ppm was considered to be
the NOAEL (no-observed-adverse-effect level) for parental systemic, reproductive and
neonatal toxicity of isobutanol when administered for two generations via whole-body

inhalation exposure to rats.
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Associate Director, Developmental and
Reproductive Toxicology

| i
John ¥ /Y arrington, ., Ph.D.,,D.A.CV.P. Date
Senior Pathologist

Report Approved and Submitted By:

VA D W, 4 0 T (thzl2063
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9. QUALITY ASSURANCE UNIT STATEMENT

9.1. PHASES INSPECTED

Date(s) of
Inspection(s)

9/4/01
10/29/01
11/13-14/01
12/5/01
1/10/02
1/21/02
2/4/02
2/14/02
3/13/02
4/29/02
5/3/02

5/28/02
6/11/02
7/15-17/02,
10/22/02
7/19/02, 10/22/02
8/20-21/02, 10/21-
22/02
8/21-22/02,
10/22/02
8/22-23/02,
10/24/02
8/23,26/02,
10/24/02
8/26-27/02,
10/24/02
8/28/02, 10/21-
22/02
8/28-29/02, 9/3-
4/02, 10/8-9,
28/02
9/4-5/02, 10/28/02
9/5-6,9,16/02,
10/3,17/02
9/9-10/02, 10/25/02
9/10-12,16/02,
10/7,28/02
9/12/02, 10/30/02
9/13/02, 10/24/02
9/13/02, 10/25/02
9/13/02, 10/28/02

Phase Inspected

Test Article Exposure

Animal Care/Equipment

Cohabitation/Confirmation of Breeding

Test Article Exposure

Necropsy including Spermatogenic Evaluation

Animal Care/Equipment

Balanopreputial Separation

Trimming of Tissues

Test Article Exposure

Animal Care/Equipment

Lactation Clinical Observations/Body and
Food Weights

Necropsy including Spermatogenic Evaluation

Trimming of Tissues

Study Records (Ex-3)
Study Records (Ex-5)

Study Records (Ex-6)
Study Records (Ex-7)
Study Records (Ex-8)
Study Records (Ex-9)
Study Records (Ex-10)
Study Records (Ex-11)
Study Records (I-19)
Study Records (Ex-12)

Study Records (I-2)
Study Records (Ex-13)

Study Records (I-10)

Study Records (Ex-14)
Study Records (Ex-17)
Study Records (Ex-16)
Study Records (Ex-15)
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Date(s)
Findings
Reported to
Study Director

9/4/01
10/29/01
11/14/01
12/5/01
1/10/02
1/21/02
2/4/02
2/14/02
3/14/02
4/30/02

5/3/02
5/29/02
6/11/02

10/23/02
10/23/02

10/22/02
10/22/02
10/25/02
10/25/02
10/25/02
10/22/02
10/29/02
10/28/02

10/21/02
10/28/02

10/29/02
10/31/02
10/25/02
10/28/02
10/29/02

Isobutanol

Date(s)
Findings
Reported to
Management

10/31/01
11/28/01
12/26/01
1/31/02
2/27/02
2/27/02
3/28/02
3/28/02
4/30/02
5/31/02

6/28/02
6/28/02
7/31/02

11/27/02
11/27/02

11/27/02
11/27/02
11/27/02
11/27/02
11/27/02
11/27/02
11/27/02
11/27/02

11/27/02
11/27/02

11/27/02
11/27/02
11/27/02
11/27/02
11/27/02
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Date(s) of
Inspection(s)

9/17-18/02,
10/9,17/02
9/18-19/02,
10/9,18/02
9/19/02, 10/9-
10,18/02
9/20,23/02,
10/8,28/02
9/20,23/02,
10/3,17/02
9/23-24/02,
10/8,17/02
9/24-26/02,
10/7,18,21/02
9/26-27/02,
10/7,17/02
9/27,30/02,
10/18,21/02
9/28/02, 10/1,5,8-
9,14-18,21-
23,25,27,29-
31/02, 11/2,4-
8,11/02, 12/2-
4/02
10/2,14,18/02
10/2-3,9,18/02
10/3/02
10/14-15,18/02
10/14-15,18/02
10/16-17,28/02
10/17-18/02
10/21-24,29/02,
11/11-12/02
10/24,29/02, 11/11-
12/02
10/25/02
10/25,28/02
10/28/02
10/28-29/02
10/29/03
10/29/02,
11/7,11/02
10/29/02,
11/7,11/02
10/30/02
10/30/02

Phase Inspected

Study Records (N-1)
Study Records (N-5)
Study Records (N-3)
Study Records (I-14)
Study Records (I-1)

Study Records (I-13)
Study Records (I-8)

Study Records (I-12)

Study Records (I-18)

Draft Report

Study Records (N-2)
Study Records (N-6)
Trimming of Tissues
Study Records (N-8)
Study Records (N-7)
Study Records (A-1,2)
Study Records (N-4)

Study Records (Ex-2)

Study Records (Ex-2A)
Study Records (I-3)
Study Records (I-6)
Study Records (1-9)
Study Records (I-7)
Study Records (I-11)

Study Records (Ex-4)
Study Records (Ex-1)

Study Records (I-17)
Study Records (I-16)
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Date(s)
Findings
Reported to
Study Director

10/22/02
10/22/02
10/22/02
10/29/02
10/21/02
10/21/02
10/22/02
10/21/02

10/22/02

12/4/02

10/21/02
10/22/02
10/4/02

10/22/02
10/21/02
10/29/02
10/22/02

11/12/02

11/12/02
10/25/02
10/28/02
10/28/02
10/29/02
10/30/02

11/11/02
11/11/02

10/31/02
10/31/02

Isobutanol

Date(s)
Findings
Reported to
Management

11/27/02
11/27/02
11/27/02
11/27/02
11/27/02
11/27/02
11/27/02
11/27/02

11/27/02

1/31/03

11/27/02
11/27/02
11/27/02
11/27/02
11/27/02
11/27/02
11/27/02

12/31/02

12/31/02
11/27/02
11/27/02
11/27/02
11/27/02
11/27/02

12/31/02
12/31/02

11/27/02
11/27/02
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Date(s) Date(s)
Findings Findings
Date(s) of Reported to Reported to

Inspection(s)

10/31/02, 11/27/02,

Phase Inspected

Study Director

Management

12/2/02 Study Records (P-1) 12/2/02 1/31/03
10/31/02,

11/1,27/02,

12/2/02 Study Records (P-2) 12/2/02 1/31/03
11/1,27/02, 12/2/02  Study Records (P-3) 12/2/02 1/31/03
11/5,15/02 Study Records (H-1) 11/18/02 12/31/02
11/5,15/02 Study Records (H-2) 11/18/02 12/31/02
11/5,15/02 Study Records (H-3) 11/18/02 12/31/02
11/21/02, 12/4-6/02  Draft Inhalation Report 12/6/02 1/31/03
11/22,25,27/02 Study Records (I-4) 11/27/02 12/31/02
11/25-27/02 Study Records (I-5) 11/27/02 12/31/02
11/27/02, 12/2/02 Study Records (I-15) 12/2/02 1/31/03
11/27/02, 12/2/02 Study Records (H-1 Supplemental) 12/2/02 1/31/03
5/14/03 Study Records (H-4) 5/15/03 6/30/03
5/30/03 Study Records (P-4) 5/30/03 6/30/03

This study was inspected in accordance with the U.S. EPA Good Laboratory Practice
Regulations (40 CFR Parts 160 and 792), the standard operating procedures of WIL
Research Laboratories, Inc., and the sponsor's protocol and protocol amendments with
the following exceptions. The data located in Appendix A (Test Article Characterization)
were the responsibility of the sponsor. Quality Assurance findings, derived from the
inspections during the conduct of the study and from the inspections of the raw data and
draft report, are documented and have been reported to the study director. A status report

is submitted to management monthly.

This report accurately reflects the data generated during the study. The methods and
procedures used in the study were those specified in the protocol, its amendments and the

standard operating procedures of WIL Research Laboratories, Inc.

The raw data, the retention sample(s), if applicable, and the final report will be stored in
the Archives at WIL Research Laboratories, Inc., or another location specified by the

Sponsor.
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9.2. APPROVAL

This study was inspected according to the criteria discussed in Section 9.1.

Report Audited By:
/RMZ/TZW i l /:3 2%
R. Kelvin Mefitzer, B.S. "Date

Auditor I, Quality Assurance

Margaret A. Franklin Unit Supervisor, Quality Assurance
Report Released By:
/JJ/& et AL Az NI
Heather L. Skelton, B.S. Date

Manager, Quality Assurance
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11. DEVIATIONS FROM THE PROTOCOL

This study was conducted in accordance with the protocol and protocol amendments,

except for the following.

* Section 4.1.2. Aerosol monitoring was not performed for the control- and
high-concentration chambers during the method development phase. Monitoring was
performed in a pilot study (WIL-186023") at similar exposure levels.

* Section 4.1.2. Due to malfunctioning or loose connection of the multi-position
sampling valve, less than 10 samples per chamber were available as follows:

Date Chamber
September 11 and 21, 2001 4
September 13, 2001 2,3, 4
October 31, November 6 and 27, 2001 4
February 15, 2002 1,2,3,4
March 10, 2002 4
March 25, 2002 3,4

* Section 4.1.2. On March 13, 2002, one of the rubber stoppers in the door of chamber
4 was ajar, allowing room air to be drawn into the chamber. Some negative pressure
was maintained; however, due to the air being drawn into the bottom of the chamber,
the air coming through the generation system stagnated at the top of the chamber
around the sample probe. Concentration values for chamber 4 for the second and
third sample rounds were in excess of 4000 ppm. The rubber stopper was replaced
and the target concentration for chamber 4 returned to approximately 2500 ppm with
no adjustments. Therefore, it was believed that the concentration within the chamber
was actually elevated to the excessive levels, and the second and third concentration
values were deleted.

e Section 4.1.3. The protocol and protocol amendments state the FMI pumps, pistons
and test material flow rates to be used for test atmosphere generation. When
compared to standard operating procedures, it was determined that the flow rates
indicated in the protocol were incorrect for the pumps and pistons used in this study.
The appropriate flow rates, pumps and pistons were documented in the system
description and are maintained in the raw data.

e Section 4.1.3. The detector temperature was set at 175°C during the method
development phase and remained at this temperature throughout the entire study. The
protocol required the detector temperature to be 250°C.
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Section 4.1.3. Due to an equipment change (a new gas chromatograph was installed)
on October 8, 2001, values for gas chromatograph settings stated in Protocol
Amendment I were revised accordingly. It became apparent on this date that a
malfunction was present in the gas chromatograph. Attempts to rectify the problem
did not correct the malfunction. The exposure was run with samples taken both by
the gas chromatograph and by taking Tedlar (manual) bag samples to be analyzed at a
later time. At the end of the exposure, a new gas chromatograph was installed. Prior
to the start of the exposure the next day (October 9, 2001), a single point calibration
curve was generated to allow the use of the gas chromatograph for the duration of
exposure that day. The second round of the prime calibration curve was generated
prior to exposure on the following day (October 10, 2001), with the final round being
generated following exposure that same day. Due to the large discrepancy in
performing back-calculations of this prime calibration curve, another prime
calibration curve was generated in triplicate on October 11, 2001. This new curve
was entered into the computer prior to the initiation of exposure on October 12, 2001.
The study director decided that the samples that were automatically collected by the
data collection system were questionable since the instrument was not operating
properly. These samples were not used in calculating the mean concentrations for
October 8, 2001. The samples that were collected in Tedlar bags were analyzed using
the new gas chromatograph calibration on October 9, 2001, and these values were
used in mean concentration calculations.

Section 4.1.3. On October 12, 2001, no negative pressure was recorded for the
low-concentration chamber for the majority of the exposure period.

Section 4.1.3. On November 4, 2001, the heat tape on the bead column for the 2500
ppm chamber malfunctioned. This was observed after a concentration of 1447 had
been measured. A new heat tape was installed, which vaporized the test material in
the bead column causing the concentration to rise to 3796 ppm. The following
sample was within the appropriate concentration range.

Section 4.1.3. During gestation, females were to be exposed daily until gestation 20,
and exposure was to be suspended during gestation days 21 through lactation day 4.
Female nos. 74816 (500 ppm group) and 74830 (1000 ppm group) had no evidence of
mating, but were determined to be pregnant based on rapid weight gain. Exposure
was suspended for these females, to avoid parturition occurring in the inhalation
chamber, beginning on December 5, 2001 until lactation day 5. Female no. 74816
delivered on December 7, 2001 and female no. 74830 delivered on December 9,
2001.

Section 4.1.3. F; males were to be exposed daily for a minimum of 70 days prior to
mating. Exposure was suspended on January 24, 2002 for male no. 74766-02 (1000
ppm group) due to poor health, as recommended by the veterinarian and approved by
the study director.
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Section 4.3. The protocol states that the F( animals were to be housed three per cage
by sex for 3-5 days upon receipt. Documentation that these animals were
triple-housed could not be located.

Section 4.3. On December 10, 2001, the litter from F, female no. 74784 (2500 ppm
group) was accidentally drowned on PND 2.

Section 4.5. Temperature and humidity in the animal room were not recorded on
December 23, 2001 or February 19, 2002.

Section 4.6. Body weights at the initiation of the in-life phase were to range from
200 g to 300 g for the males. Actual male body weights ranged from 236 g to 350 g
on study day 0. Animals were within the age range specified in the protocol

Section 5.1.1. The responses to novel stimulus during exposure were not recorded
for Fy female no. 74743 (1000 ppm group) on January 12, 2002, for F; female no.
74789-09 (control group) on January 16, 2002 or for F; female no. 74867-07 (control
group) on May 11, 2002.

Sections 5.1.2, 5.1.3 and 5.1.8. On May 29, 2002, it was discovered at necropsy that
the animal thought to be no. 74856-06 (eartag no. 83558) in the 500 ppm group was
actually animal no. 74816-05 (eartag no. 83550) in the same group. Animal no.
74856-06 (eartag no. 83558) was inadvertently sent to necropsy on May 28, 2002 as
animal no. 74816-05 (eartag no. 83550). It was noted that on May 22, 2002, the
animal no. 74816-05 lost 102 grams and that animal no. 74856-06 gained 88 grams.
In addition, the eartags for each animal were examined following necropsy and it was
discovered that eartag no. 83558 was not clearly stamped. Therefore, it was deduced
that between May 15 and 22, 2002, the animals were inadvertently misplaced into
each other’s caging. The body weight and food consumption data were deleted for
these animals for May 22, 2002. Body weight and food consumption for May 28,
2002 were edited to reflect the proper data for each animal. Necropsy data were also
edited accordingly.

Section 5.1.3. On September 10, 2001, food left in the feed jars was not weighed for
14 Fy males and all Fy females in the control group. Therefore, food consumption
data for study days 4-7 is incomplete (males) or not available (females) in the control

group.

Section 5.4.2. F, surplus pups with external abnormalities that were culled on PND 4
were to be sent to necropsy. Pup no. 74858-01 in the 1000 ppm group had a
filamentous tail and was not sent to necropsy.

Sections 5.4.3. and 5.4.4. F;, pup no. 74743-09 (1000 ppm group) had no
observations or body weight recorded on PND 4.
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* Section 5.6. Upon review of the F; sperm motility data, it was discovered that two
analyses were present for male no. 74864-06 (control group) and no analysis was
present for male no. 74845-01 (control group). It was not possible to determine
animal identity for the values. Therefore, neither was included in the report tables.

e Section 5.8.1. A section of the vastus medialis was collected for the skeletal muscle
instead of the rectus femoris.

* Section 5.8.3. Skin with hair loss was trimmed and examined by the pathologist for
male nos. 74619, 74720 (F,, 1000 and 2500 ppm groups, respectively) and 74772-02
(F1, control group) and female nos. 74844 and 74815 (Fy, control group).

* Section 5.8.3. Tissues from 11 Fy control group males, 11 Fy 2500 ppm group
females and 13 F; group females were processed and examined microscopically.

These deviations did not negatively impact the quality or integrity of the data nor the

outcome of the study.
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TABLE 1 (FO MALES)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF SURVI VAL AND DI SPCSI Tl ON
MALES

GROUP 1 2 3 4

WEEK LI VE FD EE SE LI VE FD EE SE LI VE FD EE SE LI VE FD EE SE
0 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
1 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
2 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
3 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
4 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
5 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
6 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
7 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
8 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
9 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
10 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
11 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
12 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
13 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
14 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
15 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
16 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
17 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
18 7 0 0 23 8 0 0 22 7 0 0 23 8 0 0 22
19 0 0 0 7 0 0 0 8 0 0 0 7 0 0 0 8

WEEK = WEEK OF STUDY FD = FOUND DEAD EE = EUTHANI ZED IN EXTREM S SE = SCHEDULED EUTHANASI A
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PSURW4. 02

09/ 04/ 2002
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TABLE 2 (FO FEMALES)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF SURVI VAL AND DI SPCSI Tl ON
FEMALES

GROUP 1 2 3 4

WEEK LI VE FD EE SE LI VE FD EE SE LI VE FD EE SE LI VE FD EE SE
0 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
1 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
2 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
3 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
4 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
5 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
6 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
7 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
8 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
9 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
10 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
11 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
12 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
13 30 0 0 O 29 0 1 0 30 0 0 O 30 0 0 O
14 30 0 0 O 29 0 0 O 30 0 0 O 30 0 0 O
15 30 0 0 O 29 0 0 O 30 0 0 O 30 0 0 O
16 30 0 0 O 29 0 0 O 30 0 0 O 30 0 0 O
17 30 0 0 O 29 0 0 O 30 0 0 O 30 0 0 O
18 7 0 0 23 7 0 0 22 7 0 0 23 8 0 0 22
19 0 0 0 7 0 0 0 7 0 0 0 7 0 0 0 8

WEEK = WEEK OF STUDY FD = FOUND DEAD EE = EUTHANI ZED IN EXTREM S SE = SCHEDULED EUTHANASI A
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PSURW4. 02

09/ 04/ 2002



T68E 10 16

TABLE 3 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF CLI NI CAL FI NDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
————— MALE -----
TABLE RANCE: 09-04-01 TO 01-15-02

GROUP: 1 2 3 4
NORVAL
-NO SI GNI FI CANT CLI NI CAL OBSERVATI ONS 545/ 30 513/ 30 500/ 30 463/ 30
DI SPCSI TI ON
- SCHEDULED EUTHANASI A 30/ 30 30/ 30 30/ 30 30/ 30
BODY/ | NTEGUVENT
-HAIR LOSS RI GHT FORELI MB 33/ 8 54/ 6 55/ 5 111/10
-HAIR LOSS LEFT FORELI MB 24/ 4 57/ 6 50/ 5 102/ 12
- SCABBI NG RI GHT LATERAL NECK o/ 0 3/ 1 o/ 0 o/ 0
-HAIR LOSS LEFT HI NDLI MB 0/ 0 0/ 0 1/ 1 0/ 0
- SCABBI NG LEFT FORELI MB 1/ 1 1/ 1 0/ 0 0/ 0
- SCABBI NG RI GHT FORELI MB 1/ 1 o/ 0 o/ 0 o/ 0
EYES/ EARS/ NCSE
-DRI ED RED MATERI AL AROUND RI GHT EYE 6/ 3 11/ 2 9/ 2 19/ 2
-DRI ED RED MATERI AL AROUND LEFT EYE 7 2 10/ 1 31/ 3 14/ 1
- DRI ED RED MATERI AL AROUND NOSE 3/ 3 2/ 2 1/ 1 1/ 1
EXCRETA
- SOFT STOOL 3/ 2 1/ 1 5/ 4 0/ 0
- DECREASED DEFECATI ON 1/ 1 o/ 0 o/ 0 o/ 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
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TABLE 3 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC SUMVARY OF CLI NI CAL FI NDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
————— MALE -----
TABLE RANCE: 09-04-01 TO 01-15-02
GROUP: 1 2 3 4
EXCRETA
- DECREASED URI NATI ON 1/ 1 0/ 0 0/ 0 0/ 0
ORAL/ DENTAL
- UPPER | NCl SORS MALALI GNED 7/ 3 15/ 2 27/ 4 19/ 2
-TEETH LONG, TRI MVED 13/ 8 14/ 3 16/ 4 14/ 2
- UPPER | NCI SOR M SSI NG 3/ 2 1/ 1 2/ 2 o/ 0
- SALI VATI ON 0/ 0 1/ 1 0/ 0 0/ 0
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PCSW 4. 04

09/ 14/ 2002
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TABLE 4 (FO FEMALES - DETAI LED PHYSI CAL EXAM NATI ONS

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF CLINICAL FINDINGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
----- FEMALE-----
TABLE RANGE: 09- 04-01 TO 01- 15- 02

GROUP: 1 2 3 4
NORMAL
-NO SI GNI FI CANT CLI NI CAL OBSERVATI ONS 542/ 30 548/ 30 518/ 30 554/ 30
DI SPCSI TI ON
-EUTHANI ZED | N EXTREM S 0/ 0 1/ 1 0/ 0 0/ 0
- SCHEDULED EUTHANASI A 30/ 30 29/ 29 30/ 30 30/ 30
BODY/ | NTEGUVENT
-HAIR LOSS RI GHT FORELI MB 58/ 8 54/ 13 95/ 12 40/ 7
-HAIR LOSS LEFT FORELI MB 55/ 8 56/ 14 88/ 12 32/ 5
- APPARENT MECHANI CAL | NJURY DI STAL TAIL 0/ 0 2/ 1 0/ 0 0/ 0
-HAIR LOSS RI GHT ABDOM NAL AREA 2/ 1 0/ 0 9/ 1 0/ 0
-HAIR LOSS LEFT ABDOM NAL AREA 71 2 0/ 0 8/ 1 0/ 0
- SCABBI NG VENTRAL NECK 8/ 1 0/ 0 0/ 0 0/ 0
-HAIR LOSS LEFT Hi NDLI MB 12/ 2 0/ 0 31 1/ 1
-HAI R LOSS VENTRAL ABDOM NAL AREA 2/ 1 10/ 1 15/ 2 1/ 1
-HAIR LOSS BASE OF TAIL 0/ 0 0/ 0 2/ 1 0/ 0
-HAI R LOSS VENTRAL NECK 8/ 1 0/ 0 2/ 1 1/ 1
-HAIR LOSS RI GHT HI NDLI MB 3/ 2 0/ 0 31 1/ 1
- FI RM MOVABLE MASS LEFT VENTRAL NECK 6/ 1 0/ 0 0/ 0 o/ 0
(15MM X 15MV)
- FI RM MOVABLE MASS LEFT THORACI C AREA 0/ 0 o/ 0 31 o/ 0

(20MM X 30MV)

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
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TABLE 4 (FO FEMALES - DETAI LED PHYSI CAL EXAM NATI ONS

PRQJECT NO.: W L- 186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 2
SPONSOR: ACC SUMMARY OF CLINI CAL FINDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
----- FEMALE-----
TABLE RANGE: 09- 04-01 TO 01- 15- 02
GROUP: 1 2 3 4

BODY/ | NTEGUVENT

-HAIR LOSS LEFT LATERAL THORACI C AREA 1/ 1 0/ 0 0/ 0 0/ 0
- SCABBI NG MANDI BULAR AREA 1/ 1 0/ 0 0/ 0 0/ 0
- SCABBI NG RI GHT HI NDLI VB 2/ 1 o/ 0 o/ 0 o/ 0
-HAIR LOSS LUMBAR AREA 0/ 0 0/ 0 1/ 1 1/ 1
-HAIR LOSS VENTRAL THORACI C AREA 1/ 1 0/ 0 0/ 0 0/ 0
-EYES AND EARS PALE I N COLOR, APPEARS TO o/ 0 1/ 1 o/ 0 o/ 0
BE HAVI NG TROUBLE W TH DELI VERY
-WET RED DI SCHARGE FROM VAG NA 0/ 0 1/ 1 0/ 0 0/ 0
EYES/ EARS/ NOSE
-DRI ED RED MATERI AL AROUND RI GHT EYE 2/ 1 1/ 1 15/ 1 29/ 4
-RED AND SWOLLEN RI GHT EAR o/ 0 4/ 1 o/ 0 3/ 2
-RED AND SWOLLEN LEFT EAR 0/ 0 3/ 1 0/ 0 3/ 2
- DRI ED RED MATERI AL AROUND NOSE 0/ 0 0/ 0 1/ 1 0/ 0
-DRI ED RED MATERI AL AROUND LEFT EYE o/ 0 o/ 0 9/ 2 2/ 2
-HAIR LOSS AROUND RI GHT EYE 0/ 0 0/ 0 1/ 1 0/ 0
EXCRETA
- SOFT STOOL 0/ 0 0/ 0 1/ 1 0/ 0
ORAL/ DENTAL
-TEETH LONG, TRI MVED 3/ 2 0/ 0 6/ 1 17/ 2

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
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TABLE 4 (FO FEMALES -

PRQJECT NO.: W L-186013F

SPONSOR: ACC SUMMARY OF CLI NI CAL FI NDI NGS:

DETAI LED PHYSI CAL EXAM NATI ONS
I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
TOTAL OCCURRENCE/ NO. OF ANI MALS

TABLE RANCE:
GROUP:

ORAL/ DENTAL
- UPPER | NCl SORS MALALI GNED

SPECI AL ||

- ESTROUS SMEARS DETERM NED TO BE ESTRUS
PRI OR TO NECROPSY

- ESTROUS SMEARS DETERM NED TO BE
DI ESTRUS PRI OR TO NECROPSY

- ESTROUS SMEARS DETERM NED TO BE
PROESTRUS PRI OR TO NECROPSY

- ESTROUS SMEARS DETERM NED TO BE
METESTRUS PRI OR TO NECROPSY

4/ 4
20/ 20
2/ 2
4/ 4

5/ 5
20/ 20
2/ 2
2/ 2

11/11
17/ 17
2/ 2
0/ 0

25/ 3

8/ 8
18/ 18
1/ 1
3/ 3

1- 0 PPM 2- 500 PPM

2500 PPM

PCSW4. 04
12/ 08/ 2002
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TABLE 5 (FO MALES - RESPONSE TO NOVEL STI MJLUS)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF CLI NI CAL FI NDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
————— MALE -----
TABLE RANCE: 09-04-01 TO 01-14-02
GROUP: 1 2 4
AT TI ME OF DCSI NG
BEHAVI OR/ CNS
- NO REACTI ON TO STI MULUS 485/ 7 291/ 5 693/ 660/ 9
- SLI GHT REACTI ON, EAR FLI CK OR SOMVE 338/ 7 292/ 5 395/ 404/ 9
EVI DENCE THAT STI MULUS WAS HEARD
- MORE ENERCETI C RESPONSE (JUMP, FLI NCH, 777 69/ 5 87/ 105/ 8
MAY | NCLUDE VOCALI ZATI ON)
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PCSW4. 04

12/ 11/ 2002
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TABLE 6 (FO FEMALES - RESPONSE TO NOVEL STI MJLUS)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF CLI NI CAL FI NDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
————— FEMALE-----
TABLE RANCE: 09-04-01 TO 01-14-02
GROUP: 1 2 4
AT TI ME OF DCSI NG
BEHAVI OR/ CNS
- NO REACTI ON TO STI MULUS 368/ 7 619/ 12 467/ 449/ 6
- SLI GHT REACTI ON, EAR FLI CK OR SOMVE 445/ 7 713/ 12 352/ 246/ 6
EVI DENCE THAT STI MULUS WAS HEARD
- MORE ENERCETI C RESPONSE (JUMP, FLI NCH, 78/ 7 142/ 10 59/ 46/ 5
MAY | NCLUDE VOCALI ZATI ON)
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PCSW4. 04

12/ 11/ 2002
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TABLE 7 (FO MALES - 1- HOUR PCST- EXPCSURE)

PRQJECT NO.: W L- 186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF CLINI CAL FINDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
----- MALE -----
TABLE RANGE: 09- 04-01 TO 01- 14- 02
GROUP: 1 2 3 4

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PCSW4. 04
09/ 04/ 2002
R: 09/ 14/ 2002
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TABLE 8 (FO FEMALES - 1- HOUR POST- EXPOSURE)

PRQJECT NO.: W L- 186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF CLINI CAL FINDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
----- FEMALE-----
TABLE RANGE: 09- 04-01 TO 01- 14- 02
GROUP: 1 2 3 4

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PCSW4. 04
09/ 04/ 2002
R: 09/ 14/ 2002
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TABLE 9 (FO)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF REPRODUCTI VE PERFORMANCE
DOSE GROUP 1 2 3 4
NO. % NO. % NO. % NO. %
FEMALES ON STUDY 30 30 30 30
FEMALES THAT DI ED DURI NG STUDY 0 1-A 0 0
FEMALES ALLOWED TO DELI VER 30 30 30 30
NONGRAVI D 8 26.7 1 3.3 2 6.7 2 6.7
GRAVI D 22 73.3 29 96.7 28 93.3 28 93.3
DELI VERED 22 100.0 29 100.0-A 27 96.4 27 96.4
FEMALES W TH TOTAL LI TTER LGSS 0 0.0 2 6.9 0 0.0 2 7.4
FEMALES W TH VI ABLE PUPS 22 100.0 27 93.1 27 100.0 25 92.6
FEMALES W TH EVI DENCE OF NATI NG 26 86.7 29 96.7 28 93.3 30 100.0
NUMBER THAT DELI VERED 22 84.6 28 96.6-A 26 92.9 27 90.0
NUMBER THAT DI D NOT DELI VER 4 15.4 1 3.4 2 7.1 3 10.0
FEMALES W TH NO EVI DENCE OF MATI NG 4 13.3 1 3.3 2 6.7 0 0.0
NUMBER THAT DELI VERED 0 0.0 1 100.0 1 50.0 0 0.0
NUMBER THAT DI D NOT DELI VER 4 100.0 0 0.0 1 50.0 0 0.0
TOTAL FEMALES GRAVI D 22 73.3 29 96.7 28 93.3 28 93.3
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NOTE: POSI TI VE EVI DENCE OF MATI NG DURI NG THE BREEDI NG PERI OD WAS CONFI RVED BY THE PRESENCE OF SPERM I N A VAG NAL SMEAR
OR A COPULATORY PLUG
A = FEMALE NO. 74805 DELI VERED 12 PUPS PRI OR TO BEI NG EUTHANI ZED | N EXTREM S DURI NG PARTURI TI ON ( GESTATI ON DAY 23), AND HAD FOUR
FETUSES RETAI NED | N UTERO, | NCLUDED | N CALCULATI ONS
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TABLE 9 (FO)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC SUMMARY OF REPRODUCTI VE PERFORMANCE
DOSE GROUP 1 2 3 4
NO. % NO. % NO. % NO. %
MALES ON STUDY 30 30 30 30
MALES THAT DI ED DURI NG STUDY 0 0 0 0
MALES W TH EVI DENCE OF MATI NG 26 86.7 29 96.7 28 93.3 30 100.0
NO THAT SIRED A LITTER 22 84.6 28 96.6 27 96.4 28 93.3
NO. THAT DI D NOT SIRE A LITTER 4 15.4 1 3.4 1 3.6 2 6.7
MALES W TH NO EVI DENCE CF NATI NG 4 13.3 1 3.3 2 6.7 0 0.0
NO. THAT SIRED A LI TTER 0 0.0 1 100.0 1 50.0 0 0.0
NO. THAT DI D NOT SIRE A LITTER 4 100.0 0 0.0 1 50.0 0 0.0
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NOTE: MALES WERE CONSI DERED TO HAVE SIRED A LI TTER | F THE PAI RED FEMALE WAS GRAVI D, REGARDLESS OF DELI VERY STATUS
NOTE: PGCsI TI VE EVI DENCE OF MATI NG DURI NG THE BREEDI NG PERI OD WAS CONFI RVED BY THE PRESENCE OF SPERM I N A VAG NAL SMEAR
OR A COPULATORY PLUG
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TABLE 9 (FO)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 3
SPONSOR: ACC SUMMARY OF REPRODUCTI VE PERFORMANCE
DOSE GROUP 1 2 3 4
NO. % NO. % NO. % NO. %
MALE MATI NG | NDEX 26/ 30 86.7 30/30 100.0 29/ 30 96. 7 30/30 100.0
FEMALE MATI NG | NDEX 26/ 30 86.7 30/30 100.0 29/ 30 96.7 30/30 100.0
MALE FERTI LI TY | NDEX 22/ 30 73.3 29/ 30 96. 7* 28/ 30 93.3 28/ 30 93.3
FEMALE FERTILITY | NDEX 22/ 30 73.3 29/ 30 96. 7* 28/ 30 93.3 28/ 30 93.3
MEAN PRE- CO TAL | NTERVALS ( DAYS) 2.8 NA 2.3 NA 2.6 NA 3.0 NA
S. D 1.83 NA 1.13 NA 1.52 NA 2.04 NA
N 26 29 28 30

NO. OF MALES (FEMALES) W TH EVI DENCE OF MATI NG (OR CONFI RVED PREGNANCY)
MALE (FEMALE) MATING | NDEX (90 = == m = o mmmmmm o mmmmm o mm o mm o m e o e o m ot m e e m e e e e oo e n e X 100
TOTAL NO. OF MALES ( FEMALES) USED FOR MATI NG

NO. OF MALES SIRING A LI TTER
MALE FERTILITY INDEX (9 = = --c-mmmmmmmmmmmmmmmmeoeame e e o X 100
TOTAL NO. OF MALES USED FOR MATI NG

NO. OF FEMALES W TH CONFI RVED PREGNANCY
FEMALE FERTILITY INDEX (9 = == --c-=cmmmmmmmmmmmmmmmcomoocoaoaaoos X 100

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NOTE: MALES WERE CONSI DERED TO HAVE SIRED A LI TTER | F THE PAI RED FEMALE WAS GRAVI D, REGARDLESS OF DELI VERY STATUS

PRE- CO TAL | NTERVALS NOT SI GNI FI CANTLY DI FFERENT FROM CONTROL GROUP USI NG DUNNETT' S TEST

* = SI GNI FI CANTLY DI FFERENT FROM CONTROL GROUP AT 0. 05 USI NG CHI - SQUARE TEST

NA = NOT APPLI CABLE
MANUALV1. O
09/ 04/ 2002

R: 09/ 09/ 2002
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TABLE 10 (FO FEMALES)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ESTROUS CYCLE DATA

ESTROUS CYCLE LENGTH ( DAYS)

MEAN 5.3 4.3 4.4 4.7
S. D 2.99 0.95 1.07 2.61
N 28 30 30 29

None significantly different fromcontrol group
PCYCv5. 06

09/ 14/ 2002
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TABLE 11 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0
MEAN 276. 274. 274. 274.
S.D. 22.9 19.7 18.5 19.5
N 30 30 30 30
1
VEAN 279. 278. 279. 277.
S.D. 23.2 19.7 19.2 19. 4
N 30 30 30 30
4
MEAN 297. 293. 293. 292.
S.D. 25.2 21.1 21.1 19. 6
N 30 30 30 30
7
MEAN 310. 305. 306. 304.
S.D. 27.7 22.1 22.2 19. 4
N 30 30 30 30
14
VEAN 339. 334. 334. 334.
S.D. 31.4 25. 2 24.1 20. 8
N 30 30 30 30

None significantly different fromcontrol group
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TABLE 11 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 21
MEAN 365. 356. 357. 360.
S.D. 31.7 29.5 27.1 24.3
N 30 30 30 30
28
VEAN 389. 380. 380. 385.
S.D. 39.1 32.1 31.9 26.5
N 30 30 30 30
35
MEAN 409. 396. 399. 403.
S.D. 34.9 33.7 32.1 27.6
N 30 30 30 30
42
MEAN 427. 416. 416. 422.
S.D. 41.5 39.7 34.5 31.7
N 30 30 30 30
49
MEAN 443, 428. 434, 439.
S.D. 40. 4 38.7 34.7 34.4
N 30 30 30 30

None significantly different fromcontrol group



T68E 40 90T

TABLE 11 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 56
MEAN 455, 442, 445, 455,
S.D. 46.5 41.2 36. 7 37.1
N 30 30 30 30
63
MEAN 473. 459. 460. 469.
S.D. 46.5 42.9 38. 4 40. 8
N 30 30 30 30
70
MEAN 476. 470. 471, 479.
S.D. 57. 3 46.0 37.4 43.6
N 30 30 30 30
77
MEAN 489. 481, 479. 491,
S.D. 51.3 42.6 37.8 44.3
N 30 30 30 30
84
MEAN 499. 494, 493. 503.
S.D. 49.7 41.4 38.0 45.5
N 30 30 30 30

None significantly different fromcontrol group



T68€ 10 /0T

TABLE 11 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 01
MEAN 510. 504, 498. 512.
S.D. 52.5 45.1 39. 4 47.8
N 30 30 30 30
98
MEAN 514. 504. 505. 515.
S.D. 50. 1 46. 3 41.1 47.3
N 30 30 30 30
105
MEAN 518. 513. 509. 521.
S.D. 53. 3 47.0 38.9 49. 2
N 30 30 30 30
112
MEAN 527. 522. 519. 531.
S.D. 54. 3 46.5 40. 6 50. 8
N 30 30 30 30
119
VEAN 538. 528. 525. 538.
S.D. 54. 8 48.0 40.0 53.1
N 30 30 30 30

None significantly different fromcontrol group



T68E 40 80T

PRQJECT NO.: W L-186013M
SPONSOR: ACC

TABLE 11 (FO MALES)
| NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS
SUMMARY OF BCODY VEI GHTS [

GROUP:
DAY 126
MEAN
S. D
N
133
MVEAN
S. D
N

----- MALE -----

0 PPM 500 PPM 1000 PPM
535. 530. 526.
51.7 47.6 42.9

30 30 30
547. 515. 544,
31. 4 32.7 64.8

7 8 7

540.

None significantly different fromcontrol group

PBFSTv5. 04
09/ 04/ 2002



T68E 10 60T

TABLE 12 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0
MEAN 188. 187. 188. 189.
S.D. 11.9 11. 4 12.2 12. 4
N 30 30 30 30
1
VEAN 188. 187. 188. 189.
S.D. 12.1 12.8 14.0 11.5
N 30 30 30 30
4
MEAN 199. 198. 199. 200.
S.D. 13.3 12.2 13.1 13.0
N 30 30 30 30
7
MEAN 206. 203. 206. 205.
S.D. 14.7 12. 4 14.3 14. 4
N 30 30 30 30
14
MEAN 227. 224, 224, 225,
S.D. 15.0 15.7 14.9 14.8
N 30 30 30 30

None significantly different fromcontrol group



T68€ 10 01T

TABLE 12 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 21
MEAN 238. 238. 237. 236.
S.D. 16.1 16.8 18.2 16.1
N 30 30 30 30
28
MEAN 252. 253. 250. 250.
S.D. 17.5 19.9 18.9 17.2
N 30 30 30 30
35
MEAN 260. 258. 257. 260.
S.D. 18.6 18.8 17.4 19.0
N 30 30 30 30
42
MEAN 268. 268. 266. 266.
S.D. 17.8 19.9 18.5 20. 3
N 30 30 30 30
49
VEAN 280. 278. 276. 276.
S.D. 19.3 21.5 18. 4 20. 4
N 30 30 30 30

None significantly different fromcontrol group



T68€ 10 TTT

TABLE 12 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 56
MEAN 281. 279. 279. 279.
S.D. 20. 2 20. 7 19.8 21.0
N 30 30 30 30
63
MEAN 287. 286. 284. 284,
S.D. 21.3 24.8 21.2 23.2
N 30 30 30 30
70
MEAN 292. 292. 292. 291.
S.D 22.4 23.3 19. 3 22.4
N 30 30 30 30
77
MEAN 308. 340. 296. 290.
S.D. 19.9 0.0 7.1 0.0
N 4 1 2 1
84
VEAN 318. 365 308. A
S.D. 15.0 0.0 7.1
N 4 1 2

None significantly different fromcontrol group
A = REFER TO FO GESTATI OV LACTATI ON BODY WEI GHT TABLES



T68€E 10 CTT

TABLE 12 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- FEMALE-----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 01
MEAN 317 425 324. A
S.D. 10. 3 0.0 32.5
N 4 1 2
98
MEAN 312. 330. 331. 288.
S.D. 14.1 0.0 41.7 0.0
N 7 1 2 1
105
MEAN 312. 332. 346. 305.
S.D. 19.2 0.0 34.7 12.7
N 8 1 3 2
112
MEAN 315. 344 341. 297.
S.D. 19.8 0.0 29.0 11.0
N 8 1 3 3
119
VEAN 320. 352 350. 301.
S.D. 15.9 0.0 30.1 8.0
N 8 1 3 3

A = REFER TO FO GESTATI OV LACTATI ON BODY WEI GHT TABLES



T68E 0 ETT

PRQJECT NO.: W L-186013F

TABLE 12 (FO FEMALES)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS

SUMVARY OF BODY WEI GHTS [ ([

----- FEMALE-----

500 PPM

SPONSOR: ACC
GROUP:
DAY 126
MEAN
S. D
N
133
MVEAN
S. D
N

320.

323.

319.

PBFSTv5. 04
09/ 04/ 2002
R: 12/ 08/ 2002



T68€ 10 V1T

TABLE 13 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0TO 1
MEAN 3 4 5 3
S.D. 3.9 3.2 3.5 3.4
N 30 30 30 30
1TO 4
MEAN 17. 16. 14 15
S.D 3.8 4.9 4.8 4.9
N 30 30 30 30
470 7
MEAN 13. 12. 13 12
S.D 6.2 4.8 4.2 5.5
N 30 30 30 30
7 TO 14
MEAN 30. 29. 28. 30.
S.D. 8.7 8.7 7.4 7.1
N 30 30 30 30
14 TO 21
MEAN 26. 22. 23 26
S.D 7.2 10. 4 7.5 9.6
N 30 30 30 30

None significantly different fromcontrol group



T68€ 10 61T

TABLE 13 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 21 TO 28
MEAN 24, 24, 23. 24,
S.D. 10. 2 8.2 9.1 8.8
N 30 30 30 30
28 TO 35
VEAN 20. 16. 19. 18.
S.D. 9.8 7.8 9.4 6.7
N 30 30 30 30
35 TO 42
MEAN 18. 20. 17. 19.
S.D. 9.4 10.0 7.7 7.9
N 30 30 30 30
42 TO 49
VEAN 16. 13. 18. 17.
S.D. 6.8 7.3 7.1 8.1
N 30 30 30 30
49 TO 56
MEAN 11. 14. 12 16
S.D 10.9 6.5 6.8 7.5
N 30 30 30 30

None significantly different fromcontrol group



T68€ 10 91T

TABLE 13 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 56 TO 63
MEAN 18. 17. 15. 14,
S.D. 6.8 5.7 8.7 8.6
N 30 30 30 30
63 TO 70
MEAN 3. 11. 11. 10.
S.D. 23.6 11.8 5.8 6.9
N 30 30 30 30
70 TO 77
MEAN 13. 11. 8. 12.
S.D. 18.5 9.5 8.9 7.6
N 30 30 30 30
77 TO 84
MEAN 10. 14. 14, 12.
S.D. 9.4 6.6 9.0 7.3
N 30 30 30 30
84 TO 91
MEAN 11. 10. 5. * 9
S.D 8.6 7.1 7.6 6.4
N 30 30 30 30

* = Significantly different fromthe control group at 0.05 using Dunnett’'s test



T68€ 10 /1T

TABLE 13 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 91 TO 98
MEAN 4. 0. 6. 3.
S.D. 7.1 9.9 8.1 8.8
N 30 30 30 30
98 TO 105
VEAN 4. 9. 5. 6.
S.D. 11.0 6.6 7.7 9.1
N 30 30 30 30
105 TO 112
MEAN 10. 9. 9. 10.
S.D. 11.3 6.3 10. 2 6.4
N 30 30 30 30
112 TO 119
MEAN 10. 6. 7. 6.
S.D. 8.9 5.4 8.2 8.1
N 30 30 30 30
119 TO 126
VEAN -2 2. 1 3
S.D 10.1 6.8 8.7 6.7
N 30 30 30 30

None significantly different fromcontrol group



T68€ 10 81T

PRQJECT NO.: W L-186013M
SPONSOR: ACC

TABLE 13 (FO MALES)
| NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS
SUMMARY OF BCDY WEI GHT CHANGES [ G

----- MALE -----
0 PPM 500 PPM 1000 PPM
1 3. 6
5.2 8.4 5.6
7 8 7

None significantly different fromcontrol group

PBFSTv5. 04
09/ 04/ 2002



T68€ 10 61T

TABLE 14 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0TO 1
MEAN 0 0 0 0
S.D. 4.9 6.1 5.6 5.0
N 30 30 30 30
1TO 4
MEAN 11. 11. 11 11
S.D 4.2 5.1 5.1 4.5
N 30 30 30 30
470 7
MEAN 7 5 7 5
S.D. 5.7 6.1 4.2 5.4
N 30 30 30 30
7 TO 14
MEAN 21. 21. 18. 20.
S.D. 5.6 5.8 5.8 5.6
N 30 30 30 30
14 TO 21
MEAN 11. 14. 13 11
S.D 6.0 5.7 7.4 6.8
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 0T

TABLE 14 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 21 TO 28
MEAN 14, 15. 12. 14,
S.D. 4.8 6.9 6.0 5.1
N 30 30 30 30
28 TO 35
VEAN 8. 6. 7. 11.
S.D. 5.5 6.3 9.5 5.7
N 30 30 30 30
35 TO 42
MEAN 8. 10. 9. 5.
S.D. 5.5 6.0 9.0 7.1
N 30 30 30 30
42 TO 49
VEAN 12. 9. 10. 10.
S.D. 5.4 5.5 7.2 6.8
N 30 30 30 30
49 TO 56
MEAN 1 1 3 3
S.D. 6.7 6.9 6.6 8.4
N 30 30 30 30

None significantly different fromcontrol group



T68€ 10 T¢T

TABLE 14 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 56 TO 63
MEAN 6. 8. 6. 5.
S.D. 7.1 10.9 8.0 6.3
N 30 30 30 30
63 TO 70
VEAN 5. 6. 7. 7.
S.D. 5.6 6.9 7.3 9.3
N 30 30 30 30
70 TO 77
MEAN 5. 30. 13. -11.
S.D. 8.3 0.0 19.8 0.0
N 4 1 2 1
77 TO 84
MEAN 9. 25. 12. A
S.D. 5.4 0.0 14.1
N 4 1 2
84 TO 91
VEAN 0 60 16. A
S.D. 5.3 0.0 25.5
N 4 1 2

None significantly different fromcontrol group
A = REFER TO FO GESTATI OV LACTATI ON BODY WEI GHT TABLES



T68€E 10 2T

TABLE 14 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 91 TO 98
MEAN -1, A 0. A
S.D. 6.7 0.0
N 4 1
98 TO 105
VEAN 1. 2. 1. 8.
S.D. 10.2 0.0 7.1 0.0
N 7 1 2 1
105 TO 112
MEAN 3. 12. -5, -13.
S.D. 4.7 0.0 9.0 21.2
N 8 1 3 2
112 TO 119
MEAN 5. 8. 9. 4.
S.D. 15. 4 0.0 2.0 10.8
N 8 1 3 3
119 TO 126
VEAN 13 1. 11. 6
S.D. 5.7 0.0 11.5 19.2
N 8 1 3 3

None significantly different fromcontrol group
A = REFER TO FO GESTATI OV LACTATI ON BODY WEI GHT TABLES



T68€E 10 £CT

PRQJECT NO.: W L-186013F
SPONSOR: ACC

TABLE 14 (FO FEMALES)
I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SUMVARY OF BODY WEI GHT CHANGES [ {

----- FEMALE-----

0 PPM 500 PPM 1000 PPM
-2. 10. 2
13.0 9.9 11.5

7 7 7

None significantly different fromcontrol group

PBFSTv5. 04
09/ 04/ 2002
R: 09/ 27/ 2002



T68€E 10 1CT

TABLE 15 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0TO 1
MEAN 3 4 5 3
S.D. 3.9 3.2 3.5 3.4
N 30 30 30 30
0TO 4
MEAN 20. 19. 19 18
S.D 5.2 6.3 6.3 4.3
N 30 30 30 30
0TO 7
MEAN 33. 32. 31 30
S.D 9.5 7.7 8.2 7.8
N 30 30 30 30
0 TO 14
MEAN 63. 60. 60 60
S.D 15.6 13.9 12.3 12.7
N 30 30 30 30
0TO 21
VEAN 89. 83. 82 87
S.D 18.2 20.5 16. 4 17. 4
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 6T

TABLE 15 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0 TO 28
MEAN 113. 106. 105. 111.
S.D. 24.3 23.8 23.1 22.9
N 30 30 30 30
0 TO 35
VEAN 133. 122. 124. 129.
S.D. 22.7 27.1 22.9 24.1
N 30 30 30 30
0 TO 42
MEAN 150. 142. 141. 148.
S.D. 28.0 32.6 26.6 27.1
N 30 30 30 30
0 TO 49
VEAN 167. 155. 159. 165.
S.D. 28.1 32.7 26. 8 28.5
N 30 30 30 30
0 TO 56
MEAN 178. 169. 171. 181.
S.D. 33.7 34.6 29.1 31.2
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 9CT

TABLE 15 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0 TO 63
MEAN 196. 186. 186. 195.
S.D. 33.3 36. 7 31. 4 33.4
N 30 30 30 30
0 TO 70
VEAN 200. 196. 197. 205.
S.D. 45.4 39. 4 30. 4 35.6
N 30 30 30 30
0 TO 77
MEAN 213. 207. 205. 217.
S.D. 36. 8 35.6 30. 2 36.5
N 30 30 30 30
0 TO 84
MEAN 223. 221. 218. 229.
S.D. 36. 2 34.2 30. 4 39.0
N 30 30 30 30
0 TO 91
VEAN 233. 230. 224, 238.
S.D. 39.7 38.0 32.9 40. 9
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 /2T

TABLE 15 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0 TO 98
MEAN 238. 230. 230. 241,
S.D. 37.3 39. 6 34.1 40.0
N 30 30 30 30
0 TO 105
VEAN 241, 239. 235. 247.
S.D. 40. 9 40. 2 31.3 41.1
N 30 30 30 30
0 TO 112
MEAN 251, 248. 244, 258.
S.D. 41.9 39.5 33.5 42.0
N 30 30 30 30
0 TO 119
MEAN 261. 254, 251. 264,
S.D. 41.4 40. 9 33. 3 44.7
N 30 30 30 30
0 TO 126
VEAN 259. 256. 252. 267.
S.D. 40.0 39.9 36.0 44.7
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 8T

TABLE 15 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 5
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0 TO 133
MEAN 272 241, 267 256
S.D 32.1 28.5 58. 2 25. 3
N 7 8 7 8
PBFSTV5. 04

09/ 04/ 2002
R 12/ 08/ 2002



T68€ 10 6T

TABLE 16 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0TO 1
MEAN 0 0 0 0
S.D. 4.9 6.1 5.6 5.0
N 30 30 30 30
0TO 4
MEAN 11. 11. 12 11
S.D 4.0 3.4 4.2 4.5
N 30 30 30 30
0TO 7
MEAN 18. 16. 18 16
S.D 7.8 7.1 6.1 7.3
N 30 30 30 30
0 TO 14
MEAN 39. 37. 36 36
S.D 6.8 8.4 7.6 9.2
N 30 30 30 30
0TO 21
VEAN 50. 51. 49 47
S.D 8.7 11.0 10.2 11.0
N 30 30 30 30

None significantly different fromcontrol group



T68E J0 0T

TABLE 16 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0 TO 28
MEAN 64. 66. 62. 61.
S.D. 10.0 13.2 10. 6 10.8
N 30 30 30 30
0 TO 35
VEAN 72. 71. 69. 71.
S.D. 11. 4 13.8 13.0 13. 4
N 30 30 30 30
0 TO 42
MEAN 80. 81. 78. 77.
S.D. 10. 7 14.5 12.2 16.0
N 30 30 30 30
0 TO 49
VEAN 92. 91. 88. 87.
S.D. 12.5 15. 4 11. 4 15.5
N 30 30 30 30
0 TO 56
VEAN 93. 92. 1. 90.
S.D. 14.7 16.0 12.7 16.1
N 30 30 30 30

None significantly different fromcontrol group



T68€ 10 TET

TABLE 16 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0 TO 63
MEAN 99. 99. 96. 95.
S.D. 15. 4 18. 4 15. 3 19.2
N 30 30 30 30
0 TO 70
MEAN 104. 105. 104. 102.
S.D. 15. 4 17.9 12.5 18. 4
N 30 30 30 30
0 TO 77
MEAN 115. 146. 108. 95.
S.D. 14.5 0.0 7.1 0.0
N 4 1 2 1
0 TO 84
MEAN 124. 171 120. A
S.D. 10.2 0.0 21.2
N 4 1 2
0 TO 91
MEAN 124. 231 136. A
S.D. 10.3 0.0 46. 7
N 4 1 2

None significantly different fromcontrol group
A = REFER TO FO GESTATI OV LACTATI ON BODY WEI GHT TABLES



T68€E 10 CET

TABLE 16 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0 TO 98
MEAN 121. 120. 133. 122.
S.D. 10. 7 0.0 41.7 0.0
N 7 1 2 1
0 TO 105
VEAN 122. 122. 149. 129.
S.D. 14.7 0.0 36. 8 1.4
N 8 1 3 2
0 TO 112
MEAN 124. 134. 144, 115.
S.D. 14.3 0.0 31.5 16.1
N 8 1 3 3
0 TO 119
MEAN 130. 142. 153. 119.
S.D. 14.7 0.0 32.5 7.0
N 8 1 3 3
0 TO 126
VEAN 133. 134, 135. 131.
S.D. 16.9 19.1 19.9 22.4

N 28 29 29 30



T68E J0 EET

TABLE 16 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 5
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0 TO 133
MEAN 139 132. 129 138
S.D 16.8 11.1 15. 4 21.0
N 7 7 7 8
PBFSTV5. 04

09/ 04/ 2002
R 12/ 08/ 2002



T68€E 10 VET

PRQJECT NO.: W L-186013F

TABLE 17 (FO FEMALES)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS

SUMVARY OF BODY WEI GHTS DURI NG GESTATION [ [

287.
20.3/27

304.
25.2/27

312.
29.2/27

329.
24.0/ 27

340.
23.2/27

406.
32.6/27

290.
21.6/28

303.
31.5/28

307.
34.4/28

329.
27.3/28

342.
26.0/ 28

409.
37.1/28

SPONSOR: ACC

GROUP
DAY O MVEAN
.D./N
DAY 4 MVEAN
.D./N
DAY 7 MVEAN
.D./N
DAY 11 MVEAN
.D./N
DAY 14 MVEAN
D./N
DAY 20 MVEAN
D./N

1- 0 PPM

1 2
287. 288.
20.8/22 22.8/28
298. 298.
23.7/22 24.6/28
312. 311.
27. 4122 22.8/28
327. 325.
25.5/22 23.0/28
338. 337.
26.2/22 24.6/28
405. 402.
33.8/22 33.0/28
500 PPM 3- 1000 PPM 4- 2500 PPM

None significantl
NONGRAVI D VEI GHT(

from control group

UDED | N CALCULATI ON OF MEAN

PGBWSUY 5. 02
09/ 04/ 2002



T68€ 10 GET

TABLE 18 (FO FEMALES)

PRQJECT NO.: W L-186013F

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS

14.
16. 6/ 28
4.
18. 4/ 28

21.
17.2/ 28

13.
6.6/ 28

67.
17.9/ 28

119.
24.0/ 28

SPONSOR: ACC SUMVARY OF BODY WEI GHT CHANGES DURI NG GESTATION [GF
GROUP : 1 2 3
DAY 0- 4 MEAN 11. 11. 17.
S.D./N 14. 4/ 22 12.3/28 14.8/ 27
DAY  4- 7 MEAN 14. 13. 8.
S.D./N 16. 9/ 22 13.1/28 7.1/ 27
DAY  7- 11 MEAN 15. 14. 17.
S.D./N 12.1/ 22 7.5/ 28 14. 2/ 27
DAY 11- 14 MEAN 11. 12. 11.
S.D./N 6.2/22 4.9/28 7.0/ 27
DAY 14- 20 MEAN 67. 66. 65.
S.D./N 14.9/ 22 15. 3/ 28 19. 5/ 27
DAY  0- 20 MEAN 118. 114. 118.
S.D./N 21.9/ 22 20.2/ 28 25.7/27
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

None significantly different fromcontrol group
MEAN DI FFERENCES CALCULATED FROM | NDI VI DUAL DI FFERENCES
NONGRAVI D VEI GHT('S) NOT | NCLUDED | N CALCULATI ON OF MEAN

PGBWSUV 5. 02
12/ 09/ 2002



T68E J0 9T

PRQJECT NO.: W L-186013F

TABLE 19 (FO FEMALES)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS

310.
21.6/27

325.
24. 4/ 26

336.
23.7/26

354.
28.9/ 26

361.
22.6/25

317.
23.3/25

SPONSOR: ACC SUMVARY OF BODY WEI GHTS DURI NG LACTATION [ ([
GROUP 1 2 3
DAY 1 MEAN 304. 307. 304.
S.D./N 25.2/22 23.6/28 21.1/27
DAY 4 MEAN 320. 320. 320.
S.D./N 28.7/22 27.2/ 28 21.1/27
DAY 7 MEAN 327. 323. 326.
S.D./N 28.5/22 31.6/28 21.5/27
DAY 14 MEAN 338. 336. 346.
S.D./N 31.1/22 30.7/27 29.2/27
DAY 21 MEAN 355. 357. 357.
S.D./N 30.2/22 25.8/ 26 26.7/27
DAY 28 MEAN 302. 324.* 314.
S.D./N 32.7/22 22.6/ 26 26.6/27
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
* = Significantly different fromthe control group at 0.05 using Dunnett’'s test

PLBWSWS5. 01
09/ 25/ 2002



T68€E 10 LET

TABLE 20 (FO)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF BODY WEI GHT CHANGES DURI NG LACTATION [G
GROUP : 1 2 3 4
DAY 1- 4 MEAN 16. 13. 16. 13.
S.D./N 11.7/ 22 11.5/ 28 10. 8/ 27 10. 4/ 26
DAY  4- 7 MEAN 8. 3. 6. 12.
S.D./N 11. 4/ 22 16. 4/ 28 8.7/27 7.8/ 26
DAY  7- 14 MEAN 11. 10. 20. 18.
S.D./N 31.1/22 24.3/ 27 19. 9/ 27 13.7/ 26
DAY 14- 21 MEAN 17. 21. 11. 5.
S.D./N 34.5/22 35.7/26 25.4/27 19.3/25
DAY 21- 28 MEAN -53 -33.** -43 -44
S.D./N 21.71 22 26.5/ 26 20. 4] 27 18. 4/ 25
DAY  1- 28 MEAN -1. 17. %% 10. 4.
S.D./N 22.7/22 20.7/ 26 17.3/ 27 18.1/25
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

** = Significantly different fromthe control group at 0.01 using Dunnett’'s test

NEAN DI FFERENCES CALCULATED FROM | NDI VI DUAL DI FFERENCES
PLBWSW5. 01
07/ 08/ 2003



T68E J0 8ET

TABLE 21 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0TO 1
MEAN 26. 27. 28 25
S.D 3.1 2.5 3.0 2.6
N 30 30 30 30
1TO 4
MEAN 26. 26. 27 26
S.D 2.2 2.3 2.6 1.6
N 30 30 30 30
470 7
MEAN 25, 25. 24 23
S.D. 2.3 2.4 1.8 3.8
N 16- A 30 30 30
7 TO 14
MEAN 25, 24, 25. 24,
S.D. 2.3 2.5 1.8 1.7
N 30 30 30 30
14 TO 21
MEAN 26. 25. 25 24
S.D 2.4 2.6 1.9 2.0
N 30 30 30 30

None significantly different fromcontrol group
A = TECHNI CAL ERROR, FOCOD DATA ONLY RECORDED FOR 16 ANI MALS



T68E J0 6ET

TABLE 21 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 21 TO 28
MEAN 26. 25. 26. 25.
S.D. 2.3 2.3 2.1 1.8
N 30 30 30 30
28 TO 35
VEAN 27. 26. 27. 25. *
S.D. 2.0 2.2 1.9 1.9
N 30 30 30 30
35 TO 42
MEAN 27. 26. 27. 26.
S.D. 2.8 2.4 1.9 1.8
N 30 30 30 30
42 TO 49
VEAN 27. 26. 27. 26.
S.D. 2.5 2.3 1.8 1.8
N 30 30 30 30
49 TO 56
MEAN 27. 27. 27 26
S.D 3.3 2.4 2.0 2.2
N 30 30 30 30

* = Significantly different fromthe control group at 0.05 using Dunnett’'s test



T68€E 10 0T

TABLE 21 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 56 TO 63
MEAN 27. 27. 27. 26.
S.D. 2.4 2.3 1.8 2.4
N 30 30 30 30
63 TO 70
MEAN 26. 26. 26. 26.
S.D. 4.5 2.4 1.7 2.1
N 30 30 30 30
70 TO 84 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI OD
84 TO 91
VEAN 27. 26. 26 26
S.D 2.8 2.6 1.6 2.0
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 T

TABLE 21 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 91 TO 98
MEAN 27. 26. 26. 25.
S.D. 2.4 2.8 2.0 2.0
N 30 30 30 30
98 TO 105
VEAN 27. 27. 27. 26.
S.D. 3.1 2.2 1.9 1.8
N 30 30 30 30
105 TO 112
MEAN 28. 27. 27. 26.
S.D. 2.9 2.3 2.3 2.2
N 30 30 30 30
112 TO 119
MEAN 27. 27. 26. 26.
S.D. 2.5 2.6 1.6 2.3
N 30 30 30 30
119 TO 126
VEAN 24 25. 24 24
S.D 2.4 2.5 1.8 2.5
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 ¢l

TABLE 21 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM
DAY 126 TO 133
MEAN 23. 23. 24,
S.D. 1.3 3.3 1.5
N 7 8 7

PBFSTv5. 04
09/ 04/ 2002
R 12/ 08/ 2002



T68E 10 EVT

TABLE 22 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0TO 1
MEAN 17. 17. 17 17
S.D 3.3 2.9 2.8 2.2
N 30 30 30 30
1TO 4
MEAN 19. 18. 18 19
S.D 1.9 1.2 1.5 1.9
N 30 30 30 30
470 7
MEAN A 19. 19 19
S.D 1.5 1.5 1.7
N 30 30 30
7 TO 14
MEAN 19. 20. 19. 19.
S.D. 1.3 2.1 1.6 1.3
N 30 30 30 30
14 TO 21
MEAN 20. 20. 20 20
S.D 1.7 2.2 2.2 1.7
N 30 30 30 30

None significantly different fromcontrol group
A = TECHNI CAL ERROR, FOOD CONSUMPTI ON NOT RECORDED



T68€E 10 11

TABLE 22 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 21 TO 28
MEAN 21. 21. 20. 20.
S.D. 1.6 1.9 1.9 1.9
N 30 30 30 30
28 TO 35
VEAN 21. 21. 21. 21.
S.D. 1.6 1.7 1.6 1.6
N 30 30 30 30
35 TO 42
MEAN 21. 21. 21. 20.
S.D. 1.7 1.8 1.7 2.2
N 30 30 30 30
42 TO 49
VEAN 21. 20. 21. 20.
S.D. 1.7 1.6 1.8 2.0
N 30 30 30 30
49 TO 56
MEAN 21. 20. 21 21
S.D 3.5 1.9 1.8 2.2
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 6T

TABLE 22 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 56 TO 63
MEAN 20. 20. 21. 20.
S.D. 2.0 1.9 1.7 2.1
N 30 30 30 30
63 TO 70
MEAN 20. 20. 20. 20.
S.D. 1.7 1.8 1.9 1.6
N 30 30 30 30
70 TO 84 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI OD
84 TO 91
VEAN 21. 23 20. B
S.D. 1.9 0.0 2.8
N 4 1 2

None significantly different fromcontrol group
B = REFER TO FO GESTATI OV LACTATI ON FOOD CONSUMPTI ON TABLES



T68€E 10 91T

TABLE 22 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 91 TO 98
MEAN 19. B 19. B
S.D. 1.7 0.0
N 4 1
98 TO 105
VEAN 20. 20. 19. 17.
S.D. 2.1 0.0 0.7 0.0
N 7 1 2 1
105 TO 112
MEAN 20. 20. 20. 19.
S.D. 2.7 0.0 2.6 1.4
N 8 1 3 2
112 TO 119
MEAN 20. 18. 21. 20.
S.D. 2.4 0.0 3.2 4.0
N 8 1 3 3
119 TO 126
VEAN 23. 20 23. 20.
S.D. 3.5 0.0 1.5 1.7
N 8 1 3 3

B = REFER TO FO GESTATI ON LACTATI ON FOOD CONSUMPTI ON TABLES



T68€E 10 /1T

TABLE 22 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- FEMALE-----
GROUP 0 PPM 500 PPM 1000 PPM
DAY 126 TO 133
MEAN 21. 23. 20.
S.D. 2.4 3.4 1.6
N 7 7 7

PBFSTv5. 04
09/ 04/ 2002
R 12/ 08/ 2002



T68€E 10 8T

TABLE 23 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0TO 1
MEAN 94, 98. 100. * 1.
S.D 8.5 7.4 11.2 10. 4
N 30 30 30 30
1TO 4
VEAN 89. 90. 91 88
S.D 4.8 4.7 9.0 5.4
N 30 30 30 30
470 7
MEAN 80. 81. 80 77
S.D 3.8 4.8 5.6 11.6
N 16- A 30 30 30
7 TO 14
MEAN 73. 73. 75. 71.
S.D. 4.8 4.2 5.3 3.9
N 30 30 30 30
14 TO 21
MEAN 70. 70. 70 67.*
S.D 3.9 4.4 5.1 3.8
N 30 30 30 30

* = Significantly different fromthe control group at 0.05 using Dunnett’'s test
A = TECHNI CAL ERROR, FOOD CONSUMPTI ON ONLY RECORDED FOR 16 ANI MALS



T68€E 10 6V

TABLE 23 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 21 TO 28
MEAN 67. 67. 68. 64. *
S.D. 3.5 3.0 5.0 3.5
N 30 30 30 30
28 TO 35
VEAN 66. 66. 67. 63. *
S.D. 4.5 3.8 5.0 2.9
N 30 30 30 30
35 TO 42
MEAN 63. 64. 64. 61. *
S.D. 3.2 3.0 4.2 2.4
N 30 30 30 30
42 TO 49
VEAN 61. 61. 62. 59.
S.D. 4.1 3.3 4.8 3.3
N 30 30 30 30
49 TO 56
VEAN 60. 60. 60 58
S.D 6.2 3.7 4.4 3.2
N 30 30 30 30

* = Significantly different fromthe control group at 0.05 using Dunnett’'s test



T68€E 10 09T

TABLE 23 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 56 TO 63
MEAN 58. 58. 58. 55, *
S.D. 2.8 3.8 4.4 3.2
N 30 30 30 30
63 TO 70
VEAN 54, 55. 56. 54,
S.D. 7.1 3.0 4.3 3.3
N 30 30 30 30
70 TO 84 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI OD
84 TO 91
VEAN 53. 52. 53 51. *
S.D 2.5 3.1 3.7 2.6
N 30 30 30 30

* = Significantly different fromthe control group at 0.05 using Dunnett’'s test



T68€ 10 19T

TABLE 23 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 91 TO 98
MEAN 52. 51. 51. 49.
S.D. 4.1 3.7 3.7 3.1
N 30 30 30 30
98 TO 105
VEAN 51. 52. 52. 49.
S.D. 5.4 3.1 4.8 3.3
N 30 30 30 30
105 TO 112
MEAN 53. 53. 53. 50. *
S.D. 3.6 3.2 4.3 2.6
N 30 30 30 30
112 TO 119
MEAN 51. 50. 50. 48, **
S.D. 3.4 3.6 3.2 2.6
N 30 30 30 30
119 TO 126
VEAN 46 47. 46 45
S.D 3.9 6.6 3.6 4.1
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68€E 10 29T

TABLE 23 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 5
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 126 TO 133
MEAN 43, 44, 45, 42.
S.D. 2.2 4.3 3.5 2.9
N 7 8 7 8
PBFSTV5. 04

09/ 04/ 2002
R 12/ 09/ 2002



T68€E 10 £9T

TABLE 24 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0TO 1
MEAN 88. 1. 90 92
S.D 16.8 13. 4 11.5 11. 4
N 30 30 30 30
1TO 4
VEAN 95. 93. 92 93
S.D 7.3 6.5 5.0 7.7
N 30 30 30 30
470 7
MEAN A 92. 1. 92
S.D 4.5 4.7 7.7
N 30 30 30
7 TO 14
MEAN 85. 88. 85. 85.
S.D. 3.7 6.9 4.8 5.9
N 30 30 30 30
14 TO 21
VEAN 86. 86. 85 85
S.D 4.4 6.0 6.1 6.5
N 30 30 30 30

None significantly different fromcontrol group
A = TECHNI CAL ERROR, FOCD CONSUMPTI ON NOT RECORDED



T68€E 10 19T

TABLE 24 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 21 TO 28
MEAN 82. 82. 81. 81.
S.D. 3.7 4.8 4.8 6.1
N 30 30 30 30
28 TO 35
VEAN 82. 80. 81. 80.
S.D. 3.7 3.9 4.1 5.1
N 30 30 30 30
35 TO 42
MEAN 78. 77. 77. 76.
S.D. 4.1 4.5 4.8 7.0
N 30 30 30 30
42 TO 49
VEAN 74. 73. 75. 74.
S.D. 3.6 3.9 4.8 6.2
N 30 30 30 30
49 TO 56
MEAN 76. 73. 74 74
S.D 12.7 4.7 3.8 6.7
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 69T

TABLE 24 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 56 TO 63
MEAN 71. 71. 72. 70.
S.D. 3.9 4.5 3.5 6.4
N 30 30 30 30
63 TO 70
VEAN 69. 68. 70. 70.
S.D. 5.0 4.6 4.8 5.2
N 30 30 30 30
70 TO 84 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI OD
84 TO 91
VEAN 67. 54, 62. B
S.D. 4.8 0.0 2.1
N 4 1 2

None significantly different fromcontrol group
B = REFER TO FO GESTATI OV LACTATI ON FOOD CONSUMPTI ON TABLES



T68€E 10 99T

TABLE 24 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 91 TO 98
MEAN 61. B 63. B
S.D. 2.6 0.0
N 4 1
98 TO 105
VEAN 62. 60. 56. 57.
S.D. 5.0 0.0 4.2 0.0
N 7 1 2 1
105 TO 112
MEAN 64. 58. 59. 65.
S.D. 6.1 0.0 3.1 7.1
N 8 1 3 2
112 TO 119
MEAN 63. 51 61. 66
S.D. 5.1 0.0 6.2 11.5
N 8 1 3 3
119 TO 126
VEAN 70. 57 65. 65.
S.D. 9.0 0.0 5.6 3.6
N 8 1 3 3

B = REFER TO FO GESTATI ON/ LACTATI ON FOOD CONSUMPTI ON TABLES



T68€E 10 /GT

TABLE 24 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 5
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 126 TO 133
MEAN 63. 72. 66. 65.
S.D. 5.8 12. 4 3.7 8.2
N 7 7 7 8
PBFSTV5. 04

09/ 04/ 2002
R 12/ 09/ 2002



T68€E 10 89T

TABLE 25 (FO MALES)
PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0 TO 1
NEAN 1.5 2.0 2.4 1.7
S.D. 2.10 1. 60 1.77 1.92
N 30 30 30 30
1TO 4
NEAN 9.4 8.4 7.5%* 8.5
S. D. 1. 80 2.39 2.28 2.79
N 30 30 30 30
47O 7
NEAN 6.8 7.1 7.3 7.3
S. D. 2.60 2.75 2.32 3.28
N 16- A 30 30 30
7 TO 14
NEAN 17.0 16. 6 16. 0 18.1
S. D. 4.21 4.31 3.65 3.83
N 30 30 30 30
14 TO 21
NEAN 14.5 12.4 12.8 15. 2
S. D. 3.48 6.35 3.87 5.11
N 30 30 30 30

** = Significantly different fromthe control group at 0.01 using Dunnett’'s test
A = TECHNI CAL ERROR, FOOD CONSUMPTI ON ONLY RECORDED FOR 16 AN MALS



T68€E 10 69T

TABLE 25 (FO MALES)
PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 21 TO 28
NEAN 13.0 13.3 12.6 14.0
S.D. 4.78 4.33 4.67 4.98
N 30 30 30 30
28 TO 35
NEAN 10.5 8.8 10. 1 10. 1
S. D. 5. 05 4.17 4.86 3.55
N 30 30 30 30
35 TO 42
NEAN 9.2 10. 4 9.1 10. 6
S. D. 4.03 4.62 3.92 4.23
N 30 30 30 30
42 TO 49
NEAN 8.7 6.8 9.6 9.5
S. D. 3.39 3.86 3.80 4.24
N 30 30 30 30
49 TO 56
NEAN 5.7 7.5 6.1 8.5
S. D. 5.97 3.26 3.52 3.80
N 30 30 30 30

None significantly different fromcontrol group



T68E 40 09T

TABLE 25 (FO MALES)
PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- MALE -----

GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 56 TO 63

NEAN 9.5 9.2 8.0 7.4

S. D. 3.58 3.01 4.42 4.42

N 30 30 30 30
63 TO 70

NEAN -6.9 5.6 5.9 5.6

S. D. 60. 35 7.29 3.30 3.72

N 30 30 30 30

70 TO 84 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI 0D

84 TO 91

NEAN 5.4 5.1 2.9 5.0

S. D. 4.95 3.61 4.05 3.44

N 30 30 30 30

None significantly different fromcontrol group



T68€ 10 19T

TABLE 25 (FO MALES)
PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- MALE -----

GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM

DAY 91 TO 98
NEAN 2.2 -0.3 3.4 1.5
S. D. 3.92 5.41 4.38 4.98
N 30 30 30 30

98 TO 105
NEAN 1.4 5.0 2.4 3.1
S. D. 7.32 3.37 4.20 5.08
N 30 30 30 30

105 TO 112
NEAN 4.6 4.7 4.6 5.5
S. D. 6. 39 3.22 5.94 3.37
N 30 30 30 30

112 TO 119
NEAN 5.4 3.0 3.6 3.3
S.D. 4.45 2.93 4.53 4.33
N 30 30 30 30

119 TO 126
NEAN -1.6 0.9 0.1 1.6
S. D. 5.74 3.86 5.32 4.05
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 29T

TABLE 25 (FO MALES)
PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 5
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 126 TO 133
N 0.7 1.4 3.5 -2.9
S.D 3.21 5.17 3.41 7.48
N 7 8 7 8

PBFSTv5. 04
09/ 04/ 2002
R: 12/ 09/ 2002



TABLE 26 (FO FEMALES)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY OF | SOBUTANOL I N RATS PAGE 1

T68E J0 €91

SPONSOR: ACC SUMMARY OF FOOD EFFI CI ENCY
(BODY VEEI GHT GAI NED AS PER CENT OF FEED CONSUMED)
----- FEMALE-----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 0 TO 1
NEAN -0.6 -0.9 -0.3 -0.5
S.D. 4.53 7.10 5.00 4.68
N 30 30 30 30
1TO 4
NEAN 8.5 8.6 8.7 8.5
S. D. 3.16 3.77 3.78 2.96
N 30 30 30 30
47O 7
NEAN A 3.7 5.0 3.8
S. D. 4.48 2.91 3.84
N 30 30 30
7 TO 14
NEAN 15. 6 15. 1 13.5 15. 1
S. D. 4.05 3.89 4.24 3.92
N 30 30 30 30
14 TO 21
NEAN 7.4 9.5 9.2 7.4
S. D. 3.85 3.82 4.96 4.46
N 30 30 30 30

None significantly different fromcontrol group
A = TECHNI CAL ERROR, FOOD CONSUMPTI ON NOT RECORDED



T68€ 10 19T

TABLE 26 (FO FEMALES)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- FEMALE-----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 21 TO 28
NEAN 9.5 10.1 8.7 9.8
S. D. 2.93 4.50 4.18 3.49
N 30 30 30 30
28 TO 35
NEAN 5.5 3.9 4.9 7.2
S. D. 3.53 4.46 6. 83 3.81
N 30 30 30 30
35 TO 42
VEAN 5.3 6.8 6. 4 3.5
S. D. 3.71 4.02 6. 40 5.92
N 30 30 30 30
42 TO 49
NEAN 8.2 6.5 6.9 7.1
S. D. 3.45 3.60 4.79 4.67
N 30 30 30 30
49 TO 56
NEAN 0.8 0.7 1.6 2.2
S. D. 4.55 4.72 4.61 5.35
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 9OT

TABLE 26 (FO FEMALES)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- FEMALE-----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 56 TO 63
NEAN 3.8 5.0 3.8 3.3
S. D. 4.85 6. 56 5. 49 4.25
N 30 30 30 30
63 TO 70
NEAN 3.6 4.2 5.0 4.8
S. D. 3.91 4.93 4.90 6.47
N 30 30 30 30
70 TO 84 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI 0D
84 TO 91
NEAN 0.1 37.3 10. 3 B
S. D. 3.70 0.00 16. 76
N 4 1 2

None significantly different fromcontrol group
B = REFER TO FO GESTATI ON LACTATI ON FOOD CONSUMPTI ON TABLES



T68E 40 99T

TABLE 26 (FO FEMALES)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- FEMALE-----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 91 TO 98
NEAN -0.9 B 0.0 B
S.D 5.19 0.00
N 4 1
98 TO 105
NEAN 0.3 1.4 0.9 6.7
S. D. 8. 68 0.00 5.52 0.00
N 7 1 2 1
105 TO 112
NEAN 1.7 8.6 -3.5 -9.2
S. D. 3.10 0.00 6. 86 15. 27
N 8 1 3 2
112 TO 119
NEAN 3.2 6.3 6.1 2.5
S. D. 10. 29 0.00 1.88 8.12
N 8 1 3 3
119 TO 126
NEAN 7.8 0.7 7.1 4.0
S. D 2.94 0.00 7.46 14. 05
N 8 1 3 3

B = REFER TO FO GESTATI ON/ LACTATI ON FOOD CONSUMPTI ON TABLES



T68€E 10 /9T

TABLE 26 (FO FEMALES)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 5
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- FEMALE-----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 126 TO 133
N -2.1 5.9 1.2 3.4
S. D 9.51 6.21 8.32 5.22
N 7 7 7 8

PBFSTv5. 04
09/ 04/ 2002
R: 12/ 09/ 2002



T68E 40 89T

TABLE 27 (FO FEMALES)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SPONSOR: ACC SUMVARY OF FOOD CONSUMPTI ON DURI NG GESTATI ON [ G/ ANI MAL/ DAY]
GROUP : 1 2 3
DAY 0- 4 MEAN 20. 20 21
S.D./N 4.6/22 2.5/ 28 4.2/27
DAY  4- 7 MEAN 23. 24 23
S.D./N 2.7/22 2.9/ 28 5.2/27
DAY  7- 11 MEAN 23 23 24.
S.D./N 3.3/22 2.5/ 28 2.3/27
DAY 11- 14 MEAN 24 24 24
S.D./N 2.1/ 22 2.8/28 3.6/27
DAY 14- 20 MEAN 25. 25 24
S.D./N 1.9/ 22 2.6/28 4.2/27
DAY  0- 20 MEAN 23. 23 23
S.D./N 2.0/ 22 2.1/ 28 2.4/ 27
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

None significantly different fromcontrol group
NONGRAVI D VEI GHT('S) NOT | NCLUDED | N CALCULATI ON OF MEAN

PGFWSUWY5. 02
12/ 09/ 2002



T68E 10 69T

TABLE 28 (FO FEMALES)

PRQJIECT NO. : W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMVARY OF FOOD CONSUMPTI ON DURI NG GESTATI ON [ G/ KG DAY]
GROUP : 1 2 3 4
DAY 0- 4 MEAN 70. 67. 69. 61.
S.D./N 15. 0/ 22 8.5/ 28 13.5/ 27 15.1/ 28
DAY 4- 7 MEAN 76. 78. 73. 69.
S.D./N 6.2/22 9.3/28 15.5/ 27 12.9/ 28
DAY 7- 11 MEAN 73. 73. 73. 70.
S.D./N 8.7/22 7.1/ 28 7.1/ 27 12.0/ 28
DAY 11- 14 MEAN 72. 72. 71. 70.
S.D./N 5.7/22 8.0/ 28 10. 7/ 27 9.1/28
DAY 14- 20 MEAN 67. 68. 64. 65.
S.D./N 4.3/22 6.7/28 10. 3/ 27 6.5/ 28
DAY  0- 20 MEAN 71. 71. 69. 67.*
S.D./N 4.1/ 22 5.9/ 28 5.2/27 5.6/28
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
* = Significantl

y different fromthe control group at 0.05 using Dunnett’s test
NONGRAVI D VEI GHT('S) NOT | NCLUDED | N CALCULATI ON OF MEAN
PGFWBW 5. 02

12/ 09/ 2002



T68€ 10 0LT

TABLE 29 (FO FEMALES)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY DURI NG GESTATI ON
(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)
GROUP : 1 2 3 4

DAY 0- 4 MEAN 14. 4 12.6 9.0 7.7

S.D./N 16. 62/ 22 15.77/ 28 70.67/ 27 60. 04/ 28
DAY  4- 7 MEAN 18.1 17.2 -23.2 -2.7

S.D./N 27.22/ 22 18.53/28 185. 79/ 27 50. 54/ 28
DAY  7- 11 MEAN 16.3 14.7 18.2 23.5

S.D./N 12.31/22 7.60/ 28 14.58/ 27 18.72/ 28
DAY 11- 14 MEAN 14.6 16.7 15.1 18.8

S.D./N 8. 86/ 22 6.29/ 28 10. 67/ 27 8. 46/ 28
DAY 14- 20 MEAN 45. 4 43.6 45.0 45.9

S.D./N 9.62/22 9. 58/ 28 12. 27/ 27 12.30/ 28
DAY  0- 20 MEAN 25.4 24.6 25.8 27.1

S.D./N 3.79/22 3.74/ 28 4.84/ 27 5.16/28

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

None significantly different fromcontrol group

NONGRAVI D VEI GHT('S) NOT | NCLUDED | N CALCULATI ON OF MEAN
PGFWBW 5. 02
12/ 09/ 2002



T68E 10 TLT

TABLE 30 (FO)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF FOOD CONSUMPTI ON DURI NG LACTATI ON [ G/ ANI MAL/ DAY]
GROUP : 1 2 3 4
DAY 1- 4 MEAN 39. 36. 36. 37.
S.D./N 14.1/ 22 9.9/28 10. 5/ 27 9.5/ 26
DAY  4- 7 MEAN 38. 38. 35. 37.
S.D./N 8.2/22 7.5/ 28 6.3/ 26 5.8/ 26
DAY  7- 14 MEAN 46. 43. 43. 44,
S.D./N 8.2/21 6.8/ 27 6.1/ 27 6.6/ 26
DAY 14- 21 MEAN 60. 58. 58. 57.
S.D./N 7.7/22 7.6/26 6.4/ 27 5.9/ 25
DAY 21- 28 MEAN 69. 65. 68. 71.
S.D./N 12.2/ 22 7.2/26 8.0/ 27 5.0/ 25
DAY  1- 28 MEAN 54. 52. 52 53
S.D./N 6.5/ 22 4.7/ 26 4.4/27 2.9/ 25
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

None significantly different fromcontrol group
PLFWSW5. 01
07/ 08/ 2003



T68€ 1021

TABLE 31 (FO)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF FOOD CONSUMPTI ON DURI NG LACTATI ON [ G/ KG DAY]
GROUP : 1 2 3 4
DAY 1- 4 MEAN 126. 115. 117. 115.
S.D./N 49.8/22 31.1/28 32.3/27 29.0/ 26
DAY  4- 7 MEAN 118. 118. 110. 111.
S.D./N 25.4/22 25.7/28 22.1/ 26 15. 4/ 26
DAY  7- 14 MEAN 139. 129. 129. 129.
S.D./N 29.9/21 19. 9/ 27 19. 3/ 27 22.8/ 26
DAY 14- 21 MEAN 174. 169. 166. 160.
S.D./N 19. 8/ 22 24.3/ 26 20.5/ 27 16. 0/ 25
DAY 21- 28 MEAN 213. 192. 205. 210.
S.D./N 43.1/ 22 25.7/ 26 29.3/27 18.2/ 25
DAY  1- 28 MEAN 168. 158. 160. 158.
S.D./N 23.4/ 22 15. 8/ 26 15. 6/ 27 10. 7/ 25
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

None significantly different fromcontrol group
PLFWSW5. 01
07/ 08/ 2003



T68E 10 ELT

PRQJECT NO.: W L-186013F

TABLE 32 (FO)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS
SUMMARY OF FOOD EFFI Cl ENCY DURI NG LACTATI ON

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

10.8
10. 03/ 28

-0.1
21.93/28

3.4
8.79/27

5.1
8. 09/ 26

_7_ 1**
5.51/ 26

1_ 3**
1.58/26

13.8
8.49/27

6.3
7.70/ 26

6.7
6. 62/ 27

2.7
6. 10/ 27

-8.9
4.05/ 27

0.8
1.35/27

11.2
10. 72/ 26

10.5
7. 45/ 26

5.8
4.54/ 26

1.3
4.87/ 25

-8.8
3.65/25

0.3
1.26/25

SPONSOR: ACC
GROUP : 1
DAY 1- 4 MEAN 14.1
S.D./N 11. 68/ 22
DAY  4- 7 MEAN 7.5
S.D./N 11.31/22
DAY  7- 14 MEAN 2.3
S.D./N 10.99/21
DAY 14- 21 MEAN 4.0
S.D./N 9.16/ 22
DAY 21- 28 MEAN -11.3
S.D./N 5.33/22
DAY  1- 28 MEAN -0.1
S.D./N 1.62/ 22
1- 0 PPM 2- 500 PPM 3-
* % =

group at 0.01 using Dunnett’s test

PLFWSW/5. 01
07/ 08/ 2003



T68E 10 V.1

TABLE 33 (FO FEMALES)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF GESTATI ON LENGTHS [ DAYS]
DOSE GROUP 1 2 3 4
NO. OF ANI MVALS 22 28 25 26
GESTATI ON LENGTH ( DAYS) MVEAN 22.0 21.9 21.9 21.8
S. D 0.31 0. 45 0.33 0.63
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

None significantly different fromcontrol group
PGLV5. 01
09/ 25/ 2002



T68€ 10 G/T

TABLE 34 (FO MALES - SCHEDULED NECROPSY)

PRQJIECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY FO | SOBUTANCL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF SPERM NUMBERS [ SPERM | N M LLI ONS/ G Tl SSUE]
HTM | VOS
----- MALE -----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
LEFT TESTI S
MEAN 88.8 95.3 94. 2 94. 2
S.D. 15. 53 21.22 17. 67 16. 77
N 30 30 30 30
LEFT EPI DI DYM S
MEAN 476. 2 471.3 476.7 525.9
S.D. 110. 08 115. 14 91. 86 108. 76
N 30 30 30 30
None significantly different fromcontrol group
MANUALV1. O

09/ 04/ 2002
R: 09/ 09/ 2002



T68€ 109/1

PRQJECT NO.: W L-186013M
SPONSOR: ACC

TABLE 35 (FO MALES - SCHEDULED NECROPSY)
I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SUMVARY OF SPERM PRODUCTI ON RATE [ SPERM | N M LLI ONS/ G Tl SSUE/ DAY]

PAGE 1

----- MALE -----

0 PPM 500 PPM 1000 PPM
14.5 15.6 15. 4
2.55 3. 48 2.90

30 30 30

None significantly different fromcontrol group

SPERM PRCDUCTI ON RATE =

NUMBER OF SPERM PER GRAM OF TI SSUE

6.1 DAYS

6.1 DAYS = THE RATE OF TURNOVER OF THE GERM NAL EPI THELI UM

MANUALV1. O
09/ 04/ 2002
R 09/ 27/ 2002



T68€ 10 /T

TABLE 36 (FO MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMVARY OF SPERM MOTI LI TY ASSESSMENTS [ PERCENTAGH]
HTM | VOS
----- MALE -----
GROUP! 0 PPM 500 PPM 1000 PPM 2500 PPM
MOTI LE SPERM
83.0 78.3 84.7 84.7
S. D. 18. 60 19. 39 11.31 7.70
N 30 30 29 30
PROGRESSI VE
MOTI LE SPERM
MVEAN 70.9 65.5 74.0 71.9
S. D. 17.71 20. 89 13.18 11.51
N 30 30 29 30

None significantly different fromcontrol group
MANUALV1. O

09/ 04/ 2002
R: 09/ 09/ 2002



T68€ 10 8.1

TABLE 37 (FO MALES - SCHEDULED NECROPSY)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF SPERM MORPHOLOGY DI FFERENTI AL COUNTS [ PERCENTAGE]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
NORMAL
MEAN 97.9 98. 2 97.5 95. 9
S.D. 5.43 5.08 7.22 18. 03
N 30 30 29 30

NORMALLY SHAPED HEAD
SEPARATED FROM FLAGELLUM

MEAN 1.3 1.0 1.1 0.5
S. D 3.31 2.42 2.86 0.59
N 30 30 29 30
HEAD ABSENT W TH NORMAL FLAGELLUM
MEAN 0.8 0.8 1.3 0.8
S. D 2.18 2.72 4.41 2.72
N 30 30 29 30
HEAD ABSENT W TH ABNORVAL FLAGELLUM
MVEAN 0.0 0.0 0.0 0.0
S. D. 0.00 0.00 0.00 0.00
N 30 30 29 30
M SSHAPEN HEAD W TH NORVAL FLAGELLUM
MEAN 0.0 0.0 0.0 2.8
S. D 0. 00 0. 00 0. 00 15. 43
N 30 30 29 30
M SSHAPEN HEAD W TH ABNORVAL FLAGELLUM
MEAN 0.0 0.0 0.0 0.0
S. D 0.00 0.00 0.00 0.00
N 30 30 29 30

Per cent age of nornmal spermnot significantly different fromcontrol group



T68€ 10 6.1

TABLE 37 (FO MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC SUMVARY OF SPERM MORPHOLOGY DI FFERENTI AL COUNTS [ PERCENTAGE]
----- MALE -----
GROUP! 0 PPM 500 PPM 1000 PPM 2500 PPM

DEGENERATI VE FLAGELLAR DEFECTS
W TH NORMAL HEAD

MEAN 0.0 0.0 0.0 0.0
S. D. 0.00 0.00 0.00 0.00
N 30 30 29 30

OTHER FLAGELLAR DEFECTS
W TH NORMAL HEAD

MEAN 0.0 0.0 0.0 0.0

S. D. 0.00 0.00 0.00 0.00

N 30 30 29 30
MANUALV1. O

09/ 04/ 2002
R: 09/ 27/ 2002



T68E 40 08T

TABLE 38 (FO MALES - SCHEDULED NECROPSY)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF SPERM MORPHOLOGY COUNTS [ ABSOLUTE NUMBER]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
NORMAL
MEAN 195. 8 196.5 195. 1 191.7
S.D. 10. 86 10. 15 14. 43 36. 06
N 30 30 29 30

NORMALLY SHAPED HEAD
SEPARATED FROM FLAGELLUM

MEAN 2.6 1.9 2.3 1.0
S. D 6. 62 4.85 5.73 1.17
N 30 30 29 30
HEAD ABSENT W TH NORMAL FLAGELLUM
MEAN 1.6 1.6 2.7 1.7
S. D 4.35 5.43 8.82 5. 45
N 30 30 29 30
HEAD ABSENT W TH ABNORVAL FLAGELLUM
MVEAN 0.0 0.0 0.0 0.0
S. D. 0.00 0.00 0.00 0.00
N 30 30 29 30
M SSHAPEN HEAD W TH NORVAL FLAGELLUM
MEAN 0.0 0.0 0.0 5.6
S. D 0. 00 0. 00 0. 00 30. 86
N 30 30 29 30
M SSHAPEN HEAD W TH ABNORVAL FLAGELLUM
MEAN 0.0 0.0 0.0 0.0
S. D 0.00 0.00 0.00 0.00



T68€ 10 18T

PRQJECT NO.: W L-186013M
SPONSOR: ACC

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS

TABLE 38 (FO MALES - SCHEDULED NECROPSY)

SUMVARY OF SPERM MORPHOLOGY COUNTS [ ABSOLUTE NUMBER]

PAGE 2

MALE

DEGENERATI VE FLAGELLAR DEFECTS
W TH NORMAL HEAD
MVEAN
S. D.
N

OTHER FLAGELLAR DEFECTS
W TH NORMAL HEAD

MVEAN

S. D.

0.0
0.00
30

0.0
0.00
30

0.0
0.00
29

0.0
0.00
29

0.0
0.00
30

0.0
0.00
30

MANUALV1. O
09/ 04/ 2002
R: 09/ 27/ 2002



T68€E 10 ¢8T

TABLE 39 (FO FEMALES - UNSCHEDULED DEATH)
PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMVARY OF MACROSCOPI C FI NDI NGS

FOUND DEAD OR EUTHANI ZED MORI BUND OR I N EXTREM S

----- FEMALE -----
GROUP 1 2 3 4

NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30

NUMBER OF ANI MALS EXAM NED 0 1 0 0

I LEUM

- CONTENTS, DARK RED 0 1 0 0

JEJUNUM

- CONTENTS, DARK RED 0 1 0 0

Pl TUI TARY

-PALE 0 1 0 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PGRSI v4. 02
09/ 04/ 2002



T68E J0 €8T

TABLE 40 (FO MALES - SCHEDULED NECROPSY)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

------- MALE -------

GROUP 1 2 3 4
NUVBER OF AN MALS | N DOSE GROUP 30 30 30 30
NUVBER OF AN MALS EXAM NED 30 30 30 30
ADRENAL GLANDS
-AREA(S), WHI TE 0 0 0 1
| LEUM
- DI VERTI CULUM 0 0 1 0
JEJUNUM
- DI VERTI CULUM 1 0 0 0
KI DNEYS
-AREA(S), DEPRESSED 2 0 2 2
LYMPH NCDE, MAND
- DI SCOLORATI ON, DARK RED 3 5 8 3
- ENLARGED 1 1 2 1
LUNGS
-AREA(S), DARK RED 0 2 1 0
-AREA(S), VHI TE 0 2 0 0
Pl TUl TARY
- PALE 0 1 0 1
SKIN
-MATTING, RED 0 0 2 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68€E 10 18T

TABLE 40 (FO MALES - SCHEDULED NECROPSY)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 2
SPONSOR: ACC SUMMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

------- MALE -------

GROUP 1 2 3 4
NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUVBER OF AN MALS EXAM NED 30 30 30 30
SKI N - CONTI NUED
-HAI R LOSS 0 0 1 1
SPLEEN
- CYST(9) 0 1 0 0
RI GHT TESTI S
- SMALL 0 1 1 0
- SOFT 1 1 1 0
LEFT TESTI S
- SMALL 0 1 0 0
- SOFT 1 1 0 0
LEFT EPI DI DYM S
- SMALL 0 1 0 0
- SOFT 1 0 0 0
RI GHT EPIDIDYM S
- SMALL 0 1 0 0
- SOFT 1 0 0 0
TEETH
-M SSI NG 2 1 1 0
- BROKEN 0 0 1 0
- MALALI GNED 1 0 0 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68€E 10 68T

TABLE 40 (FO MALES - SCHEDULED NECROPSY)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 3
SPONSOR: ACC SUMMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

------- MALE -------
GROUP 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 30 30 30 30
LYMPH NCDE, MED
- ENLARGED 1 0 1 0
LYMPH NCDE, BRON
- ENLARGED 1 1 0 1
NO SI GNI FI CANT CHANGES OBSERVED - ALL EXAM NED Tl SSUES 21 19 16 20

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PGRSI v4. 02
09/ 04/ 2002
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TABLE 41 (FO FEMALES - SCHEDULED NECROPSY)
PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

----- FEMALE -----

GROUP 1 2 3 4
NUVBER OF AN MALS | N DOSE GROUP 30 30 30 30
NUVBER OF AN MALS EXAM NED 30 29 30 30
LYMPH NODE, MED
- ENLARGED 2 0 1 1
KI DNEYS
-AREA(S), RAI SED 0 1 0 1
- DI LATED PELVI S 1 2 0 0
-AREA(S), VHI TE 1 0 0 1
- AREA(S), DEPRESSED 0 0 0 2
LYMPH NCDE, MAND
- DI SCOLORATI ON, DARK RED 6 3 8 8
- ENLARGED 0 1 2 0
LI VER
-AREA(S), DARK RED 1 0 3 0
LUNGS
-AREA(S), VHITE 0 0 4 1
-AREA(S), DARK RED 1 0 2 0
Pl TUl TARY
- ENLARGED 1 0 0 0
ADI POSE Tl SSUE
- DI SCOLORATI ON, YELLOW 0 1 0 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68€ 10 /8T

TABLE 41 (FO FEMALES - SCHEDULED NECROPSY)
PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC SUMMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

----- FEMALE -----
GROUP 1 2 3 4

NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30

NUVBER OF AN MALS EXAM NED 30 29 30 30

SKI N

-MATTI NG, RED 0 1 1 1

-HAIR LOSS 2 0 0 0

- MASS 1 0 0 0

SPLEEN

-CYST(9) 0 1 0 1

LYMPH NCDE, BRON

- ENLARGED 0 2 0 0

THYMUS

- DI SCOLORATI ON, DARK RED 0 0 1 0

EAR(S)

- SWOLLEN 1 0 1 2

URI NARY BLADDER

- TH CKENED 0 1 0 0

- CALCULUS( 1) 0 1 0 0

UTERUS

- CONTENTS, GREEN 0 0 1 0

- DI STENDED 1 0 0 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 40 88T

TABLE 41 (FO FEMALES - SCHEDULED NECROPSY)
PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 3
SPONSOR: ACC SUMMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

----- FEMALE -----
GROUP 1 2 3 4

NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30

NUVBER OF AN MALS EXAM NED 30 29 30 30

UTERUS - CONTI NUED

- CONTENTS, CLEAR FLUI D 0 0 1 0

VAG NA

- NODULE( S) 0 0 1 0

TEETH

- FRACTURE 0 0 1 0

- MALALI GNED 0 0 0 2

NO SI GNI FI CANT CHANGES OBSERVED - ALL EXAM NED TI SSUES 17 20 13 17

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PGRSI v4. 02
09/ 04/ 2002



T68E 10 68T

TABLE 42 (FO FEMALES)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF | MPLANTATI ON SI TES
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM

MEAN 15.1 15.0 15.6 15.5
S. D 3.08 3.52 2.24 2.91
N 22 29 27 27
NUMBER BORN
MVEAN 13.9 14.0 14.9 14.7
S. D. 3.29 3.31 2.55 2.66
N 22 29 27 27
UNACCOUNTED SI TES
MEAN 1.2 0.9 0.7 0.8
S. D. 1.68 1.10 1.02 0. 83
N 22 28-A 27 27

None significantly different fromcontrol group
A = FEMALE NO 74805 DELIVERED 12 PUPS, BUT WAS EUTHANI ZED IN EXTREM S WTH 4 PUPS | N UTERO NOT | NCLUDED | N CALCULATI ON OF MEAN
NOTE: ONLY DAMS THAT HAVE DELI VERED ONE OR MORE PUPS ARE | NCLUDED | N CALCULATI ON OF MEAN.
Pl SSW5. 01
09/ 25/ 2002
R: 12/ 09/ 2002
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TABLE 43 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ORGAN VEEI GHTS [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
BRAIN (G
MEAN 2.11 2.11 2.12 2.13
S.D. 0.109 0. 091 0.078 0.114
N 30 30 30 30
LI VER (O
MEAN 17.35 17. 48 17.50 17. 48
S.D. 2.430 2.236 2. 055 2.798
N 30 30 30 30
KI DNEYS (O
MEAN 3. 60 3.63 3.65 3.75
S.D. 0.389 0. 408 0.328 0. 555
N 30 30 30 30
SPLEEN (G
MEAN 0.78 0.76 0.74 0.77
S.D. 0.136 0.106 0. 099 0.103
N 30 30 30 30
SEM VES/ CG FLUI D (G
VEAN 2.30 2.21 2.35 2.17
S.D. 0. 364 0.316 0.301 0. 361
N 30 30 30 30

None significantly different fromcontrol group



T68€ 10 16T

TABLE 43 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF ORGAN VEEI GHTS [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
PROSTATE (G
1.12 1.26 1. 34%* 1.24
S.D. 0. 256 0.199 0.240 0. 267
N 30 30 30 30
RI GHT TESTI'S (Q
MEA 1.82 1.73 1.74 1.85
S.D. 0.159 0.388 0.249 0.125
N 30 30 30 30
LEFT TESTIS (O
VEAN 1.83 1.79 1.81 1.85
S.D. 0. 165 0. 207 0.102 0.137
N 30 30 30 30
RIGHT EPIDIDYM S (G
MEAN 0.74 0.72 0.72 0.72
S.D. 0.070 0.078 0.085 0.078
N 30 30 30 30
LEFT EPIDIDYM S (O
MEAN 0.74 0.71 0.72 0.72
S.D. 0.071 0. 083 0. 067 0. 060
N 30 30 30 30

** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68€E 10 26T

PRQJECT NO.: W L-186013M
SPONSOR: ACC

RI GHT CAUDA EPID (O
MEAN

S. D
N

LEFT CAUDA EPID (Q
MEAN

S. D.
N

THYMUS (Q
MEAN
S.D.
N
ADRENAL GLANDS (G
VEAN

S. D
N

Pl TU TARY (G

0.2124
0. 06601
30

0. 0614
0.01174
30

0.0161
0. 00240
30

group

TABLE 43 (FO MALES)

MALE -----

0. 3027
0. 04112
30

0. 3260
0.04731
30

0. 2204
0. 06036
30

0. 0622
0. 00928
30

0.0154
0. 00246
30

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL | N RATS
SUMVARY OF ORGAN VEEI GHTS [ G

0. 2963
0. 05169
30

0. 3168
0. 04664
30

0. 2152
0. 04974
30

0. 0648
0. 00844
30

0. 0150
0. 00266
30

0. 2996
0. 03709
30

0. 3192
0. 03987
30

0. 2110
0. 05936
30

0. 0643
0.01076
30

0.0148
0. 00255
30

None significantly different from control

PCFBSTV5. 02
09/ 04/ 2002
R: 12/ 09/ 2002
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TABLE 44 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ORGAN VEEI GHTS [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
BRAIN (G
MEAN 1.98 1.99 2.00 2.02
S.D. 0. 069 0.075 0. 068 0.077
N 30 29 30 30
LI VER (O
MEAN 13. 42 13.55 13.18 12.90
S.D. 1.974 1. 645 1. 691 1.301
N 30 29 30 30
KI DNEYS (O
MEAN 2.25 2.30 2.23 2.29
S.D. 0.215 0.299 0.185 0.215
N 30 29 30 30
SPLEEN (G
MEAN 0.61 0. 63 0. 64 0. 64
S.D. 0.102 0. 094 0. 094 0.110
N 30 29 30 29
UTERUS/ CX/ OD ( Q)
VEAN 0.81 0.73 0. 84 0.73
S.D. 0.253 0.182 0.287 0.184
N 30 29 30 30

None significantly different fromcontrol group



T68€E 10 16T

TABLE 44 (FO FEMALES)

PRQJECT NO. : W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY OF | SOBUTANCOL | N RATS PAGE 2
SPONSOR: ACC SUMVARY OF ORGAN VEI GHTS [ G
----- FEMALE-----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
THYMJS (G
MEAN 0. 2574 0.2988 0. 2836 0.2778
S. D. 0. 05556 0.08174 0. 08141 0. 07585
N 30 29 30 30
OVARI ES (O
0. 1085 0. 1160 0.1160 0.1221
S.D. 0. 02558 0.01477 0.01851 0.01789
N 30 29 30 30
ADRENAL GLANDS (G
MEAN 0.0778 0. 0808 0. 0819 0. 0814
S.D. 0.01008 0.01062 0.01204 0. 01265
N 30 29 30 30
Pl TU TARY (Q
MEAN 0.0219 0. 0184* 0.0197 0.0192
S. D. 0. 00730 0. 00297 0. 00372 0. 00385
N 30 29 30 30
* = Significantly different fromthe control group at 0.05 using Dunnett’'s test
POFBSTV5. 02

12/ 09/ 2002
R: 12/ 09/ 2002
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TABLE 45 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
FI NAL BODY W (G
VEAN 534, 531. 526. 538.
S.D. 53.9 49.5 44.7 52. 6
N 30 30 30 30
BRAI N
VEAN 0.398 0. 400 0. 406 0.398
S.D. 0. 0339 0. 0367 0. 0315 0. 0332
N 30 30 30 30
LI VER
MEAN 3.242 3.288 3.322 3.241
S.D. 0.2428 0. 2327 0.2225 0. 3159
N 30 30 30 30
KI DNEYS
MEAN 0.676 0. 686 0. 695 0. 696
S.D. 0. 0415 0. 0691 0. 0587 0. 0663
N 30 30 30 30
SPLEEN
MEAN 0.147 0.143 0.142 0. 145
S.D. 0.0215 0.0168 0.0172 0. 0199
N 30 30 30 30

None significantly different fromcontrol group
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TABLE 45 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
SEM VES/ C& FLUI D
MEAN 0.432 0.421 0. 449 0. 407
S.D. 0.0577 0.0768 0. 0648 0.0726
N 30 30 30 30
PROSTATE
VEAN 0. 209 0. 238* 0. 257** 0.232
S.D. 0. 0443 0. 0389 0. 0500 0. 0464
N 30 30 30 30
RI GHT TESTI S
0.345 0.327 0.334 0. 346
S.D. 0.0471 0.0738 0. 0538 0. 0303
N 30 30 30 30
LEFT TESTI S
MEAN 0. 347 0.339 0. 346 0. 347
S.D. 0. 0483 0. 0433 0. 0263 0. 0332
N 30 30 30 30
RI GHT EPI DI DYM S
VEAN 0.139 0.136 0.137 0.134
S.D. 0.0167 0.0168 0.0192 0.0135
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test
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TABLE 45 (FO MALES)

PROJECT NO.: W L- 186013M | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
LEFT EPI DI DYM S
MEAN 0.140 0.135 0.137 0.134
S.D. 0.0185 0.0184 0. 0153 0.0118
N 30 30 30 30
RI GHT CAUDA EPI D
VEAN 0. 058 0. 057 0. 057 0. 056
S.D. 0. 0091 0. 0089 0. 0103 0. 0071
N 30 30 30 30
LEFT CAUDA EPID
MEAN 0. 063 0. 062 0. 061 0. 060
S.D. 0.0113 0.0104 0. 0099 0. 0081
N 30 30 30 30
THYMUS
MEAN 0. 040 0. 042 0.041 0. 039
S.D. 0.0116 0. 0109 0. 0082 0. 0106
N 30 30 30 30
ADRENAL GLANDS
VEAN 0.012 0.012 0.012 0.012
S.D. 0. 0022 0. 0020 0. 0015 0. 0023
N 30 30 30 30

None significantly different fromcontrol group
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TABLE 45 (FO MALES)

PRQJIECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMVARY OF ORGAN WI'S. RELATI VE TO FI NAL BODY WIS. [ G 100 G
----- MALE -----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
Pl TU TARY
MEAN 0.003 0.003 0.003 0.003
S.D. 0. 0005 0. 0005 0. 0006 0. 0005
N 30 30 30 30
None significantly different fromcontrol group
POFBSTV5. 02

09/ 04/ 2002
R: 12/ 09/ 2002
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TABLE 46 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
FI NAL BODY W (G
VEAN 321. 321. 322. 320
S.D. 22.7 21.3 29.2 21.1
N 30 29 30 30
BRAI N
MEAN 0. 620 0. 624 0.628 0. 633
S.D. 0. 0425 0. 0457 0. 0576 0. 0457
N 30 29 30 30
LI VER
MEAN 4.176 4.222 4.104 4.032
S.D. 0.4927 0. 4502 0. 4025 0.2927
N 30 29 30 30
KI DNEYS
MEAN 0.701 0.720 0. 698 0.715
S.D. 0. 0629 0. 0951 0.0577 0. 0582
N 30 29 30 30
SPLEEN
VEAN 0.192 0.196 0.199 0.201
S.D. 0. 0289 0. 0266 0. 0286 0.0324
N 30 29 30 29

None significantly different fromcontrol group
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TABLE 46 (FO FEMALES)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM
UTERUS/ CX/ CD
MEAN 0. 252 0.228 0. 264
S.D. 0.0796 0. 0546 0. 0940
N 30 29 30
THYMUS
MEAN 0. 081 0.093 0.088
S.D. 0.0194 0. 0262 0. 0229
N 30 29 30
OVARI ES
MEAN 0.034 0. 036 0. 037
S.D. 0. 0083 0. 0049 0. 0073
N 30 29 30
ADRENAL GLANDS
VEAN 0.024 0.025 0.026
S.D. 0. 0035 0. 0037 0. 0040
N 30 29 30
Pl TUl TARY
MEAN 0. 007 0. 006 0. 006
S.D. 0. 0021 0. 0009 0. 0013
N 30 29 30

None significantly different fromcontrol group

0.228
0. 0591
30

0. 087
0. 0241
30

0.038
0. 0052
30

0. 026
0. 0039
30

0. 006
0.0013
30

POFBSTVS. 02
12/ 09/ 2002
R 12/ 09/ 2002
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TABLE 47 (FO FEMALES - UNSCHEDULED DEATH)

PRQJECT NO.: W L- 186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF M CROSCCPI C FI NDI NGS
----- FEMALE -----
GROUP: 1 2 3 4
NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 0 1 0 0

ADRENAL CORTEX

TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREMARKABLE 0 1 0 0
ADRENAL MEDULLA
TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREMARKABLE 0 1 0 0
BRAI' N
TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREMARKABLE 0 1 0 0
KI DNEYS
TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREMARKABLE 0 0 0 0
- CAST, GRANULAR 0 1 0 0
M LD NONE 1 NONE NONE
-NECROSI S, TUBULAR 0 1 0 0
SEVERE NONE 1 NONE NONE
LI VER
TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREMARKABLE 0 0 0 0
-NECROSI S, HEPATOCELLULAR, CENTRI LOBULAR 0 1 0 0
MODERATE NONE 1 NONE NONE

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
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TABLE 47 (FO FEMALES - UNSCHEDULED DEATH)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 0 1 0 0
Ovl DUCTS
TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREMARKABLE 0 1 0 0
OVARI ES
TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREMARKABLE 0 0 0 0
- CYST 0 1 0 0
M NI VAL NONE 1 NONE NONE
Pl TUl TARY
TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREMARKABLE 0 1 0 0
SPLEEN
TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREMARKABLE 0 0 0 0
- DEPLETI ON, LYMPHO D 0 1 0 0
MODERATE NONE 1 NONE NONE
THYMUS
TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREVARKABLE 0 0 0 0
-NECRCSI S, LYMPHO D 0 1 0 0
MODERATE NONE 1 NONE NONE

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 10 €02

TABLE 47 (FO FEMALES - UNSCHEDULED DEATH)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 3
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 0 1 0 0
UTERUS
TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREMARKABLE 0 1 0 0
VAG NA
TOTAL NUMBER EXAM NED 1
EXAM NED, UNREMARKABLE 0 1 0 0
CERVI X
TOTAL NUMBER EXAM NED 0 1 0 0
EXAM NED, UNREMARKABLE 0 1 0 0
CAUSE OF DEATH
TOTAL NUMBER EXAM NED NA 1 NA NA
EXAM NED, UNREMARKABLE NA 0 NA NA
- RENAL NECROCSI S NA 1 NA NA
PRESENT NA 1 NA NA
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
NA = NOT APPLI CABLE
PHSI 2v4. 17

12/ 09/ 2002
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TABLE 48 (FO MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L- 186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF M CROSCCPI C FI NDI NGS
----- MALE -----
GROUP: 1 2 3 4
NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 20 11 13 20

ADRENAL CORTEX

TOTAL NUMBER EXAM NED 19 2 2 13
EXAM NED, UNREMARKABLE 15 2 2 11
- VACUOLATI ON, CYTOPLASM C 4 0 0 1
M NI VAL 4 NONE NONE 1
- HYPERTROPHY 0 0 0 2
M NI VAL NONE NONE NONE 2
ADRENAL MEDULLA
TOTAL NUMBER EXAM NED 19 2 2 13
EXAM NED, UNREMARKABLE 19 2 2 13
BRAI' N
TOTAL NUMBER EXAM NED 19 2 2 12
EXAM NED, UNREMARKABLE 18 2 2 12
- FI BROSI S 1 0 0 0
M LD 1 NONE NONE NONE
I LEUM
TOTAL NUMBER EXAM NED NA NA 1 NA
EXAM NED, UNREMARKABLE NA NA 0 NA
- DI VERTI CULUM NA NA 1 NA
PRESENT NA NA 1 NA
- HYPERPLASI A, LYMPHO D NA NA 1 NA
M LD NA NA 1 NA
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE
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TABLE 48 (FO MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— MALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 20 11 13 20
JEJUNUM
TOTAL NUMBER EXAM NED 1 NA NA NA
EXAM NED, UNREMARKABLE 0 NA NA NA
- DI VERTI CULUM 1 NA NA NA
PRESENT 1 NA NA NA
Kl DNEYS
TOTAL NUMBER EXAM NED 19 2 4 13
EXAM NED, UNREMARKABLE 3 0 0 1
- VACUOLATI ON, CYTOPLASM C 1 0 0 0
M NI VAL 1 NONE NONE NONE
- M NERALI ZATI ON, TUBULAR 6 0 0 1
M NI VAL 6 NONE NONE 1
- | NFLAMVATI ON, SUBACUTE 13 2 4 11
M NI VAL 12 2 4 10
M LD 1 NONE NONE 1
- BASOPHI LI C TUBULES 7 1 2 10
M NI VAL 5 1 2 9
M LD 2 NONE NONE 1
- DI LATATI ON, TUBULAR 3 0 1 2
M NI VAL 2 NONE 1 2
M LD 1 NONE NONE NONE
- M NERALI ZATI ON, PELVIC 1 0 0 0
M NI VAL 1 NONE NONE NONE
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68E 10 902

TABLE 48 (FO MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 3
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— MALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 20 11 13 20
KI DNEYS - CONTI NUED
- HYPERPLASI A, TRANSI TI ONAL CELL 1 0 0 0
M NI VAL 1 NONE NONE NONE
-FIBROSI S, | NTERSTI Tl AL 1 0 0 0
M NI VAL 1 NONE NONE NONE
LYMPH NODE, NMAND
TOTAL NUMBER EXAM NED 4 5 9 4
EXAM NED, UNREMARKABLE 0 0 0 0
- HEMORRHAGE 4 5 9 4
M NI VAL NA NA NA 2
M LD 2 1 4 1
MODERATE 2 4 4 1
SEVERE NA NA 1 NA
- HYPERPLASI A, LYMPHO D 1 4 8 4
M NI VAL NA 4 8 4
M LD 1 NA NA NA
- PLASMACYTCSI S 0 0 2 0
M LD NA NA 2 NA
LI VER
TOTAL NUMBER EXAM NED 19 2 2 12
EXAM NED, UNREMARKABLE 4 0 0 1
- VACUOLATI ON, CYTOPLASM C 1 0 0 0
M NI VAL 1 NONE NONE NONE
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68€E 10 102

TABLE 48 (FO MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 4
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— MALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 20 11 13 20
LI VER - CONTI NUED
- | NFI LTRATE, MONONUCLEAR 14 2 2 11
M NI VAL 14 2 2 11
LUNGS
TOTAL NUMBER EXAM NED NA 4 1 NA
EXAM NED, UNREMARKABLE NA 0 0 NA
-1 NFI LTRATE, MONONUCLEAR, PERI VASCULAR NA 4 1 NA
M NI VAL NA 3 NA NA
M LD NA 1 1 NA
- MACROPHAGES, ALVEOLAR NA 3 1 NA
M NI VAL NA 3 1 NA
- I NFI LTRATE, MONONUCLEAR, SUBPLEURAL NA 3 0 NA
M NI VAL NA 3 NA NA
- HEMORRHAGE NA 1 1 NA
M LD NA 1 1 NA
Pl TUl TARY
TOTAL NUMBER EXAM NED 19 3 2 13
EXAM NED, UNREVARKABLE 18 3 2 12
- CYST, PARS NERVCSA 1 0 0 0
M LD 1 NONE NONE NONE
- CYST, PARS | NTERVEDI A 0 0 0 1
M NI VAL NONE NONE NONE 1
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68E 10 802

TABLE 48 (FO MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 5
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— MALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 20 11 13 20
Pl TU TARY - CONTI NUED
- HYPERTROPHY, PARS DI STALI S 0 0 0 1
M LD NONE NONE NONE 1
PROSTATE
TOTAL NUMBER EXAM NED 19 2 2 12
EXAM NED, UNREMARKABLE 9 1 1 9
- NFI LTRATE, LYMPHOCYTE 6 0 0 3
M NI VAL 4 NONE NONE 3
M LD 2 NONE NONE NONE
- | NFLAMVATI ON, SUBACUTE 4 1 1 0
M NI VAL 3 1 NONE NONE
M LD 1 NONE 1 NONE
- CELLULAR DEBRI S 1 0 0 0
M NI VAL 1 NONE NONE NONE
SKI' N
TOTAL NUMBER EXAM NED NA NA 1 1
EXAM NED, UNREMARKABLE NA NA 0 1
- ATROPHY, HAIR FOLLI CLE NA NA 1 0
M LD NA NA 1 NA
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68E 10 602

TABLE 48 (FO MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 6
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— MALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 20 11 13 20
SPLEEN
TOTAL NUMBER EXAM NED 19 2 2 12
EXAM NED, UNREMARKABLE 17 1 2 12
- CYsST 1 1 0 0
M NI VAL 1 NONE NONE NONE
M LD NONE 1 NONE NONE
- PI GVENT, BROWN 1 0 0 0
M NI VAL 1 NONE NONE NONE
SEM NAL VESI CLES
TOTAL NUMBER EXAM NED 19 2 2 12
EXAM NED, UNREMARKABLE 19 2 2 12
THYMUS
TOTAL NUMBER EXAM NED 19 2 2 12
EXAM NED, UNREMARKABLE 6 0 0 2
- HEMORRHAGE 13 2 2 10
M NI VAL 11 2 2 8
M LD 2 NONE NONE 2
RI GHT TESTI S
TOTAL NUMBER EXAM NED 19 3 3 12
EXAM NED, UNREMARKABLE 18 2 2 12
- VACUOLATI ON, SEM NI FERQUS EPI THELI UM 1 0 0 0
M LD 1 NONE NONE NONE

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68€E 10 0TC

TABLE 48 (FO MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 7
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— MALE -----
GROUP: 1 2 3 4

NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 20 11 13 20
RI GHT TESTI S - CONTI NUED
-G ANT CELL 1 1 0 0

M NI VAL NONE 1 NONE NONE

M LD 1 NONE NONE NONE
- DEGENERATI ON, SEM NI FEROUS TUBULES 0 0 1 0

SEVERE NONE NONE 1 NONE

RI GHT EPI DI DYM S

TOTAL NUMBER EXAM NED 19 3 2 12
EXAM NED, UNREMARKABLE 16 2 2 11
- CELLULAR DEBRI S 2 1 0 0
M NI VAL 1 1 NONE NONE
M LD 1 NONE NONE NONE
- NFI LTRATE, LYMPHOCYTE 2 0 0 1
M NI VAL 2 NONE NONE 1
COAGULATI NG GL
TOTAL NUMBER EXAM NED 19 2 2 12
EXAM NED, UNREMARKABLE 19 2 2 12
LYMPH NODE, MED
TOTAL NUMBER EXAM NED 1 NA 1 NA
EXAM NED, UNREMARKABLE 0 NA 0 NA
- HYPERPLASI A, LYMPHO D 1 NA 1 NA
M NI VAL 1 NA 1 NA
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68€ 10 TTC

TABLE 48 (FO MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 8
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— MALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 20 11 13 20
LYMPH NODE, BRON
TOTAL NUMBER EXAM NED 1 1 NA 1
EXAM NED, UNREMARKABLE 0 0 NA 0
- HYPERPLASI A, LYMPHO D 1 1 NA 1
M NI VAL NA 1 NA 1
M LD 1 NA NA NA
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
NA = NOT APPLI CABLE
PHSI 2v4. 22

11/ 13/ 2003



T68E 10 2T¢

TABLE 49 (FO FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L- 186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF M CROSCCPI C FI NDI NGS
----- FEMALE -----
GROUP: 1 2 3 4
NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 23 9 17 16

ADRENAL CORTEX

TOTAL NUMBER EXAM NED 18 1 3 13
EXAM NED, UNREMARKABLE 17 1 3 13
- DEGENERATI ON, CYSTI C 1 0 0 0
M LD 1 NONE NONE NONE
ADRENAL MEDULLA
TOTAL NUMBER EXAM NED 18 1 3 13
EXAM NED, UNREMARKABLE 18 1 3 13
BRAI N
TOTAL NUMBER EXAM NED 18 1 3 13
EXAM NED, UNREMARKABLE 17 1 3 13
- HYDROCEPHALUS 1 0 0 0
MODERATE 1 NONE NONE NONE
LYMPH NODE, MED
TOTAL NUMBER EXAM NED 2 NA 1 1
EXAM NED, UNREMARKABLE 0 NA 0 0
- HYPERPLASI A, LYMPHO D 2 NA 1 1
M NI VAL 2 NA 1 1
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68€E 10 ETC

TABLE 49 (FO FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 2
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 23 9 17 16
KI DNEYS
TOTAL NUMBER EXAM NED 19 4 3 15
EXAM NED, UNREMARKABLE 4 0 2 3
- BASOPHI LI C TUBULES 6 2 0 4
M NI VAL 6 1 NONE 4
M LD NONE 1 NONE NONE
- | NFLAMVATI ON, SUBACUTE 10 2 1 7
M NI VAL 8 1 1 5
M LD 1 NONE NONE 2
MODERATE 1 NONE NONE NONE
SEVERE NONE 1 NONE NONE
- HYDRONEPHRCSI S 1 3 0 0
M LD 1 3 NONE NONE
- DI LATATI ON, TUBULAR 2 1 0 2
M NI VAL 1 NONE NONE 2
M LD NONE 1 NONE NONE
MODERATE 1 NONE NONE NONE
- M NERALI ZATI ON, TUBULAR 4 0 1 2
M NI VAL 4 NONE 1 2
- M NERALI ZATI ON, PELVIC 0 1 0 2
M NI VAL NONE NONE NONE 2
M LD NONE 1 NONE NONE
-FI BROSI S, CORTI CAL 1 1 0 1
M NI VAL NONE 1 NONE 1
M LD 1 NONE NONE NONE

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68€E 10 ¥Te

TABLE 49 (FO FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 3
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 23 9 17 16
Kl DNEYS - CONTI NUED
- | NFLAMVATI ON, SUPPURATI VE 0 0 0 1
M LD NONE NONE NONE 1
- HYPERPLASI A, TRANSI TI ONAL CELL 2 1 0 3
M NI VAL 1 NONE NONE 3
M LD 1 1 NONE NONE
- | NFLAMVATI ON, PYOGRANULOVATOUS 1 1 0 1
MODERATE 1 1 NONE 1
- FI BROSI S 0 0 0 1
M LD NONE NONE NONE 1
- HYPERPLASI A, TUBULAR 1 0 0 0
M NI VAL 1 NONE NONE NONE
LYMPH NODE, MAND
TOTAL NUMBER EXAM NED 6 4 8 8
EXAM NED, UNREMARKABLE 0 0 0 0
- HEMORRHAGE 6 4 8 8
M NI VAL NA 1 1 NA
M LD NA 2 NA 7
MODERATE 6 1 7 1
- HYPERPLASI A, LYMPHO D 6 3 7 8
M NI VAL 6 3 7 8
- PLASMACYTCSI S 1 1 3 1
M NI VAL NA NA 2 NA
M LD 1 1 1 1
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68E 10 GT¢

TABLE 49 (FO FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 4
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 23 9 17 16
LI VER
TOTAL NUMBER EXAM NED 19 1 6 13
EXAM NED, UNREMARKABLE 8 1 3 3
- I NFI LTRATE, MONONUCLEAR 11 0 3 10
M NI VAL 11 NONE 3 10
- PERI ARTERI TI S 1 0 0 0
M NI VAL 1 NONE NONE NONE
- VACUOLATI ON, CYTOPLASM C 0 0 0 1
M NI VAL NONE NONE NONE 1
LUNGS
TOTAL NUMBER EXAM NED 1 NA 6 1
EXAM NED, UNREMARKABLE 0 NA 0 0
-1 NFI LTRATE, MONONUCLEAR, PERI VASCULAR 1 NA 6 1
M NI VAL NA NA 6 1
M LD 1 NA NA NA
- MACROPHAGES, ALVEOLAR 1 NA 2 1
M NI VAL 1 NA 2 1
- I NFI LTRATE, MONONUCLEAR, SUBPLEURAL 0 NA 1 0
M NI VAL NA NA 1 NA
- HEMORRHAGE 0 NA 2 0
M NI VAL NA NA 1 NA
M LD NA NA 1 NA
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68E 10 9T¢

TABLE 49 (FO FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 5
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 23 9 17 16
MAMVARY GLAND
TOTAL NUMBER EXAM NED 1 NA NA NA
EXAM NED, UNREMARKABLE 0 NA NA NA
- #M ADENOCARCI NOVA 1 NA NA NA
PRESENT 1 NA NA NA
Ovl DUCTS
TOTAL NUMBER EXAM NED 18 1 3 13
EXAM NED, UNREMARKABLE 18 1 3 13
OVARI ES
TOTAL NUMBER EXAM NED 18 1 3 13
EXAM NED, UNREMARKABLE 8 1 2 10
- CYST 5 0 1 2
M NI VAL 3 NONE 1 1
M LD 2 NONE NONE 1
- M NERALI ZATI ON 1 0 0 1
M NI VAL 1 NONE NONE 1
- DECREASED CORPORA LUTEA 4 0 1 1
SEVERE 4 NONE 1 1
Pl TUI TARY
TOTAL NUMBER EXAM NED 18 1 3 13
EXAM NED, UNREMARKABLE 17 1 3 12
- CYST, PARS | NTERVEDI A 0 0 0 1
M NI VAL NONE NONE NONE 1
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

# = NEOPLASM M = NALI GNANT
NA = NOT APPLI CABLE



T68€E 10 LT¢C

TABLE 49 (FO FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L- 186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 6
SPONSOR: ACC SUMMARY OF M CROSCCPI C FI NDI NGS
----- FEMALE -----
GROUP: 1 2 3 4

NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 23 9 17 16
Pl TUI TARY - CONTI NUED
- HYPERPLASI A, PARS DI STALI S 1 0

M NI MAL 1 NONE NONE NONE

ADI PCSE TI SSUE

TOTAL NUMBER EXAM NED NA 1 NA NA
EXAM NED, UNREMARKABLE NA 0 NA NA
- NECROSI S NA 1 NA NA
M LD NA 1 NA NA
SKI' N
TOTAL NUMBER EXAM NED 2 NA 1 NA
EXAM NED, UNREMARKABLE 2 NA 0 NA
NOT EXAM NED 1 NA 0 NA
- CYST, KERATIN 0 NA 1 NA
M LD NA NA 1 NA
SPLEEN
TOTAL NUMBER EXAM NED 18 2 3 13
EXAM NED, UNREMARKABLE 18 1 3 13
- CYST 0 1 0 0
M LD NONE 1 NONE NONE
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68€E 10 8T¢

TABLE 49 (FO FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L- 186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 7
SPONSOR: ACC SUMMARY OF M CROSCCPI C FI NDI NGS
----- FEMALE -----
GROUP: 1 2 3 4
NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 23 9 17 16

LYMPH NODE, BRON

TOTAL NUMBER EXAM NED NA 2 NA NA
EXAM NED, UNREMARKABLE NA 1 NA NA
- HYPERPLASI A, LYMPHO D NA 1 NA NA
M NI MAL NA 1 NA NA
- PLASMACYTOS| S NA 1 NA NA
M NI MAL NA 1 NA NA

THYMJS
TOTAL NUMBER EXAM NED 18 1 3 13
EXAM NED, UNRENARKABLE 5 0 1 3
- HEMORRHAGE 13 1 2 10
M NI MAL 11 1 1 9
M LD 2 NONE 1 1

EAR( S)
TOTAL NUMBER EXAM NED 1 NA 1 2
EXAM NED, UNRENARKABLE 0 NA 0 0
- CHONDROPATHY, AUR! CULAR 1 NA 1 2
M LD NA NA 1 NA
MODERATE 1 NA NA 2

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68€E 10 6TC

TABLE 49 (FO FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 8
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 23 9 17 16
URI NARY BLADDER
TOTAL NUMBER EXAM NED NA 1 NA NA
EXAM NED, UNREMARKABLE NA 0 NA NA
- HYPERPLASI A, TRANSI TI ONAL CELL NA 1 NA NA
MODERATE NA 1 NA NA
UTERUS
TOTAL NUMBER EXAM NED 18 1 3 13
EXAM NED, UNREMARKABLE 11 0 1 11
- DI LATATI ON, LUMEN 5 1 0 1
M LD 4 1 NONE 1
SEVERE 1 NONE NONE NONE
- | MPLANTATI ON SI TE 2 0 0 2
PRESENT 2 NONE NONE 2
- | NFLAMVATI ON, SUBACUTE 0 0 1 0
M NI VAL NONE NONE 1 NONE
- METAPLASI A,  SQUAMOUS 0 0 1 0
M LD NONE NONE 1 NONE
VAG NA
TOTAL NUMBER EXAM NED 18 1 4 13
EXAM NED, UNREMARKABLE 18 1 4 13
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68E 10 0ce

TABLE 49 (FO FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L- 186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 9
SPONSOR: ACC SUMMARY OF M CROSCCPI C FI NDI NGS
----- FEMALE -----
GROUP: 1 2 3 4

NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 23 9 17 16
CERVI X

TOTAL NUMVBER EXAM NED 18 1 3 13

EXAM NED, UNREMARKABLE 18 1 3 13

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PHSI 2v4. 17

07/ 08/ 2003



T68€E 10 T2c

TABLE 50 (F1)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF PND O LI TTER DATA
GROUP 1 2 3 4
NUMBER BORN
MEAN 13.9 14.0 14.9 14.7
S. D. 3.29 3.31 2.55 2. 66
N 22 29 27 27
SEX AT Bl RTH (% MALES PER LI TTER)
MVEAN 49. 6 45. 4 46. 3 53.9
S. D 11.16 11.87 13.71 11.15
N 22 29 27 27
LI'VE LITTER SI ZE (PND 0)
VEAN 13.6 13.9 14. 4 14. 4
S. D. 3.28 3.27 2.83 2.60
N 22 29 27 27
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

SEX COVPARED US| NG KRUSKAL-WALLI' S, NUMBER BORN, AND LI VE LI TTER SI ZE COVMPARED USI NG DUNNETT' S

None significantly different fromcontrol group
PPVI ASv5. 01
12/ 09/ 2002



T68E 10 2cc

TABLE 51 (F1)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMVARY OF POSTNATAL SURVI VAL [ % PER LI TTER]
GROUP 1 2 3 4

PND O (RELATIVE TO NUMBER BORN)

MEAN 97.8 99. 3 97.2 98.1
S.D. 3.85 2.01 7.10 4.20
N 22 29 27 27
PND O TOPND 1
MEAN 100.0 97. 5++ 98. 2+ 97.1
S.D. 0. 00 3.99 3.74 10. 49
N 22 28 27 27
PND 1 TO PND 4 ( PRE-SELECTI ON)
MEAN 97.7 98.1 98. 4 96.5
S.D. 6. 83 4.55 3.53 9.02
N 22 28 27 27
PND 4 (POST-SELECTION) TO PND 7
MEAN 100.0 97. 8+ 98.1 100.0
S.D. 0. 00 4.88 7.52 0. 00
N 22 28 27 26
PND 7 TO PND 14
MEAN 100.0 91.5 99. 3 98.6
S.D. 0. 00 26. 14 3.85 5.39
N 22 28 27 26
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
+ = Significantly different fromthe control group at 0.05
++ = Significantly different fromthe control group at 0.01



T68€E 10 Ece

PRQJECT NO.: W L-186013F
SPONSOR: ACC

TABLE 51 (F1)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL I N RATS

SUMVARY OF POSTNATAL SURVI VAL [ % PER LI TTER]

PND 14 TO PND 21

99.5
2.80
26

100.0
0.00
26

95.0

MEAN 100.0
S. D. 0. 00
N 22
PND 21 TO PND 28
MVEAN 99.4
S. D 2.67
N 22
Bl RTH TO PND 4 ( PRE- SELECTI ON)
MVEAN 95.5
S. D 7.13
N 22
PND 4 (POST-SELECTION) TO PND 28
MVEAN 99. 4
S. D. 2.67
N 22
1- 0 PPM 2- 500 PPM

STATI STI CS PERFORMED USI NG KRUSKAL- WALLI S

3- 1000 PPM 4-

+ = Significantly different fromthe control group at 0.05

PPVI ASv5. 01
12/ 10/ 2002
R: 01/ 03/ 2003



T68E 10 vee

TABLE 52 (F1 - PRE-\WEANI NG

PRQJECT NO.: W L- 186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF PUP CLI NI CAL OBSERVATI ONS
PRE- VEANI NG
TOTAL NUMBER OF FI NDI NGS/ NUMBER OF PUPS W TH FI NDI NG
FI NDI NG GROUP 1 2 3 4
NORVAL
NO REMARKABLE OBSERVATI ONS 1319/ 297 1626/ 379 1693/ 382 1621/ 372
DI SPOSI TI ON
FOUND DEAD 13/ 13 22/ 22 21/ 21 30/ 30
SCHEDULED EUTHANASI A ( PND 28) 86/ 86 106/ 106 102/ 102 95/ 95
CULLED ON SCHEDULED DAY (PND 4) 121/ 121 155/ 155 161/ 161 157/ 157
M SSI NG 3 3 19/ 19 9/ 9 11/ 11
SENT TO NECROPSY DUE TO DEATH OF DAM o/ 0 12/ 12 o 0 o/ 0
BODY/ | NTEGUVENT
TAIL M SSI NG 711 o 0 o 0 14/ 2
SMALL | N SI ZE 4/ 3 4/ 1 6/ 6 5/ 5
SUBCUTANEQUS HEMORRHAGE( S) 1 1 2/ 2 2l 2 2/ 2
TAIL BLACK I'N COLCR 1/ 1 o 0 o 0 o/ 0
FI LAVENTOUS TAI L o 0 o/ 0 31 o/ 0
LACERATI ON( S) 1 1 o/ 0 o/ 0 2/ 1
UVBI LI CAL HERNI A 2l 2 1/ 1 o/ 0 o/ 0
SCABBI NG o 0 o 0 1/ 1 o/ 0
UNEVEN HAI R GROWTH 3 2 12/ 12 1 1 o 0
CARDI O- PULMONARY
LABORED RESPI RATI ON o 0 o 0 o 0 3/ 3
EYES/ EARS/ NOSE
DRI ED RED MATERI AL AROUND LEFT EYE 3 3 o 0 o 0 o/ 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 10 G¢¢

PRQJECT NO.: W L-186013F

TOTAL NUMBER OF FI NDI NGS/ NUMBER COF PUPS W TH FI NDI NG

TABLE 52 (F1 -
I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SUMMARY OF PUP CLI NI CAL OBSERVATI ONS

PRE- WVEANI NG

PRE- WVEANI NG)

SPONSOR: ACC
FI NDI NG GROUP
EYES/ EARS/ NOSE
DRI ED RED MATERI AL AROCUND NOSE
APPARENT OPACI TY RI GHT EYE
1- 0 PPM 2- 500 PPM 3- 1000 PPM

4-

2500 PPM

PAGE 2

4

o/ 0

o 0
PPOBSI v4. 03

01/ 03/ 2003



T68E 10 9¢¢

TABLE 53 (F1 - POST- WVEANI NG
PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMARY OF PUP CLI NI CAL OBSERVATI ONS

POST- VEANI NG
TOTAL NUMBER OF FI NDI NGS/ NUMBER COF PUPS W TH FI NDI NG

FI NDI NG GROUP 1 2 3 4
NORIVAL
NO REMARKABLE OBSERVATI ONS 183/ 83 203/ 90 243/ 108 232/ 102
DI SPCSI TI ON
FOUND DEAD o/ O 1/ 1 o/ o0 1/ 1
SCHEDULED EUTHANASI A ( PND 34) 6/ 6 o/ O 4/ 4 0o/ O
SCHEDULED EUTHANASI A ( PND 36) 2 2 o/ 0 o 0 o O
SCHEDULED EUTHANASI A ( PND 37) 15/ 15 30/ 30 44 44 42/ 42
BODY/ | NTEGUVENT
TAI L M SSI NG o/ O o/ o0 o/ O 3/ 1
SMALL I N SI ZE o/ 0 1/ 1 o/ o0 0o/ O
DRI ED BROWN MATTI NG o o o o 1/ 1 o o
EYES/ EARS/ NCSE
APPARENT OPACI TY RI GHT EYE o 0 1/ 1 o 0 o O
RI GHT EYE SMALL I N SI ZE o/ o 1/ 1 o/ o o/ O
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PPOBSI v4. 03

12/ 09/ 2002



T68€E 10 L2¢

TABLE 54 (F1 - PRE-\WEANI NG

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMVARY OF OFFSPRI NG VEI GHTS [(§
(LI TTER AS EXPERI MENTAL UNI T)
DOSE GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM WL H STORI CAL CONTROL- A
PND 1
MALES MEAN 6.9 6.6 6.7 6.7 7.0
S. D 0.79 0.68 0.69 0.69 0.20
N 22 28 27 27 7
FEMALES MEAN 6.5 6.1 6.3 6.4 6.5
S. D 0.77 0. 58 0. 60 0.61 0. 20
N 22 28 27 27 7
PND 4 (BEFORE SELECTI ON)
MALES MEAN 9.4 8. 7* 9.3 9.2 9.6
S. D 1.41 1.30 1.19 0.97 0.59
N 22 28 27 26 7
FEMALES MEAN 9.0 8. 2* 8.8 8.9 9.1
S. D 1.34 1.17 1.15 0. 87 0. 53
N 22 28 27 26 7
PND 7
MALES MEAN 12.9 11.0%* 12.0 12.3 13.8
S. D 2.10 2.32 1.74 1.91 1.70
N 22 28 27 26 7
FEMALES MEAN 12.5 10. 2** 11.3 11.9 13.0
S. D 2.05 2.09 1.68 1.75 1.59
N 22 28 27 26 7

PND = POSTNATAL DAY

A = HI STORI CAL CONTROL DATA FOR | NHALATI ON STUDI ES, WHERE N = NUMBER OF STUDI ES
Significantly different fromthe control group at 0.05 using Student’'s T-test
Significantly different fromthe control group at 0.01 using Student’'s T-test

* %



T68€E 10 8¢¢

TABLE 54 (F1 - PRE-\WEANI NG

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 2
SPONSOR: ACC SUMVARY OF OFFSPRI NG VEI GHTS [(§
(LI TTER AS EXPERI MENTAL UNI T)
DOSE GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM WL H STORI CAL CONTROL- A
PND 14
MALES MEAN 24.0 20. 4* 21.5 22.1 26.1
S. D 3.90 5.11 3.38 4.64 2.50
N 22 26 27 26 7
FEMALES MEAN 23.3 19. 5** 20. 5* 21.5 24.9
S. D 3.71 4.77 3.19 4.02 2.58
N 22 26 27 26 7
PND 21
MALES MEAN 38.5 32. 9** 33. 4* 35.4 41.7
S. D 6.58 7.00 4.83 5. 47 4.87
N 22 26 27 25 7
FEMALES MEAN 36.9 31. 5** 32. 1* 34. 4 40.0
S. D 6.17 6. 45 4.55 4.12 4.62
N 22 26 27 25 7
PND 28
MALES MEAN 72.0 60. 5** 64.1 67. 4 NA
S. D 11.57 14.90 10. 50 10. 07
N 22 26 27 25
FEMALES MEAN 66. 7 56. 7** 59.5 63. 4 NA
S. D 9. 94 12. 70 8. 55 6. 95
N 22 26 27 25

PND = POSTNATAL DAY

A = HI STORI CAL CONTROL DATA FOR | NHALATI ON STUDI ES, WHERE N = NUMBER OF STUDI ES
NA NOT APPLI CABLE

* Significantly different fromthe control group at 0.05 using Student’'s T-test
Significantly different fromthe control group at 0.01 using Student’s T-test

PPWSUSNv5. 01
09/ 04/ 2002
R: 10/ 16/ 2003



T68E 10 622

TABLE 55 (F1 - POST- WVEANI NG
I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1

PRQJECT NO.: W L-186013F |
SUMVARY OF OFFSPRI NG VEI GHTS [(§

SPONSOR: ACC
DOSE GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
PND 32
MALES MEAN 96. 8 83. 8** 85.6 93.3
S. D 12. 84 21. 22 14. 40 14. 48
N 42 45 53 50
FEMALES MEAN 88.5 7.7 78.7 86. 4
S. D 12. 27 16. 47 12. 39 9.91
N 41 45 55 53
PND 35
MALES MEAN 117.7 103. 6* 104. 8 114.8
S. D 16. 66 24.76 17.78 17. 63
N 39 45 51 50
FEMALES MEAN 107. 2 94. 4** 95.0 103. 8
S. D 14. 07 18.92 14. 60 11.78
N 38 45 53 53

PND = POSTNATAL DAY

* = Significantly different fromthe control group at 0.05 using Student’s T-test

** = Significantly different fromthe control group at 0.01 using Student’'s T-test
PPWBUSNv5. 01
09/ 04/ 2002

R 12/ 09/ 2002



T68E 10 0EC

TABLE 56 (F1 - PRE-\WEANI NG

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMVARY OF OFFSPRI NG VEI GHT CHANGES [ G
(LI TTER AS EXPERI MENTAL UNI T)
DOSE GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
PND 1 TO 4 (BEFORE SELECTI ON)
MALES MEAN 2.5 2.1 2.6 2.6
S. D 0.76 0.83 0.77 0. 65
N 22 28 27 26
FEMALES MEAN 2.5 2.0 2.5 2.5
S. D 0.72 0. 80 0.75 0. 60
N 22 28 27 26
PND 4 TO 7
MALES MEAN 3.5 2. 3** 2.7* 3.1
S. D 1.00 1.20 0.82 1.08
N 22 28 27 26
FEMALES MEAN 3.5 2. 1** 2.6** 3.0
S. D 0.98 1.10 0.78 1.05
N 22 28 27 26
PND 7 TO 14
MALES MEAN 11.1 9.3 9.5 9.8
S. D 2.13 3.10 1.94 2.93
N 22 26 27 26
FEMALES MEAN 10.8 9.1 9.2 9.6
S. D 2.02 3. 00 1.89 2.58
N 22 26 27 26

PND = POSTNATAL DAY
* = Significantly different fromthe control group at 0.05 using Student’s T-test
** = Significantly different fromthe control group at 0.01 using Student’'s T-test



T68E 10 TEC

TABLE 56 (F1 - PRE-\WEANI NG

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 2
SPONSOR: ACC SUMVARY OF OFFSPRI NG VEI GHT CHANGES [ G
(LI TTER AS EXPERI MENTAL UNI T)
DOSE GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
PND 14 TO 21
MALES MEAN 14.5 12. 5% 12.0** 12. 7%
S. D 3. 06 2.37 1.75 2.60
N 22 26 27 25
FEMALES MEAN 13.6 12. 0% 11.6%* 12. 4
S. D 2.76 2.25 1.69 1.98
N 22 26 27 25
PND 21 TO 28
MALES MEAN 33.6 27.6** 30.7 32.0
S. D 5.76 8.14 6.12 5.17
N 22 26 27 25
FEMALES MEAN 29.6 25, 2** 27. 4 29.0
S. D 5.01 6. 55 4.62 3.41
N 22 26 27 25

PND = POSTNATAL DAY

* = Significantly different fromthe control group at 0.05 using Dunnett’s test

** = Significantly different fromthe control group at 0.01 using Dunnett’'s test
PPWBUSNv5. 01
09/ 04/ 2002
R: 12/ 10/ 2002



T68E 10 ¢EC

TABLE 57 (F1 - POST- WVEANI NG

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF OFFSPRI NG VEI GHT CHANGES [ G
DOSE GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
PND 28 TO 32
MALES MEAN 24.8 22.2 21. 3* 24.7
S. D 5.04 6.10 7.11 5.14
N 42 45 53 50
FEMALES MEAN 21.4 19.4 19.3 21.7
S. D 4.94 5.17 3.95 4.11
N 41 45 55 53
PND 32 TO 35
MALES MEAN 21.2 19.8 19.0 21.6
S. D 4.49 4.48 4.12 4.46
N 39 45 51 50
FEMALES MEAN 18.5 16.8 16. 3* 17. 4
S. D 3.08 3. 56 4.40 3. 43
N 38 45 53 53

PND = POSTNATAL DAY
* = Significantly different fromthe control group at 0.05 using Dunnett’s test



T68E 10 €EC

TABLE 57 (F1 - POST- WVEANI NG

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC SUMVARY OF OFFSPRI NG VEI GHT CHANGES [ G
DOSE GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
PND 28 TO 35
MALES MEAN 46.0 42.0 40. 4* 46. 3
S. D 8.84 9.83 10. 43 8.71
N 39 45 51 50
FEMALES MEAN 40.1 36. 2* 35. 7** 39.1
S. D 6. 67 8. 09 6.72 6. 57
N 38 45 53 53

PND = POSTNATAL DAY

* = Significantly different fromthe control group at 0.05 using Dunnett’s test

** = Significantly different fromthe control group at 0.01 using Dunnett’'s test
PPWBUSNv5. 01
09/ 04/ 2002



T68E 10 vEC

TABLE 58 (F1 - FOUND DEAD PUPS)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMARY OF PUP NECROPSY FI NDI NGS
FOUND DEAD PUPS
PUPS LI TTERS
DOSE GROUP: 1 2 3 4 1 2 3 4

NUMBER EXAM NED VI SCERALLY 13 23 21 31-A 8 12 10 12
BRAI N

DI SCOLORATI ON, DARK RED 0 1 0 0 0 1 0 0
LUNGS

NOT FULLY COLLAPSED 0 1 0 0 0 1 0 0
STOVACH

M LK PRESENT 0 4 2 3 0 3 2 1

M LK NOT PRESENT 7 4 11 10 6 3 6 6

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

A = INCLUDES 5 PUPS FROM LI TTER NO. 74784 THAT DROWNED DUE TO TECHNI CAL ERROR
PPNSI v4. 0

12/ 09/ 2002
R: 12/ 09/ 2002



T68E 10 GEC

TABLE 59 (F1 - WEANLINGS NOT SELECTED FOR ORGAN VEI GHTS)

PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF PUP NECROPSY FI NDI NGS
EUTHANI ZED PUPS
PUPS LI TTERS
DOSE GROUP: 1 2 3 4 1 2 3 4
NUVBER EXAM NED VI SCERALLY 66 96 97 87 21 27 27 25
LI VER
AREA(S), RAI SED 0 1 0 0 0 1 0 0
STOMACH
M LK PRESENT 0 12 0 0 0 1 0 0
KI DNEY
DI LATED PELVI S 0 0 2 0 0 0 2 0
VARI ATI ON
OVl DUCT- CYSTS 0 0 0 1 0 0 0 1
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PPNSI v4. 0

12/ 09/ 2002



T68E 10 9gC

PRQJECT NO.: W L-186013T
SPONSOR: ACC

TABLE 60 (F1 - PND 28 PUPS SELECTED FOR ORGAN VEl GHTS)
I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SUMMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

1 2 3 4

NUMBER OF ANI MALS EXAM NED

NO SI GNI FI CANT CHANGES OBSERVED - ALL EXAM NED TI SSUES 22 26 26 25

500 PPM 3-

1000 PPM 4- 2500 PPM

PGRSI v4. 02
09/ 04/ 2002
R: 12/ 09/ 2002



T68E 10 LEC

TABLE 61 (F1 - PND 28)

PROJECT NO.: W L- 186013T | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ORGAN VEEI GHTS [ G DAY 28
----- MALE -----

GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM

BRAI N (GO
MEAN 1.4819 1. 4222 1. 4380 1. 4847
S.D. 0.10731 0.13772 0.10135 0. 08379
N 22 26 26 25

SPLEEN (G
VEAN 0. 3050 0. 2690 0.2779 0. 3150
S.D. 0. 05189 0. 07299 0. 03896 0.03778
N 22 26 26 25

THYMUS GLAND (G

N 0.3313 0.2678* 0. 2890 0.3114
S.D. 0. 07232 0. 09643 0. 06929 0. 06951
N 22 26 26 25

* = Significantly different fromthe control group at 0.05 using Dunnett’s test



T68E 10 8EC

PRQJECT NO.: W L-186013T

TABLE 61 (F1 - PND 28)
SUMVARY OF ORGAN VEI GHTS [ G

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS

PAGE 2
DAY 28

----- FEMALE-----
500 PPM

SPONSOR: ACC
GROUP; 0 PPM

BRAI N (GO
N 1. 4383
S.D 0. 08886
N 21

SPLEEN (G
N 0.2610
S.D 0. 04514
N 21

THYMUS GLAND ( Q)

N 0. 3105
S.D. 0. 07322
N 21

1. 3568*
0.11131
26

0. 2457
0. 05899
26

0. 2659
0. 08683
26

1. 3862
0. 10264
27

0. 2488
0. 04541
27

0. 2830
0. 08336
27

1.4197
0. 07730
25

0. 2640
0. 03643
25

0.2793
0.04871
25

* = Significantly different fromthe control group at 0.05 using Dunnett’s test

POFBSTV5. 02
09/ 04/ 2002



T68E 10 6EC

TABLE 62 (F1 - PND 28)

PROJECT NO.: W L- 186013T | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G DAY 28
----- MALE -----

GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
FI NAL BODY W (G
VEAN 72. 61. * 65. 68.
S.D. 11.8 15.7 10. 2 10.1
N 22 26 26 25
BRAI N
MEAN 2.127 2. 460 2. 255 2.222
S.D. 0. 4077 0. 5966 0.3431 0.3517
N 22 26 26 25
SPLEEN
MEAN 0.428 0.441 0.432 0.470
S.D. 0. 0535 0. 0595 0. 0646 0. 0812
N 22 26 26 25
THYMUS GLAND
MEAN 0. 462 0.428 0. 440 0. 455
S.D. 0. 0653 0.0793 0. 0653 0.0717
N 22 26 26 25

* = Significantly different fromthe control group at 0.05 using Dunnett’'s test



T68E 10 Ove

TABLE 62 (F1 - PND 28)

PROJECT NO.: W L- 186013T | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G DAY 28
----- FEMALE-----

GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
FI NAL BODY W (G
VEAN 66. 57. 60. 63
S.D. 10. 2 14.5 10. 4 8.5
N 21 26 27 25
BRAI N
MEAN 2. 252 2.555 2.364 2.297
S.D. 0.4143 0.7034 0. 3501 0.2988
N 21 26 27 25
SPLEEN
MEAN 0.399 0.441 0.417 0.427
S.D. 0. 0493 0. 0819 0. 0536 0. 0798
N 21 26 27 25
THYMUS GLAND
MEAN 0.470 0. 460 0. 465 0. 446
S.D. 0.0734 0. 0647 0. 0930 0. 0656
N 21 26 27 25

None significantly different fromcontrol group
POFBSTV5. 02
09/ 25/ 2002



T68€E 10 Tve

TABLE 63 (F1)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF DEVELOPMENTAL PARAMETERS

BALANOPREPUTI AL SEPARATI ON

MALES
1 30 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 1 3. %
2 30 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. %
3 30 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. %
4 30 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0.% 0 0. % 0 0. % 1 3. %
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 10 ¢ve

TABLE 63 (F1)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF DEVELOPMENTAL PARAMETERS

BALANOPREPUTI AL SEPARATI ON

MALES
1 30 2 7. % 5 17.% 8 27.% 10 33.% 13 43.% 15 50.% 17 57.% 23 77.% 26 87.%
2 30 0 0. % 1 3. % 7 23.% 9 30.% 11 37.% 13 43.% 15 50.% 18 60.% 21 70.%
3 30 1 3. % 3 10.% 7 23.% 10 33.% 10 33.% 11 37.% 19 63.% 23 77.% 24 80.%
4 30 2 7. % 5 17.% 7 23.% 13 43.% 19 63.% 23 77.% 25 83.% 27 90.% 27 90.%
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 10 Eve

TABLE 63 (F1)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF DEVELOPMENTAL PARAMETERS

BALANOPREPUTI AL SEPARATI ON

DOSE TOTAL DAY: 53 54 55 56 57 58 59 60 61
GROUP  PUPS
MALES

1 30 27 90.% 28 93.% 29 97. % 30 100. %
2 30 23 77.% 26 87.% 26 87.% 27 90.% 28 93.% 28 93.% 28 93.% 29 97. % 29 97. %
3 30 26 87.% 26 87.% 26 87.% 26 87.% 27 90.% 28 93.% 29 97. % 29 97. % 30 100. %
4 30 27 90.% 28 93.% 28 93.% 28 93.% 29 97. % 30 100. %

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 10 ve

TABLE 63 (F1)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF DEVELOPMENTAL PARAMETERS

BALANOPREPUTI AL SEPARATI ON

GROUP  PUPS
MALES
2 30 30 100. %
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PBBSUv3. 03
09/ 04/ 2002
R: 09/ 26/ 2002



T68E 10 Gve

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SUMVARY OF DAYS OF ACQUI SI TION AND BCDY WEI GHTS [GF

SPONSOR: ACC

TABLE 64 (F1 - AT BALANOPREPUTI AL SEPARATI ON)

DAY OF ACQUSI TI ON

MEAN 49.0

S. D. 3.02

N 22

BODY WEI GHT

MVEAN 236.1

S. D 18. 37

N 22

1- 0 PPM 2- 500 PPM

2 3
51.1 50.0
4.42 4.07
26 27
220. 9* 222.0
22. 41 19.21
26 27
3- 1000 PPM 4- 2500 PPM

Significantly different fromcontrol

group at 0.05 using Dunnett’s test

MANUALV1. O
09/ 09/ 2002
R: 12/ 09/ 2002



T68E 10 92

TABLE 65 (F1)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF DEVELOPMENTAL PARAMETERS

VAG NAL PATENCY

DOSE TOTAL DAY: 25 26 27 28 29 30 31 32 33
GROUP  PUPS
FEMALES
1 36 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 4 11.% 9 25.%
2 38 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 2 5 %
3 45 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 1 2.% 2 4. %
4 45 0 0. % 0 0. % 0 0. % 0 0. % 0 0. % 0 0.% 1 2. % 3 7. % 6 13.%
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 10 L2

TABLE 65 (F1)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF DEVELOPMENTAL PARAMETERS

VAG NAL PATENCY

DOSE TOTAL DAY: 34 35 36 37 38 39 40 41 42
GROUP  PUPS
FEMALES

1 36 15 42.% 21 58.% 29 81.% 30 83.% 34 94.% 34 94. % 34 94. % 35 97. % 36 100. %
2 38 14 37.% 17 45. % 19 50.% 24 63.% 28 74.% 31 82.% 32 84.% 33 87.% 36 95.%
3 45 11 24.% 18 40.% 28 62.% 36 80.% 40 89.% 41 91. % 43 96. % 45 100. %
4 45 19 42.% 30 67.% 38 84.% 40 89. % 42 93. % 43 96. % 44 98. % 45 100. %

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 10 8¥¢

TABLE 65 (F1)
PROJECT NO.: W L- 186013F | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF DEVELOPMENTAL PARAMETERS

VAG NAL PATENCY

DOSE TOTAL DAY: 43 44
GROUP  PUPS
FEMALES
2 38 37 97. % 38 100. %
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PBBSUv3. 03
09/ 04/ 2002
R: 09/ 26/ 2002



T68E 10 6¥¢

TABLE 66 (F1 - AT VAG NAL PATENCY)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF DAYS OF ACQUI SI TION AND BCDY WEI GHTS [GF
GROUP 1 2 3 4

DAY OF ACQUSI TI ON

MEAN 35.3 37. 4** 36.0 35.2
S. D. 2.36 3.17 1.71 2.12

N 22 26 27 25

MEAN BODY WEI GHT

MEAN 109.0 105.9 104.0 105.9
S. D 12.09 12.76 12. 95 12. 68

N 22 26 27 25

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

** = Significantly different fromcontrol group at 0.01 using Dunnett’s test
MANUALV1. O

09/ 09/ 2002
R: 12/ 09/ 2002



T68€E 10 052

TABLE 67 (F1 MALES)

PRQJECT NO.: W L-186013A I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF SURVI VAL AND DI SPCSI Tl ON
MALES

GROUP 1 2 3 4

WEEK LI VE FD EE SE LI VE FD EE SE LI VE FD EE SE LI VE FD EE SE
16 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
17 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
18 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
19 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
20 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
21 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
22 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
23 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
24 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
25 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
26 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
27 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
28 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
29 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
30 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
31 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
32 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
33 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
34 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
35 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
36 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
37 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
38 0 0 0 30 0 0 0 30 0 0 0 30 0 0 0 30

WEEK = WEEK OF STUDY FD = FOUND DEAD EE = EUTHANI ZED IN EXTREM S SE = SCHEDULED EUTHANASI A
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PSURW4. 02
09/ 04/ 2002
R: 09/ 14/ 2002



T68€E 10 192

TABLE 68 (F1 FEMALES)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF SURVI VAL AND DI SPCSI Tl ON
FEMALES

GROUP 1 2 3 4

WEEK LI VE FD EE SE LI VE FD EE SE LI VE FD EE SE LI VE FD EE SE
16 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
17 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
18 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
19 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
20 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
21 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
22 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
23 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
24 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
25 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
26 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
27 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
28 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
29 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
30 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
31 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O

WEEK = WEEK OF STUDY FD = FOUND DEAD EE = EUTHANI ZED IN EXTREM S SE = SCHEDULED EUTHANASI A
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 10 252

TABLE 68 (F1 FEMALES)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC SUMVARY OF SURVI VAL AND DI SPCSI Tl ON
FEMALES
GROUP 1 2 3 4
WEEK LI VE FD EE SE LI VE FD EE SE LI VE FD EE SE LI VE FD EE SE
32 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
33 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
34 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
35 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
36 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
37 30 0 0 O 30 0 0 O 30 0 0 O 30 0 0 O
38 0 0 0 30 0 0 0 30 0 0 0 30 0 0 0 30
WEEK = WEEK OF STUDY FD = FOUND DEAD EE = EUTHANI ZED IN EXTREM S SE = SCHEDULED EUTHANASI A
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PSURW4. 02
10/ 04/ 2002
R 07/ 08/ 2003



T68E 10 €52

TABLE 69 (F1 MALES - DETAI LED PHYSI CAL EXAM NATI ONS)

PRQJECT NO.: W L-186013A I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF CLI NI CAL FI NDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
————— MALE -----
TABLE RANCE: 01-02-02 TO 05-31-02

GROUP: 1 2 3 4
NORVAL
-NO SI GNI FI CANT CLI NI CAL OBSERVATI ONS 576/ 30 586/ 30 555/ 30 593/ 30
DI SPCSI TI ON
- SCHEDULED EUTHANASI A 30/ 30 30/ 30 30/ 30 30/ 30
BODY/ | NTEGUVENT
- DRI ED BROAN MATERI AL ANOGENI TAL AREA 0/ 0 0/ 0 1/ 1 0/ 0
-DI STAL END OF TAIL M SSI NG 19/ 1 0/ 0 0/ 0 0/ 0
- SCABBI NG LEFT LATERAL THORACI C AREA o/ 0 o/ 0 o/ 0 1/ 1
- SCABBI NG RI GHT LATERAL NECK 0/ 0 0/ 0 0/ 0 1/ 1
-HAIR LOSS RI GHT LATERAL THORACI C AREA 0/ 0 0/ 0 0/ 0 1/ 1
- SCABBI NG RI GHT SHOULDER AREA o/ 0 o/ 0 5/ 1 o/ 0
-HAIR LOSS RI GHT FORELI MB 11/ 1 11/ 2 8/ 2 71 2
-HAIR LOSS LEFT FORELI MB 11/ 1 1/ 1 71 2 7/ 2
- SCABBI NG RI GHT FORELI VB 1/ 1 o/ 0 o/ 0 o/ 0
- DRI ED MATERI AL DORSAL HEAD 0/ 0 0/ 0 1/ 1 0/ 0
-HAIR LOSS VENTRAL NECK 2/ 1 0/ 0 0/ 0 0/ 0
-HAIR LOSS LEFT SHOULDER AREA o/ 0 o/ 0 o/ 0 1/ 1
EYES/ EARS/ NCSE
- DRI ED RED MATERI AL AROUND NOSE 15/ 8 71 5 71 4 71 4

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 10 52

TABLE 69 (F1 MALES -

PRQJECT NO.: W L-186013A
SPONSOR: ACC

SUMMARY OF CLI NI CAL FI NDI NGS:

DETAI LED PHYSI CAL EXAM NATI ONS)
I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
TOTAL OCCURRENCE/ NO. OF ANI MALS

PAGE 2

TABLE RANCE:
GROUP:

EYES/ EARS/ NOSE
-DRI ED RED MATERI AL AROUND RI GHT EYE
-DRI ED RED MATERI AL AROUND LEFT EYE
-HAI R LOSS DORSAL NOSE
-DRI ED RED MATERI AL DORSAL NOSE
- NOSE APPEARS SWOLLEN
- NOSE DEVI ATED TOMRDS LEFT, RED WET
DI SCHARGE BOTH NOSTRI LS
- MECHANI CAL | NDURY, GASPI NG FOR Al R, RED
VET MATERI AL DI SCHARGES THROUGH THE NOSE
-RI GHT EAR APPEARS RED AND SWOLLEN
-LEFT EAR APPEARS RED AND SWOLLEN

EXCRETA
- SOFT STOOL

ORAL/ DENTAL

- UPPER | NCl SORS MALAL| GNED

- TEETH LONG, TRI MVED

- UPPER | NCl SORS AVULSED ROSTRALLY
- MAXI LLARY AREA SLI GHTLY SWOLLEN

o
<
OO O OO0OO0OOoOrOo

[N
~
[N

OO O OO0OO0OrOoR

N

oo = PRPOOMAW

~

o
=
PR, O OORrROOR

~
-~
~

1- 0 PPM 2- 500 PPM 3-

1000 PPM 4-

2500 PPM

PCSW4. 04
12/ 09/ 2002
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TABLE 70 (F1 FEMALES - DETAI LED PHYSI CAL EXAM NATI ONS)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF CLI NI CAL FI NDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
————— FEMALE-----
TABLE RANCE: 01-02-02 TO 05-31-02

GROUP: 1 2 3 4
NORVAL
-NO SI GNI FI CANT CLI NI CAL OBSERVATI ONS 570/ 30 576/ 29 596/ 30 544/ 29
DI SPCSI TI ON
- SCHEDULED EUTHANASI A 30/ 30 30/ 30 30/ 30 30/ 30
BODY/ | NTEGUVENT
-DI STAL END OF TAIL M SSI NG 0/ 0 20/ 1 0/ 0 0/ 0
- TAI L ABSENT 0/ 0 0/ 0 0/ 0 20/ 1
- SCABBI NG DORSAL THORACI C AREA o/ 0 2/ 1 3/ 1 o/ 0
-HAIR LOSS DORSAL THORACI C AREA 0/ 0 2/ 1 3/ 1 0/ 0
-HAIR LOSS RI GHT FORELI MB 20/ 7 14/ 4 15/ 3 34/ 7
-HAIR LOSS LEFT FORELI MB 28/ 5 14/ 4 16/ 2 32/ 5
-HAIR LOSS DORSAL RUWP 0/ 0 1/ 1 0/ 0 0/ 0
-DRI ED YELLOW MATERI AL UROGENI TAL AREA 0/ 0 0/ 0 1/ 1 0/ 0
-HAI R LOSS VENTRAL NECK o/ 0 o/ 0 1/ 1 o/ 0
-DRI ED RED MATERI AL DORSAL HEAD 1/ 1 0/ 0 0/ 0 0/ 0
- SCABBI NG LEFT FORELI MB 1/ 1 1/ 1 0/ 0 2/ 1
-HAIR LGSS RI GHT HI NDLI MB 2/ 1 o/ 0 o/ 0 1/ 1
-HAIR LOSS LEFT HI NDLI MB 0/ 0 0/ 0 0/ 0 1/ 1
-WET RED MATERI AL ANOGEN TAL AREA 1/ 1 0/ 0 0/ 0 0/ 0
- SCABBI NG RI GHT FORELI VB 1/ 1 o/ 0 2/ 1 o/ 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 10 9G9¢

TABLE 70 (F1 FEMALES - DETAI LED PHYSI CAL EXAM NATI ONS)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 2
SPONSOR: ACC SUMMARY OF CLINI CAL FINDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
----- FEMALE-----
TABLE RANGE: 01-02- 02 TO 05- 31- 02
GROUP: 1 2 3 4

BODY/ | NTEGUVENT

- SCABBI NG LEFT HI NDLI MB 0/ 0 0/ 0 0/ 0 1/ 1
-HAIR LOSS LUMBAR AREA 0/ 0 2/ 1 0/ 0 0/ 0
-HAIR LOSS VENTRAL THCORACI C AREA o/ 0 o/ 0 o/ 0 2/ 1
-HAIR LOSS RI GHT LATERAL THORACI C AREA 0/ 0 0/ 0 0/ 0 2/ 1
-HAIR LOSS UROGENI TAL AREA 0/ 0 1/ 1 0/ 0 0/ 0
EYES/ EARS/ NOSE

-DRI ED RED MATERI AL AROUND RI GHT EYE 15/ 2 0/ 0 0/ 0 0/ 0
- DRI ED RED MATERI AL AROUND NOSE 3/ 2 4/ 3 3/ 3 5/ 5
-RED AND SWOLLEN RI GHT EAR 0/ 0 0/ 0 0/ 0 21/ 2
-RED AND SWOLLEN LEFT EAR 0/ 0 0/ 0 0/ 0 21/ 2
-DRI ED RED MATERI AL AROUND LEFT EYE 1/ 1 o/ 0 o/ 0 o/ 0
EXCRETA

- SOFT STOCOL o/ 0 1/ 1 o/ 0 o/ 0
ORAL/ DENTAL

- TEETH LONG, TRI MVED 5/ 1 o/ 0 o/ 0 o/ 0
- UPPER | NCl SORS MALALI GNED 1/ 1 0/ 0 0/ 0 0/ 0
SPECI AL ||

- ESTROUS SMEARS DETERM NED TO BE ESTRUS 11/11 6/ 6 6/ 6 10/ 10

PRI OR TO NECROPSY

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68€E 10 /G2

TABLE 70 (F1 FEMALES - DETAI LED PHYSI CAL EXAM NATI ONS)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 3
SPONSOR: ACC SUMVARY OF CLI NI CAL FI NDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
————— FEMALE-----
TABLE RANCE: 01-02-02 TO 05-31-02
GROUP: 1 2 3 4
SPECI AL ||
- ESTROUS SMEARS DETERM NED TO BE 12/ 12 12/ 12 14/ 14 10/ 10
DI ESTRUS PRI OR TO NECROPSY
- ESTROUS SMEARS DETERM NED TO BE 1/ 1 4/ 4 2/ 2 5/ 5
PROESTRUS PRI OR TO NECROPSY
- ESTROUS SMEARS DETERM NED TO BE 6/ 6 8/ 8 8/ 8 5/ 5
METESTRUS PRI OR TO NECROPSY
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PCSW4. 04

12/ 09/ 2002
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TABLE 71 (F1 MALES - RESPONSE TO NOVEL STI MJLUS)

PRQJECT NO.: W L-186013A
SPONSOR: ACC

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS
SUMVARY OF CLI NI CAL FI NDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS

PAGE 1

TABLE RANCE:
GROUP:

BEHAVI OR/ CNS

- NO REACTI ON TO STI MULUS

- SLI GHT REACTI ON, EAR FLI CK OR SOMVE
EVI DENCE THAT STI MULUS WAS HEARD

- MORE ENERCETI C RESPONSE (JUMP, FLI NCH,
MAY | NCLUDE VOCALI ZATI ON)

AT TI ME OF DCSI NG

778/ 10 671/ 10

515/ 10 637/ 10

146/ 8 149/ 10
1000 PPM 4- 2500 PPM

PCSW4. 04
12/ 11/ 2002



T68E 10 652

TABLE 72 (F1 FEMALES - RESPONSE TO NOVEL STI MULUS)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF CLI NI CAL FI NDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
————— FEMALE-----
TABLE RANCE: 01-02-02 TO 05-30-02
GROUP: 1 2 3 4
BEHAVI OR/ CNS
-NO REACTI ON TO STI MULUS 372/ 6 705/ 7 576/ 8 805/ 9
-SLI GHT REACTI ON, EAR FLI CK OR SOVE 365/ 6 229/ 7 439/ 8 395/ 9
EVI DENCE THAT STI MULUS WAS HEARD
- MORE ENERCETI C RESPONSE (JUMP, FLI NCH, 90/ 6 471 7 108/ 8 64/ 9
MAY | NCLUDE VOCALI ZATI ON)
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PCSW4. 04

12/ 09/ 2002
R: 12/ 09/ 2002



T68E 10 092

TABLE 73 (F1 MALES - 1- HOUR POST- EXPOSURE)

PRQJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF CLINI CAL FINDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
----- MALE -----
TABLE RANGE: 01-02- 02 TO 05- 30- 02
GROUP: 1 2 4
EXCRETA
-URI NE W TH APPARENT RED MATERI AL 0/ 0 1/ 1 0/ 0/ 0
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PCSUv4. 04

09/ 04/ 2002
R 12/ 09/ 2002



T68€E 10 T9Z

TABLE 74 (F1 FEMALES - 1- HOUR POST- EXPOSURE)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF CLINI CAL FINDI NGS: TOTAL OCCURRENCE/ NO. OF ANI MALS
----- FEMALE-----
TABLE RANGE: 01-02- 02 TO 05- 30- 02
GROUP: 1 2 3 4

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PCSW4. 04

09/ 04/ 2002
R: 09/ 14/ 2002



T68E 10 292

TABLE 75 (F1)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF REPRODUCTI VE PERFORMANCE
DOSE GROUP 1 2 3 4
NO. % NO. % NO. % NO. %
FEMALES ON STUDY 30 30 30 30
FEMALES THAT DI ED DURI NG STUDY 0 0 0 0
FEMALES ALLOWED TO DELI VER 30 30 30 30
NONGRAVI D 8 26.7 5 16.7 7 23.3 6 20.0
GRAVI D 22 73.3 25 83.3 23 76.7 24 80.0
DELI VERED 22 100.0 25 100.0 23 100.0 24 100.0
FEMALES W TH TOTAL LI TTER LGSS 0 0.0 1 4.0 0 0.0 0 0.0
FEMALES W TH VI ABLE PUPS 22 100.0 24 96.0 23 100.0 24 100.0
FEMALES W TH EVI DENCE OF NATI NG 29 96.7 28 93.3 26 86.7 25 83.3
NUMBER THAT DELI VERED 22 75.9 25 89.3 22 84.6 24 96.0
NUMBER THAT DI D NOT DELI VER 7 24.1 3 10.7 4 15.4 1 4.0
FEMALES W TH NO EVI DENCE OF MATI NG 1 3.3 2 6.7 4 13.3 5 16.7
NUMBER THAT DELI VERED 0 0.0 0 0.0 1 25.0 0 0.0
NUMBER THAT DI D NOT DELI VER 1 100.0 2 100.0 3 75.0 5 100.0
TOTAL FEMALES GRAVI D 22 73.3 25 83.3 23 76.7 24 80.0
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NOTE: POSI TI VE EVI DENCE OF MATI NG DURI NG THE BREEDI NG PERI OD WAS CONFI RVED BY THE PRESENCE OF SPERM I N A VAG NAL SMEAR
OR A COPULATORY PLUG



T68E 10 €9¢

TABLE 75 (F1)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC SUMMARY OF REPRODUCTI VE PERFORMANCE
DOSE GROUP 1 2 3 4
NO. % NO. % NO. % NO. %
MALES ON STUDY 30 30 30 30
MALES THAT DI ED DURI NG STUDY 0 0 0 0
MALES W TH EVI DENCE OF MATI NG 29 96.7 28 93.3 26 86.7 25 83.3
NO THAT SIRED A LITTER 22 75.9 25 89.3 22 84.6 24 96.0
NO. THAT DI D NOT SIRE A LITTER 7 24.1 3 10.7 4 15.4 1 4.0
MALES W TH NO EVI DENCE CF NATI NG 1 3.3 2 6.7 4 13.3 5 16.7
NO. THAT SIRED A LI TTER 0 0.0 0 0.0 1 25.0 0 0.0
NO. THAT DI D NOT SIRE A LITTER 1 100.0 2 100.0 3 75.0 5 100.0
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NOTE: MALES WERE CONSI DERED TO HAVE SIRED A LI TTER | F THE PAI RED FEMALE WAS GRAVI D, REGARDLESS OF DELI VERY STATUS
NOTE: PGCsI TI VE EVI DENCE OF MATI NG DURI NG THE BREEDI NG PERI OD WAS CONFI RVED BY THE PRESENCE OF SPERM I N A VAG NAL SMEAR
OR A COPULATORY PLUG



T68E 10 92

TABLE 75 (F1)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 3
SPONSOR: ACC SUMMARY OF REPRODUCTI VE PERFORMANCE
DOSE GROUP 1 2 3 4
NO. % NO. % NO. % NO. %
MALE MATI NG | NDEX 29/ 30 96. 7 28/ 30 93.3 27/ 30 90.0 25/ 30 83.3
FEMALE MATI NG | NDEX 29/ 30 96.7 28/ 30 93.3 27/ 30 90.0 25/ 30 83.3
MALE FERTI LI TY | NDEX 22/ 30 73.3 25/ 30 83.3 23/ 30 76.7 24/ 30 80.0
FEMALE FERTILITY | NDEX 22/ 30 73.3 25/ 30 83.3 23/ 30 76.7 24/ 30 80.0
MEAN PRE- CO TAL | NTERVALS ( DAYS) 4.0 NA 3.5 NA 3.8 NA 3.3 NA
S. D 2.73 NA 2.17 NA 2.35 NA 1.97 NA
N 29 28 26 25

NO. OF MALES (FEMALES) W TH EVI DENCE OF MATI NG (OR CONFI RVED PREGNANCY)
MALE (FEMALE) MATING | NDEX (90 = == m = o mmmmmm o mmmmm o mm o mm o m e o e o m ot m e e m e e e e oo e n e X 100
TOTAL NO. OF MALES ( FEMALES) USED FOR MATI NG

NO. OF MALES SIRING A LI TTER
MALE FERTILITY INDEX (9 = = --c-mmmmmmmmmmmmmmmmeoeame e e o X 100
TOTAL NO. OF MALES USED FOR MATI NG

NO. OF FEMALES W TH CONFI RVED PREGNANCY
FEMALE FERTILITY INDEX (9 = == --c-=cmmmmmmmmmmmmmmmcomoocoaoaaoos X 100

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NOTE: MALES WERE CONSI DERED TO HAVE SIRED A LI TTER | F THE PAI RED FEMALE WAS GRAVI D, REGARDLESS OF DELI VERY STATUS

PRE- CO TAL | NTERVALS NOT SI GNI FI CANTLY DI FFERENT FROM CONTROL GROUP USI NG DUNNETT' S TEST

MATI NG AND FERTI LI TY | NDI CES NOT SI GNI FI CANTLY DI FFERENT FROM CONTROL GROUP USI NG CHI - SQUARE TEST

NA = NOT APPLI CABLE
MANUALV1. O
09/ 04/ 2002

R: 09/ 09/ 2002



T68E 10 G9¢

TABLE 76 (F1 FEMALES)
PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF ESTROUS CYCLE DATA

GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
ESTROUS CYCLE LENGTH ( DAYS)
MEAN 4.7 4.3 4.1 4.2
S.D. 2.19 0. 86 0.30 0.39
N 30 30 30 30
None significantly different fromcontrol group
PCYCv5. 06

09/ 04/ 2002



T68E 10 99¢

TABLE 77 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134
MEAN 154. 140. 140. 153.
S.D. 23.5 33.3 28.7 24.5
N 30 30 30 30
141
MEAN 212. 194. 195. 210.
S.D. 27.2 39.5 34.3 28.9
N 30 30 30 30
148
MEAN 270. 245, * 248, * 265.
S.D. 30.0 42.8 38.0 32.0
N 30 30 30 30
155
MEAN 322. 291, ** 292, ** 311.
S.D. 29.1 43.6 38. 2 33.4
N 30 30 30 30
162
VEAN 361. 326, ** 327 ** 348.
S.D. 30. 7 41.9 37.2 35. 2
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68€E 10 192

TABLE 77 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 169
MEAN 391. 355, ** 356. ** 378.
S.D. 32.3 42.5 37. 4 38. 3
N 30 30 30 30
176
MEAN 416. 376. ** 378, ** 399.
S.D. 35.1 43.1 39.1 40. 4
N 30 30 30 30
183
MEAN 440. 395, ** 396. ** 419.
S.D. 36. 3 43.2 39.9 46.0
N 30 30 30 30
190
MEAN 460. 413 ** 415, ** 440.
S.D. 37.8 45.7 41.9 48.4
N 30 30 30 30
197
MEAN 474, 426, ** 428, ** 456.
S.D. 38.1 45. 2 42.7 52.7
N 30 30 30 30

** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68E 10 89¢

TABLE 77 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 204
MEAN 486. 436, ** 439, ** 467.
S.D. 40. 4 46.7 45.0 54. 6
N 30 30 30 30
211
VEAN 493. 445, ** 448, ** 474,
S.D. 39. 3 48.5 45.0 54. 2
N 30 30 30 30
218
MEAN 506. 456, ** 462, ** 486.
S.D. 40. 9 48.6 47.7 55.9
N 30 30 30 30
225
MEAN 516. 468, ** 473, %+ 498.
S.D. 41.7 50. 3 47.8 58. 7
N 30 30 30 30
232
MEAN 522. 471, %+ 477. % 502.
S.D. 42.4 50. 4 49.1 62. 1
N 30 30 30 30

** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68E 10 692

TABLE 77 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 239
MEAN 529. 477 %+ 485, ** 511.
S.D. 40. 8 50. 8 49.1 65. 2
N 30 30 30 30
246
VEAN 540. 486. ** 496, ** 521.
S.D. 41.7 50. 6 49.7 66. 2
N 30 30 30 30
253
MEAN 538. 490. ** 501. * 525,
S.D. 41.5 52.9 53.0 66. 3
N 30 30 30 30
260
MEAN 543, 495, ** 504, * 528.
S.D. 44.6 53. 4 52. 3 68. 2
N 30 30 30 30
266
VEAN 546. 501, ** 508. * 534,
S.D. 44.8 50. 9 53.0 68. 4
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test
PBFSTv5. 04
09/ 04/ 2002
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TABLE 78 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134
MEAN 131. 121. 122. 135.
S.D. 19.8 20. 6 19.1 15. 2
N 30 30 30 30
141
MEAN 164. 150. ** 152, * 163.
S.D. 18.2 19.7 18.0 16. 1
N 30 30 30 30
148
MEAN 190. 175. * 178. 188.
S.D. 19. 7 22.1 19. 7 19. 8
N 30 30 30 30
155
MEAN 211. 197. * 200. 207.
S.D. 18.9 23.7 19.0 19. 7
N 30 30 30 30
162
MEAN 228. 214, 219. 225.
S.D. 20.0 24.7 22.0 24.4
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68E 10 TLC

TABLE 78 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 169
MEAN 242. 228. 232. 239.
S.D. 20. 7 25.7 20. 3 26.5
N 30 30 30 30
176
VEAN 253. 239. 244, 252.
S.D. 21. 4 26.6 21.7 26.5
N 30 30 30 30
183
MEAN 265. 248, * 251. 260.
S.D. 22.9 29.4 22.9 26.5
N 30 30 30 30
190
MEAN 271. 257. 261. 269.
S.D. 23. 8 29. 2 23.0 28. 8
N 30 30 30 30
197
MEAN 276. 261. 265. 275.
S.D. 23.3 29.0 27.0 31.0
N 30 30 30 30

* = Significantly different fromthe control group at 0.05 using Dunnett’'s test



T68E J0¢2/¢

TABLE 78 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF BCODY VEI GHTS [
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 204
MEAN 281. 266. 271. 280.
S.D 24.6 31.1 24.1 29. 8
N 30 30 30 30
211
MEAN 279. 279. 283. 278.
S.D 28.0 25.7 29. 6 34.9
N 7 5 8 7
218
MEAN 309 303. 297. 279.
S.D. 0.0 17.7 44.5 40.6
N 1 2 4 5
225
MEAN 325 302. 301. 274,
S.D. 0.0 24.0 51.0 31.1
N 1 2 4 5
232
VEAN 306. 310. 288. 279.
S.D. 9.3 17.0 36.5 31.6
N 3 2 4 6

None significantly different fromcontrol group



T68E 10 ELC

PRQJECT NO.: W L-186013D

SPONSOR: ACC

TABLE 78 (F1 FEMALES)
I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS
SUMVARY OF BODY WEI GHTS [ ([

DAY 239

246

253

260

266

----- FEMALE-----

0 PPM 500 PPM 1000 PPM
315. 282. 307.
28.2 38.4 27.3

8 5 7
320. 285. 311.
26.7 37.9 31.3

8 6 7
318. 300. 304.
23.7 38.6 25.3

26 26 26
316. 297.* 304.
26. 2 32.8 24.9
29 30 30
322. 303. 309.
28.2 33.5 24.6
30 30 30

288.
34.6

291.
37.1

309.
29.0
27

315.
31.8
30

319.
34.6
30

* = Significantly different fromthe control group at 0.05 using Dunnett’'s test

PBFSTv5. 04
09/ 04/ 2002



T68E I0v/¢e

TABLE 79 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 141
VEAN 58. 54, 55, 57.
S.D. 6.7 8.2 7.8 6.2
N 30 30 30 30
141 TO 148
VEAN 58. 51, ** 53, * 56.
S.D. 6.2 6.3 10.3 6.0
N 30 30 30 30
148 TO 155
VEAN 52. 45, ** 44, ** 46. **
S.D. 7.5 6.1 5.8 6.4
N 30 30 30 30
155 TO 162
VEAN 39. 35. 35. 37.
S.D. 6.4 7.0 7.2 6.7
N 30 30 30 30
162 TO 169
VEAN 30 29. 29 29
S.D 6.9 4.7 7.8 6.2
N 30 30 30 30

* = Significantly different fromthe control group at 0.05 using Dunnett’'s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68€E 10 G/¢

TABLE 79 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 169 TO 176
VEAN 25. 21 21.* 22.
S.D. 5.7 4.9 6.3 8.9
N 30 30 30 30
176 TO 183
VEAN 24, 18. ** 19, ** 20.
S.D. 4.6 4.8 5.3 8.8
N 30 30 30 30
183 TO 190
MEAN 21. 19. 18. 20.
S.D. 4.8 5.4 9.0 5.0
N 30 30 30 30
190 TO 197
MEAN 14, 13. 13. 16.
S.D. 4.6 4.3 5.9 7.8
N 30 30 30 30
197 TO 204
MEAN 13 10. 11 11
S.D 5.4 5.0 7.3 6.6
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68€E 109/¢

TABLE 79 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 204 TO 211
MEAN 7. 9. 9. 7.
S.D. 7.4 12. 4 5.3 7.1
N 30 30 30 30
211 TO 218
MEAN 13. 12. 14. 12.
S.D. 6.8 10.0 6.4 5.8
N 30 30 30 30
218 TO 225
NEAN 10. 11. 11. 12.
S.D. 6.3 6.1 6.8 5.8
N 30 30 30 30
225 TO 232
MEAN 6. 4. 3. 4.
S.D. 7.5 6.6 7.9 12.0
N 30 30 30 30
232 TO 239
MEAN 8 6. 9 9
S.D 7.8 4.3 6.5 9.8
N 30 30 30 30

None significantly different fromcontrol group



T68€ 10 L/¢

PRQJECT NO.: W L-186013A
SPONSOR: ACC

TABLE 79 (F1 MALES)
| NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS
SUMMARY OF BCDY WEI GHT CHANGES [ G

DAY 239 TO 246
MEAN

S. D

N

246 TO 253
MVEAN

S. D

N

253 TO 260
MEAN

S. D.

N

260 TO 266
MEAN
S.D.

----- MALE -----

0 PPM 500 PPM 1000 PPM
11 9. 11
6.6 5.9 6.0
30 30 30
_2_ 4_* 5_**
8.8 8.6 7.9

30 30 30
5 5. 3
10.4 8.1 7.6
30 30 30
3 6. 4
6.4 9.4 7.0
30 30 30

4. *

Si gni fi cant
Si gni ficant

<<
i
-

erent fromthe control group at 0.05 using Dunnett’'s test
erent fromthe control group at 0.01 using Dunnett’s test

PBFSTV5. 04
09/ 04/ 2002



T68€E 108/¢

TABLE 80 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 141
VEAN 32. 29. 30. 28.
S.D. 5.9 7.6 6.1 7.1
N 30 30 30 30
141 TO 148
MEAN 26. 26. 26. 25.
S.D. 5.3 6.7 5.3 6.3
N 30 30 30 30
148 TO 155
VEAN 22. 22. 22. 19.
S.D. 6.4 5.9 7.2 6.6
N 30 30 30 30
155 TO 162
VEAN 17. 17. 19. 18.
S.D. 6.8 5.0 7.7 9.6
N 30 30 30 30
162 TO 169
VEAN 14 15. 13 15
S.D 7.6 6.6 9.3 6.5
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 6.2

TABLE 80 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 169 TO 176
VEAN 11. 11. 12. 12.
S.D. 7.7 6.6 5.6 6.1
N 30 30 30 30
176 TO 183
VEAN 12. 10. 7.%% 8. *
S.D. 6.1 5.0 5.0 6.2
N 30 30 30 30
183 TO 190
MEAN 6. 9. 9. 9.
S.D. 8.1 4.9 5.9 6.9
N 30 30 30 30
190 TO 197
MEAN 5. 4. 4. 6.
S.D. 7.0 5.3 10.3 5.8
N 30 30 30 30
197 TO 204
VEAN 5 5. 6 4
S.D 6.5 5.5 7.7 7.2
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68E 10 08¢

TABLE 80 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 204 TO 211
MEAN 0. 4. 3. 9.
S.D. 4.8 5.5 9.7 9.2
N 7 5 8 7
211 TO 218
VEAN -9. 3. 16. - 1.
S.D. 0.0 3.5 6.4 5.7
N 1 2 4 5
218 TO 225
NEAN 16. -1, 4. -5
S.D. 0.0 6.4 27.3 14. 8
N 1 2 4 5
225 TO 232
MEAN -9. 8. 1. 8.
S.D. 0.0 7.1 5.9 7.3
N 1 2 3 5
232 TO 239
MEAN 16 2. 5. 10.
S.D. 4.5 2.1 8.9 7.3
N 3 2 4 6



T68€E 10 18¢

TABLE 80 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF BCDY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 239 TO 246
VEAN 5. 5. 5. 3.
S.D. 6.5 5.4 5.0 7.3
N 8 5 7 6
246 TO 253
MEAN 4. 1. 5. 0.
S.D. 4.4 7.3 8.9 3.7
N 8 6 7 6
253 TO 260
NEAN -1, -1, 0. 6.
S.D. 14. 4 11.3 14. 4 10.1
N 26 26 26 27
260 TO 266
MEAN 7. 6. 5. 4.
S.D. 8.3 8.1 6.2 7.7
N 29 30 30 30
PBFSTV5. 04

09/ 04/ 2002
R 12/ 09/ 2002



T68E 10 28¢

TABLE 81 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 141
VEAN 58. 54, 55, 57.
S.D. 6.7 8.2 7.8 6.2
N 30 30 30 30
134 TO 148
VEAN 116. 105. ** 107. * 112.
S.D. 12.0 13.0 15.5 10.8
N 30 30 30 30
134 TO 155
VEAN 168. 150. ** 151, ** 158. *
S.D. 15.5 16. 1 17.6 14.0
N 30 30 30 30
134 TO 162
VEAN 207. 186. ** 186. ** 195.
S.D. 20. 2 17.8 19.6 18.2
N 30 30 30 30
134 TO 169
VEAN 237. 215, ** 216, ** 225.
S.D. 24. 4 19.8 23.0 22.3
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68E J0 €8¢

TABLE 81 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 176
VEAN 262. 236. ** 237.%* 246, *
S.D. 26. 7 22.3 26.0 25.5
N 30 30 30 30
134 TO 183
VEAN 286. 254, ** 256, ** 266. *
S.D. 29.1 23.5 28.5 30. 9
N 30 30 30 30
134 TO 190
MEAN 306. 273, % 274, % 287.*
S.D. 30.9 25.9 30. 2 34.0
N 30 30 30 30
134 TO 197
MEAN 320. 286. ** 288. ** 303.
S.D. 31.5 25.1 32.1 38.7
N 30 30 30 30
134 TO 204
VEAN 332. 295, ** 299, ** 314.
S.D. 34.1 27.3 34.6 41.7
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68€E 10 8¢

TABLE 81 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 211
MEAN 339. 304, ** 308. ** 321.
S.D. 34.3 29.9 34.3 41.0
N 30 30 30 30
134 TO 218
MEAN 352. 316. ** 322, ** 333.
S.D. 36. 6 29.9 35.5 43.0
N 30 30 30 30
134 TO 225
NEAN 362. 327, % 333.* 345,
S.D. 38. 3 31.2 37.2 46.0
N 30 30 30 30
134 TO 232
MEAN 368. 331, ** 336. ** 349.
S.D. 38. 4 32.1 37.5 49.2
N 30 30 30 30
134 TO 239
VEAN 376. 337, ** 345, * 358.
S.D. 38.1 31.9 37.8 52.5
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68€E 10 G8¢

PRQJECT NO.: W L-186013A
SPONSOR: ACC

TABLE 81 (F1 MALES)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL I N RATS

SUMVARY OF CUMULATI VE BCDY WEI GHT CHANGES [ G

MALE -----

DAY 134 TO 246
MEAN

S. D

N

134 TO 253
MVEAN

S. D

N

134 TO 260
MVEAN

S. D.

N

134 TO 266
MEAN
S. D

389.

392.
42.7
30

345, **
31.6
30

349. **
35.3
30

355. **
37.1
30

361. *
35.1
30

356. *
38.3
30

361.
40.5
30

364.
41.8
30

368.
41.3
30

368.
53.2
30

372.
53.1
30

375.
55.6
30

381.
55.7
30

Si gni fi cant
Si gni ficant

<<
i
-

erent fromthe control
erent fromthe control

group at 0.05 using Dunnett’s test
group at 0.01 using Dunnett’s test

PBFSTV5. 04
09/ 04/ 2002



T68E 10 98¢

TABLE 82 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 141
VEAN 32. 29. 30. 28.
S.D. 5.9 7.6 6.1 7.1
N 30 30 30 30
134 TO 148
VEAN 58. 55. 56. 53.
S.D. 8.3 11.2 8.3 11. 4
N 30 30 30 30
134 TO 155
VEAN 80. 76. 78. 72.
S.D. 10. 8 14.1 11.7 12.7
N 30 30 30 30
134 TO 162
VEAN 97. 93. 97. 90.
S.D. 14. 4 15.7 15. 2 17.0
N 30 30 30 30
134 TO 169
VEAN 111. 108. 110. 104.
S.D. 16.5 17.6 15.9 20. 3
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 /8¢

TABLE 82 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 176
VEAN 122. 118. 122. 117.
S.D. 16.9 20. 2 15.7 20.0
N 30 30 30 30
134 TO 183
VEAN 134. 128. 129. 125.
S.D. 17.7 22.3 15. 4 20.1
N 30 30 30 30
134 TO 190
MEAN 140. 137. 139. 134.
S.D. 21.5 22.9 17.0 21.7
N 30 30 30 30
134 TO 197
MEAN 145. 140. 143. 140.
S.D. 20. 3 24. 4 21.9 24.5
N 30 30 30 30
134 TO 204
MEAN 149. 145. 149. 145,
S.D. 20. 8 25.1 17.6 22.5
N 30 30 30 30

None significantly different fromcontrol group



T68E 10 88¢

TABLE 82 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF CUMULATI VE BODY WEI GHT CHANGES [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 211
MEAN 151. 153. 156. 142.
S.D. 15.7 24.5 17.1 27.1
N 7 5 8 7
134 TO 218
VEAN 155. 179 175. 141.
S.D. 0.0 12.7 24.5 32.6
N 1 2 4 5
134 TO 225
NEAN 171. 179 179. 136.
S.D. 0.0 6.4 29.1 22.2
N 1 2 4 5
134 TO 232
MEAN 172. 187. 174. 144,
S.D. 11.8 13. 4 23.2 23.2
N 3 2 4 6
134 TO 239
VEAN 186. 160. 182. 153.
S.D 25. 4 29.9 19.1 24.6



T68E 10 682

PRQJECT NO.: W L-186013D
SPONSOR: ACC

TABLE 82 (F1 FEMALES)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS

SUMVARY OF CUMULATI VE BCDY WEI GHT CHANGES [ G

FEMALE
500 PPM

DAY 134 TO 246
MEAN

S. D

N

134 TO 253
MVEAN

S. D

N

134 TO 260
MVEAN

S. D.

N

134 TO 266
MEAN
S. D

185.
23.8
26

183.
23.2
29

190.
25.2
30

167.
28.8

182.
28.3
26

177.
27.0
30

182.
27.2
30

187.
21.7

182.
19.8
26

182.
20. 4
30

187.
19.7
30

156.
28. 4

174.
24. 4
27

180.
24.8
30

184.
27.8
30

PBFSTv5. 04
09/ 04/ 2002
R 12/ 09/ 2002



T68E 10 062

PRQJECT NO.: W L-186013D

TABLE 83 (F1 FEMALES)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS

SUMVARY OF BODY WEI GHTS DURI NG GESTATION [ [

268.
22.2/22

284.
22.6/22

293.
28.6/22

313.
25.4/22

322.
29.0/ 22

388.
34.3/22

285.
29.9/24

302.
30. 8/ 24

309.
30.3/24

331.
32.7/24

342.
31.2/24

412.
39.0/ 24

SPONSOR: ACC

GROUP
DAY O MVEAN
.D./N
DAY 4 MVEAN
.D./N
DAY 7 MVEAN
.D./N
DAY 11 MVEAN
.D./N
DAY 14 MVEAN
D./N
DAY 20 MVEAN
D./N

1- 0 PPM

1 2
275. 266.
21.3/22 28.7/25
294. 282.
22.5/22 29. 4/ 25
304. 290.
23.0/22 28.7/25
323. 308.
22.7122 31.8/25
333. 319.
24. 4] 22 32.1/25
394. 388.
23.6/22 38. 6/ 25
500 PPM 3- 1000 PPM 4- 2500 PPM

None significantl
NONGRAVI D VEI GHT(

from control group

UDED | N CALCULATI ON OF MEAN

PGBWSUY 5. 02
09/ 04/ 2002



T68E 10 162

TABLE 84 (F1 FEMALES)

PRQJECT NO.: W L-186013D

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS

17.
5.6/ 24
8.
7.3/24
22.
8.7/24
11.
4.9/ 24
70.
17.5/ 24
127.
20. 6/ 24

SPONSOR: ACC SUMVARY OF BODY WEI GHT CHANGES DURI NG GESTATION [GF
GROUP : 1 2 3
DAY 0- 4 MEAN 20. 16. 17.
S.D./N 6.5/ 22 5.5/ 25 6.8/22
DAY  4- 7 MEAN 10. 8. 9.
S.D./N 6.7/22 4.4/25 12.1/ 22
DAY  7- 11 MEAN 19. 18. 20.
S.D./N 6.8/22 5.7/ 25 10. 3/ 22
DAY 11- 14 MEAN 10. 11. 9.
S.D./N 6.7/22 5.2/25 9.5/22
DAY 14- 20 MEAN 61. 69. 67.
S.D./N 14.1/ 22 11.9/25 14. 3/ 22
DAY  0- 20 MEAN 1109. 122. 121.
S.D./N 15. 2/ 22 18.9/ 25 21.5/22
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

None significantly different fromcontrol group
MEAN DI FFERENCES CALCULATED FROM | NDI VI DUAL DI FFERENCES
NONGRAVI D VEI GHT('S) NOT | NCLUDED | N CALCULATI ON OF MEAN

PGBWSUV 5. 02
12/ 09/ 2002



T68E 10 262

TABLE 85 (F1 FEMALES)

PRQJIECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMVARY OF BODY WEI GHTS DURI NG LACTATION [ ([
GROUP 1 2 3

DAY 1 MEAN 302. 292. 298. 314.

S.D./N 22.2/22 28.0/ 25 22.2/23 31.2/24
DAY 4 MEAN 316. 302. 308. 329.

S.D./N 25.1/22 30. 6/ 25 26.8/23 27.9/ 24
DAY 7 MEAN 326. 308. 312. 336.

S.D./N 26.1/22 29.3/25 26.1/23 30.1/ 24
DAY 14 MEAN 349. 332. 334. 353.

S.D./N 23.8/22 33.5/25 27.3/ 23 32.4/24
DAY 21 MEAN 338. 328. 331. 346.

S.D./N 24.3/ 22 29.0/ 24 24.3/ 23 29.3/24

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
None significantly different fromcontrol group
PLBWSW5. 01

09/ 25/ 2002



T68E 10 €62

TABLE 86 (F1 FEMALES)

PRQJIECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMVARY OF BODY WEI GHT CHANGES DURI NG LACTATION [ ([
GROUP 1 2 3

DAY 1- 4 MEAN 14. 10. 10. 15.

S.D./N 12.5/ 22 8.6/ 25 11.7/23 8.6/ 24
DAY 4- 7 MEAN 10. 6. 4. 6.

S.D./N 9.3/22 7.3/25 6.0/ 23 8.5/ 24
DAY  7- 14 MEAN 23. 24. 22. 18.

S.D./N 10. 2/ 22 9.3/25 11.8/23 12.7/ 24
DAY 14- 21 MEAN -11. - 6. -3. -8.

S.D./N 12.5/ 22 12.6/ 24 12.3/23 12.8/ 24
DAY 1- 21 MEAN 36. 35. 34. 31.

S.D./N 16. 8/ 22 14. 4/ 24 16. 8/ 23 15.2/ 24

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
None significantly different fromcontrol grou
MEAN DI FFERENCES CALCULATED FROM | NDI VI DUAL DI FFERENCES
PLBWSW5. 01

12/ 09/ 2002



T68E 10 62

TABLE 87 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 141
VEAN 23. 22. 22 23.
S.D. 2.6 3.2 3.2 2.7
N 30 30 30 30
141 TO 148
MEAN 27. 25, ** 24, ** 25.
S.D. 2.7 2.8 3.2 2.5
N 30 30 30 30
148 TO 155
VEAN 28. 26 ** 25, ** 26.*
S.D. 2.6 2.7 2.7 2.6
N 30 30 30 30
155 TO 162
VEAN 28. 26 ** 25, ** 27.
S.D. 2.6 2.4 2.0 2.4
N 30 30 30 30
162 TO 169
VEAN 28 26. ** 26. ** 27. %
S.D 2.4 2.4 2.3 2.6
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68E 10 G562

TABLE 87 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 169 TO 176
VEAN 28. 26 ** 25 ** 26.*
S.D. 2.4 2.3 2.1 2.5
N 30 30 30 30
176 TO 183
VEAN 28. 25, ** 25, ** 26.*
S.D. 2.5 2.1 2.1 2.8
N 30 30 30 30
183 TO 190
MEAN 27. 25, ** 25, ** 26.
S.D. 2.4 2.2 2.5 2.7
N 30 30 30 30
190 TO 197
MEAN 27. 25 ** 24 ** 26.
S.D. 2.2 2.1 1.9 3.0
N 30 30 30 30
197 TO 204
MEAN 26 25, * 24, ** 25
S.D 2.0 2.2 2.1 2.8
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test
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TABLE 87 (F1 MALES)

PROJIECT NO. : W L-186013A I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL | N RATS PACE 3
SPONSOR: ACC SUMVARY OF WEEKLY FOOD CONSUMPTI ON [ G ANI VAL/ DAY]
----- MALE -----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 204 TO 218 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI OD
218 TO 225
MEAN 27. 25, ** 25, ** 25.
S.D. 2.1 2.4 2.0 2.5
N 30 30 30 30
225 TO 232
MEAN 26. 24 *x* 23.** 24.*
S.D. 2.2 2.1 1.8 2.7
N 30 30 30 30
232 TO 239
MEAN 26 24, ** 24, * 24
S. D 1.9 2.2 1.9 2.8
N 30 30 30 30
= Significantly different fromthe control group at 0.05 using Dunnett’'s test
** = Significantly different fromthe control group at 0.01 using Dunnett’s test
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PRQJECT NO.: W L-186013A
SPONSOR: ACC

TABLE 87 (F1 MALES)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL I N RATS PAGE 4

SUMVARY OF WEEKLY FOOD CONSUMPTI ON [ G ANI VAL/ DAY]

DAY 239 TO 246
MEAN

S. D

N

246 TO 253
MVEAN

S. D

N

253 TO 260
MEAN

S. D.

N

260 TO 266
MEAN
S.D.

----- MALE -----

0 PPM 500 PPM

26. 24 %+
2. 2.3
30 30
24, 23.
2. 2.3
30 30
24, 23.*
2. 1.7
30 28
25. 23.*
2. 2.3
30 30

Si gni fi cant
Si gni ficant

<<
i
-

erent fromthe control
erent fromthe control

group at 0.05 using Dunnett’s test
group at 0.01 using Dunnett’s test

1000 PPM 2500 PPM
24.* 25
2.2 2.5

30 30
23 24.
2.1 2.5

30 30
23.%* 24.
1.9 2.5

30 30
23.* 24.
2.2 2.5

30 30

PBFSTV5. 04

09/ 04/ 2002
R: 09/ 14/ 2002
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TABLE 88 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 141
VEAN 18. 18. 18. 18.
S.D. 1.5 1.9 1.9 1.6
N 30 30 30 30
141 TO 148
MEAN 20. 19. 19. 18, **
S.D. 1.6 2.0 1.8 1.8
N 30 30 30 30
148 TO 155
VEAN 20. 19. 19. 19.
S.D. 1.4 2.4 1.9 1.9
N 30 30 30 30
155 TO 162
VEAN 20. 20. 20. 19.
S.D. 1.9 2.1 2.8 2.2
N 30 30 30 30
162 TO 169
VEAN 21 20. 20 19
S.D 2.0 2.5 1.9 2.1
N 30 30 30 30

** = Significantly different fromthe control group at 0.01 using Dunnett’'s test
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TABLE 88 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 169 TO 176
VEAN 20. 20. 20. 19.
S.D. 2.2 2.2 2.0 1.6
N 30 30 30 30
176 TO 183
VEAN 20. 19. 19. 19.
S.D. 2.0 2.5 2.2 1.8
N 29 30 30 30
183 TO 190
MEAN 20. 19. 19. 19.
S.D. 2.0 2.4 2.2 2.0
N 30 30 30 30
190 TO 197
MEAN 19. 19. 18. 18.
S.D. 2.0 2.5 3.3 2.0
N 30 30 30 30
197 TO 204
MEAN 19 18. 19 18
S.D 2.1 2.5 1.8 1.8
N 30 30 30 30

None significantly different fromcontrol group
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TABLE 88 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUVPTI ON [ G ANI MAL/ DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 204 TO 218 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI OD
218 TO 225
VEAN 17. 18. 16. 14.
S.D. 0.0 0.7 4.5 4.3
N 1 2 4 5
225 TO 232
NEAN 17. 20. 16. 19.
S.D. 0.0 2.8 1.0 2.2
N 1 2 3 5
232 TO 239
MEAN 20. 18. 16. 17.
S.D. 1.0 1.4 1.4 1.2
N 3 2 4 6
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TABLE 88 (F1 FEMALES)

PRQJIECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMVARY OF WEEKLY FOOD CONSUMPTI ON [ G/ ANI MAL/ DAY]
----- FEMALE-----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 239 TO 246
MEAN 19. 18. 19. 18.
S.D. 1.8 1.9 3.0 0.8
N 8 5 7 6
246 TO 253
MEAN 19. 18. 19. 18.
S.D. 1.8 2.6 1.8 1.7
N 8 6 7 6
253 TO 260
MEAN 22. 21. 22. 22.
S.D. 3.9 3.0 3.2 5.3
N 26 29 27 28
260 TO 266
MEAN 22. 20. 20. 20.
S.D. 3.1 3.1 2.3 2.8
N 30 30 30 30
None significantly different fromcontrol group
PBFSTv5. 04

09/ 04/ 2002
R: 12/ 09/ 2002
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TABLE 89 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 141
VEAN 129. 135. 129. 128.
S.D. 8.2 15.6 10.9 8.4
N 30 30 30 30
141 TO 148
MEAN 100. 102. 97. 96.
S.D. 5.8 10.5 9.6 5.8
N 30 30 30 30
148 TO 155
VEAN 87. 89. 85. 84.
S.D. 4.4 7.4 7.1 5.0
N 30 30 30 30
155 TO 162
VEAN 77. 80. 77. 76.
S.D. 4.9 7.3 5.9 4.6
N 30 30 30 30
162 TO 169
VEAN 72 74, 72 71
S.D 3.6 5.3 5.3 3.0
N 30 30 30 30

None significantly different fromcontrol group
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TABLE 89 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 169 TO 176
VEAN 66. 68. 67. 65.
S.D. 3.2 4.7 4.1 2.9
N 30 30 30 30
176 TO 183
VEAN 63. 65. 63. 62.
S.D. 3.1 4.4 3.7 3.6
N 30 30 30 30
183 TO 190
MEAN 59. 61. 61. 59.
S.D. 2.4 4.5 5.0 2.9
N 30 30 30 30
190 TO 197
MEAN 57. 59. 57. 57.
S.D. 2.2 4.3 3.2 3.3
N 30 30 30 30
197 TO 204
MEAN 54 57. * 55 54
S.D 1.9 3.6 3.8 3.2
N 30 30 30 30

* = Significantly different fromthe control group at 0.05 using Dunnett’'s test
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TABLE 89 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 204 TO 218 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI OD
218 TO 225
VEAN 52. 53. 53. 51.
S.D. 2.7 4.5 3.1 3.6
N 30 30 30 30
225 TO 232
NEAN 49. 51. 49. 48.
S.D. 2.9 3.9 3.4 4.1
N 30 30 30 30
232 TO 239
MEAN 48 50. 50 48
S.D 3.0 3.8 3.0 3.6
N 30 30 30 30

None significantly different fromcontrol group
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TABLE 89 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 239 TO 246
VEAN 48, 50. 49. 48.
S.D. 2.6 4.1 3.0 5.3
N 30 30 30 30
246 TO 253
MEAN 45. 47. 47. 45.
S.D. 2.4 3.7 2.7 3.2
N 30 30 30 30
253 TO 260
NEAN 45, 46. 45. 46.
S.D. 2.8 3.7 2.4 5.3
N 30 28 30 30
260 TO 266
MEAN 46. 47. 46. 45,
S.D. 3.3 4.8 2.9 3.6
N 30 30 30 30

None significantly different fromcontrol group
PBFSTv5. 04
09/ 04/ 2002
R: 09/ 14/ 2002
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TABLE 90 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 134 TO 141
VEAN 126. 133. 130. 118. *
S.D. 13.2 13.8 12.5 8.0
N 30 30 30 30
141 TO 148
MEAN 104. 107. 107. 98, **
S.D. 7.3 8.5 8.6 4.5
N 30 30 30 30
148 TO 155
VEAN 94, 98. 96. 90. *
S.D. 6.3 7.6 6.7 4.3
N 30 30 30 30
155 TO 162
VEAN 88. 92. 92. 85.
S.D. 6.1 6.5 7.8 4.7
N 30 30 30 30
162 TO 169
VEAN 85 88. 85 80, **
S.D 6.3 7.0 5.1 4.7
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68€E 10 /0€

TABLE 90 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 169 TO 176
VEAN 80. 83. 81. 77.
S.D. 6.3 6.4 5.2 5.0
N 30 30 30 30
176 TO 183
VEAN 77. 78. 77. 73.
S.D. 5.3 7.0 5.9 4.7
N 29 30 30 30
183 TO 190
MEAN 75. 75. 74. 71, %%
S.D. 5.4 5.8 5.9 5.1
N 30 30 30 30
190 TO 197
MEAN 70. 73. 69. 67.
S.D. 6.4 6.0 9.0 5.5
N 30 30 30 30
197 TO 204
VEAN 68 69. 68 65
S.D 4.7 5.0 5.7 5.9
N 30 30 30 30

** = Significantly different fromthe control group at 0.01 using Dunnett’'s test
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TABLE 90 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 204 TO 218 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI OD
218 TO 225
VEAN 52. 58. 53. 51.
S.D. 0.0 2.8 12.8 17.6
N 1 2 4 5
225 TO 232
NEAN 54, 64. 58. 67.
S.D. 0.0 5.7 4.9 8.6
N 1 2 3 5
232 TO 239
MEAN 63. 58. 55, 60.
S.D. 4.9 0.7 5.9 4.6
N 3 2 4 6
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TABLE 90 (F1 FEMALES)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 4

SPONSOR: ACC SUMVARY OF WEEKLY FOOD CONSUMPTI ON [ G KG DAY]
----- FEMALE-----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 239 TO 246
MEAN 60. 62. 60. 62.
S. D. 3.7 4.7 5.0 10.8
N 8 5 7 6
246 TO 253
MEAN 60. 62. 59. 63.
S.D. 4.5 5.6 2.0 11.8
N 8 6 7 6
253 TO 260
MEAN 70. 71. 74. 68.
S.D. 11.1 7.5 11. 4 11.7
N 26 29 27 28
260 TO 266
MEAN 67. 67. 66. 62. *
S. D. 8.0 6.5 6.4 5.3
N 30 30 30 30
* = Significantly different fromthe control group at 0.05 using Dunnett’'s test
PBFSTv5. 04

09/ 04/ 2002
R: 12/ 09/ 2002
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TABLE 91 (F1 MALES)
PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- MALE -----

GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM

DAY 134 TO 141
NEAN 35.7 34.8 36. 6 35.3
S.D. 2.76 3.49 3.83 2.66
N 30 30 30 30

141 TO 148
NEAN 30.7 29.8 31.5 31.5
S. D. 2.37 3.01 4.81 2.90
N 30 30 30 30

148 TO 155
NEAN 26.7 25.5 25.6 25,1
S. D. 3.94 3.76 3.32 3.74
N 30 30 30 30

155 TO 162
NEAN 19.8 19.6 20.0 20.2
S.D. 2.48 4.22 3.93 3.62
N 30 30 30 30

162 TO 169
NEAN 15. 1 16. 1 16. 4 15.7
S. D. 2.93 2.68 4.00 2.79
N 30 30 30 30

None significantly different fromcontrol group
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TABLE 91 (F1 MALES)
PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- MALE -----

GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM

DAY 169 TO 176
NEAN 13.1 11.8 12.1 11.7
S.D. 2.45 2.62 3.25 4.31
N 30 30 30 30

176 TO 183
NEAN 12.2 10. 2 10. 8 10.9
S. D. 2.18 2.65 2.92 3.90
N 30 30 30 30

183 TO 190
VEAN 10. 7 10.6 10.2 11.1
S. D. 2.28 2.85 3.99 2.31
N 30 30 30 30

190 TO 197
NEAN 7.2 7.2 7.7 8.8
S.D. 2.37 2.50 3.37 3.89
N 30 30 30 30

197 TO 204
NEAN 6.7 5.6 6.6 6.4
S. D. 2.61 2.75 4.04 3.54
N 30 30 30 30

None significantly different fromcontrol group
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TABLE 91 (F1 MALES)
PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 204 TO 218 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI OD
218 TO 225
NEAN 5.4 6.4 6.3 6.7
S. D. 3.33 3.32 3.76 3.14
N 30 30 30 30
225 TO 232
NEAN 3.1 2.0 1.8 1.6
S. D. 4.28 3.98 5.04 8. 65
N 30 30 30 30
232 TO 239
NEAN 4.3 3.4 5.0 5.1
S.D. 4.35 2.47 3.79 5. 56
N 30 30 30 30

None significantly different fromcontrol group
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TABLE 91 (F1 MALES)
PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- MALE -----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 239 TO 246
MEAN 5.8 5.2 6.5 5.8
S.D. 3.55 3.29 3.33 4.21
N 30 30 30 30
246 TO 253
MEAN -1.4 2, 2%* 2. 7** 2.1*
S.D. 5.34 5.24 4.61 3.39
N 30 30 30 30
253 TO 260
MEAN 2.8 4.0 2.1 2.0
S.D. 6. 10 4.13 5.04 4.63
N 30 28 30 30
260 TO 266
MEAN 1.7 3.5 2.2 3.4
S.D. 3.81 5.59 4.53 3.29
N 30 30 30 30
= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test

PBFSTv5. 04
09/ 04/ 2002
R 12/ 09/ 2002
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TABLE 92 (F1 FEMALES)
PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- FEMALE-----

GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM

DAY 134 TO 141
NEAN 25.1 23.4 24.5 22.3
S. D. 4.75 5.97 5.32 5.22
N 30 30 30 30

141 TO 148
NEAN 18.9 19.5 19.6 19.5
S. D. 3.60 4.55 3.63 3.89
N 30 30 30 30

148 TO 155
VEAN 15.6 16.1 16.2 15.1
S. D. 4.58 4.08 4.91 5.30
N 30 30 30 30

155 TO 162
NEAN 11.9 12.1 13.3 12.7
S. D. 4.65 3.67 4.53 6.31
N 30 30 30 30

162 TO 169
NEAN 9.4 10. 4 9.7 10.8
S. D. 4.95 4.58 6.30 4.42
N 30 30 30 30

None significantly different fromcontrol group
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TABLE 92 (F1 FEMALES)
PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- FEMALE-----
CGROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 169 TO 176
MEAN 7.8 7.5 8.6 9.1
S.D. 5.36 4.57 3.82 4. 43
N 30 30 30 30
176 TO 183
MEAN 8.8 6.8 5, 2%* 6. 3*
S.D. 4.08 3.14 3.51 4.44
N 29 30 30 30
183 TO 190
MEAN 4.0 6.6 6.9 6.6
S.D. 5. 40 3.79 4.29 4.94
N 30 30 30 30
190 TO 197
MEAN 3.5 3.0 1.7 4.7
S. D 5.09 4.15 12. 20 4. 25
N 30 30 30 30
197 TO 204
MEAN 3.2 3.7 4.7 3.3
S.D. 4.61 4.23 5.74 5.24
N 30 30 30 30
= Significantly different fromthe control group at 0.05 using Dunnett’'s test
** = Significantly different fromthe control group at 0.01 using Dunnett’s test
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TABLE 92 (F1 FEMALES)
PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

----- FEMALE-----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
DAY 204 TO 218 FOOD CONSUMPTI ON NOT RECORDED DURI NG BREEDI NG PERI OD
218 TO 225
NEAN 13.4 -0.5 -1.9 -12.2
S. D. 0.00 5.23 24.53 29. 02
N 1 2 4 5
225 TO 232
NEAN -7.6 6.1 1.0 5.8
S. D. 0.00 5.94 5. 06 4.59
N 1 2 3 5
232 TO 239
NEAN 11.3 1.2 4.8 7.8
S. D. 3.56 1.63 8.07 5. 80
N 3 2 4 6
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PRQJECT NO.: W L-186013D
SPONSOR: ACC

TABLE 92 (F1 FEMALES)

I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY OF | SOBUTANOL I N RATS

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

SUMVARY OF FOOD EFFI Cl ENCY

FEMALE-----

500 PPM

DAY 239 TO 246
MVEAN

S. D.

N

246 TO 253
MEAN

S. D

N

253 TO 260
MVEAN

S. D

N

260 TO 266
MEAN
S. D.

-0.9
9.78
26

4.3
4.99
29

-0.1
7.34
26

3.8
5.59
30

-0.3
9. 47
26

3.4
4.38
30

PBFSTv5. 04
09/ 04/ 2002
R: 12/ 09/ 2002



T68E 10 81€

TABLE 93 (F1 FEMALES)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SPONSOR: ACC SUMVARY OF FOOD CONSUMPTI ON DURI NG GESTATI ON [ G/ ANI MAL/ DAY]
GROUP : 1 2 3
DAY 0- 4 MEAN 20. 19 19
S.D./N 2.3/22 2.3/25 2.7/22
DAY  4- 7 MEAN 22. 21 22
S.D./N 2.9/ 22 2.7/25 5.5/22
DAY  7- 11 MEAN 23. 21 23
S.D./N 2.0/ 22 2.5/25 2.9/ 22
DAY 11- 14 MEAN 23 22 22
S.D./N 2.5/22 3.6/25 2.7/22
DAY 14- 20 MEAN 23. 23 23
S.D./N 1.9/ 22 2.6/ 25 3.1/22
DAY  0- 20 MEAN 22. 21 22
S.D./N 2.0/ 22 2.3/25 2.7/22
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

None significantly different fromcontrol group
NONGRAVI D VEI GHT('S) NOT | NCLUDED | N CALCULATI ON OF MEAN

PGFWSUWY5. 02
12/ 09/ 2002
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TABLE 94 (F1 FEMALES)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SPONSOR: ACC SUMVARY OF FOOD CONSUMPTI ON DURI NG GESTATI ON [ G/ KG DAY]
GROUP : 1 2 3
DAY 0- 4 MEAN 70. 70. 68.
S.D./N 5.9/ 22 9.6/ 25 8.4/22
DAY  4- 7 MEAN 74. 74. 77.
S.D./N 6.3/22 6.7/ 25 21.0/ 22
DAY  7- 11 MEAN 72. 72. 75.
S.D./N 4.5/ 22 5.5/ 25 7.1/ 22
DAY 11- 14 MEAN 69. 70. 69.
S.D./N 4.7/22 10. 3/ 25 5.6/22
DAY 14- 20 MEAN 64. 65. 64.
S.D./N 4.0/ 22 5.5/ 25 7.2/22
DAY  0- 20 MEAN 69. 69. 69.
S.D./N 4.1/ 22 5.7/ 25 6.7/22
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

* = Significantly d rent fromthe control group at 0.05 using Dunnett’'s test
** = Significantly di rent fromthe control group at 0.01 using Dunnett’'s test
NONGRAVI D VEI GHT('S) NOT | NCLUDED | N CALCULATI ON OF MEAN

@ D

PGFWSW 5. 02
12/ 09/ 2002
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TABLE 95 (F1 FEMALES)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY DURI NG GESTATI ON
(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)
GROUP : 1 2 3 4

DAY 0- 4 MEAN 24.8 21.7 21.9 23.2

S.D./N 7.66/22 6. 88/ 25 8.62/22 6. 88/ 24
DAY  4- 7 MEAN 14.6 13.5 5.7 11.9

S.D./N 10. 82/ 22 6. 69/ 25 52.57/ 22 11. 64/ 24
DAY  7- 11 MEAN 21.0 20.7 21.6 24. 4

S.D./N 7.70/22 5.28/ 25 11. 85/ 22 7.99/ 24
DAY 11- 14 MEAN 14.8 17.1 13.2 17.8

S.D./N 9.76/22 7.12/ 25 15. 21/ 22 7.67/24
DAY 14- 20 MEAN 44,1 49.9 49.1 50. 4

S.D./N 11. 02/ 22 7.63/25 8.79/22 11. 14/ 24
DAY  0- 20 MEAN 27.2 28.7 27.9 30.0

S.D./N 4.17/22 3.79/25 3.67/22 4.09/ 24

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

None significantly different fromcontrol group

NONGRAVI D VEI GHT('S) NOT | NCLUDED | N CALCULATI ON OF MEAN
PGFWBW 5. 02
12/ 09/ 2002
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TABLE 96 (F1 FEMALES)

PRQJIECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMVARY OF FOOD CONSUMPTI ON DURI NG LACTATI ON [ G ANl MAL/ DAY]
GROUP 1 2 3

DAY 1- 4 MEAN 3. 6.

S.D./N 5.6/22 12.5/ 25 6.9/ 23 5.8/ 24
DAY 4- 7 MEAN 36. 34 34 36.

S.D./N 4.6/22 6.2/ 25 4.3/23 3.7/ 24
DAY  7- 14 MEAN 48. 45 45 47.

S.D./N 6.4/22 6.3/ 25 4.4/23 5.2/ 24
DAY 14- 21 MEAN 53.* 53.* 53.*

S.D./N 5.2/22 6.3/ 24 4.7/22 6.4/ 24
DAY 1- 21 MEAN 47 45 44 46.

S.D./N 4.7/22 5.7/ 24 4.0/ 22 4.7/ 24

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
* = Significantly different fromthe control group at 0.05 using Dunnett’'s test
PLFWSW5. 01

12/ 09/ 2002
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PRQJECT NO.: W L-186013D

SPONSOR: ACC

TABLE 97 (F1 FEMALES)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SUMVARY OF FOOD CONSUMPTI ON DURI NG LACTATI ON [ G/ KG DAY]

106.
19. 3/ 22

114.
14.6/ 22

142.
17.5/ 22

168.
14.5/ 22

146.
14. 4/ 22

1109.
40. 1/ 25

110.
18.1/25

140.
14.9/ 25

161.
15.7/ 24

144,
15.1/ 24

108.
21.9/23

111.
13.5/23

141.
12.7/ 23

159.
9.5/22

140.
10. 0/ 22

111.
17.71 24

110.
9.6/ 24

136.
11.5/ 24

152. **
13.3/ 24

137.
11.2/ 24

** = Significantly different fromthe control

group at 0.01 using Dunnett’s test

PLFWSW/5. 01
12/ 09/ 2002
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TABLE 98 (F1 FEMALES)

PRQJECT NO.: W L-186013D

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS

(BODY WEI GHT GAI NED AS PER CENT OF FEED CONSUMED)

9.0
12.39/23

3.8
5.98/23

7.0
3.74/23

-0.4
3.26/ 22

3.8
1.82/22

13.9
8.43/ 24

5.4
7.63/24

5.3
3.82/24

-1.9
3.36/24

3.4
1.55/ 24

SPONSOR: ACC SUMMARY OF FOOD EFFI Cl ENCY DURI NG LACTATI ON
GROUP 1 2
DAY 1- 4 MEAN 13.8 9.2
S.D./N 12.78/ 22 9.74/ 25
DAY  4- 7 MEAN 8.8 6.3
S.D./N 7.98/22 7.86/25
DAY  7- 14 MEAN 6.9 7.4
S.D./N 3.04/ 22 2.52/25
DAY 14- 21 MEAN -2.7 -1.4
S.D./N 3.14/22 3.68/24
DAY  1- 21 MEAN 3.8 3.9
S.D./N 1.75/ 22 1.57/ 24
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4-

None significantly different fromcontrol group

PLFWSW/5. 01
12/ 09/ 2002
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TABLE 99 (F1 FEMALES)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF GESTATI ON LENGTHS [ DAYS]
DOSE GROUP 1 2 3 4
NO. OF ANI MVALS 22 25 22 23
GESTATI ON LENGTH ( DAYS) MVEAN 22.0 22.0 21.9 21.8
S. D 0. 38 0.35 0. 47 0.39
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

None significantly different fromcontrol group
PGLV5. 01
09/ 04/ 2002
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TABLE 100 (F1 MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013A I NHALATI ON TWO- GEN. REPRO.  TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF SPERM NUMBERS [ SPERM I N M LLI ONS/ G Tl SSUE]
HTM | VOS
----- MALE -----
GROUP! 0 PPM 500 PPM 1000 PPM 2500 PPM
LEFT TESTI S
MVEAN 81.6 95. 8 93.1 90. 3
S. D. 23.16 33. 29 16. 07 28.75
N 30 30 30 30
LEFT EPI DI DYM S
MEAN 434.0 422.2 445. 7 388.7
S. D 131.12 85. 49 90. 07 92. 69
N 30 30 30 30

None significantly different fromcontrol group
MANUALV1. O

09/ 04/ 2002
R 12/ 09/ 2002
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PRQJECT NO.: W L-186013A
SPONSOR: ACC

TABLE 101 (F1 MALES - SCHEDULED NECROPSY)
I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SUMVARY OF SPERM PRODUCTI ON RATE [ SPERM | N M LLI ONS/ G Tl SSUE/ DAY]

PAGE 1

----- MALE -----

0 PPM 500 PPM 1000 PPM
13. 4 16. 3 15.3
3. 80 4.67 2.64

30 29 30

None significantly different fromcontrol group

SPERM PRODUCTI ON RATE =

NUMBER OF SPERM PER GRAM OF Tl SSUE

6.1 DAYS = THE RATE OF TURNOVER OF THE GERM NAL EPI THELI UM

MANUALV1. O
09/ 04/ 2002
R: 12/ 09/ 2002
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PRQJECT NO.: W L-186013A
SPONSOR: ACC

TABLE 102 (F1 MALES - SCHEDULED NECROPSY)
I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SUMVARY OF SPERM MOTI LI TY ASSESSMENTS [ PERCENTAGH]

MOTI LE SPERM

S. D.
N

PROGRESSI VE
MOTI LE SPERM
MVEAN
S. D.

HTM | VOS
----- MALE -----

0 PPM 500 PPM 1000 PPM
87. 85. 81.
10.5 10. 1 20.5
27 29 30
76. 75. 73.
12.5 11.0 20.0
27 29 30

85.
10.3
30

None significantly different fromcontrol group

MANUALV1. O
09/ 04/ 2002
R: 09/ 27/ 2002
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TABLE 103 (F1 MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L- 186013A I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF SPERM MORPHOLOGY DI FFERENTI AL COUNTS [ PERCENTAGE]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
NORVAL
VEAN 97. 3 96. 2 99.0 99. 1
S. D. 1.12 18.19 1. 50 2.00
N 29 30 30 30

NORVALLY SHAPED HEAD
SEPARATED FROM FLAGELLUM

MEAN 0.4 0.8 0.6 0.7
S. D 0. 48 2.57 1.18 1.74
N 29 30 30 30
HEAD ABSENT W TH NORVAL FLAGELLUM
MVEAN 0.3 3.0 0.4 0.3
S. D. 0. 88 15. 68 0.78 0.61
N 29 30 30 30
HEAD ABSENT W TH ABNORVAL FLAGELLUM
MEAN 0.0 0.0 0.0 0.0
S. D 0. 00 0. 00 0. 00 0. 00
N 29 30 30 30
M SSHAPEN HEAD W TH NORVAL FLAGELLUM
MEAN 0.0 0.0 0.0 0.0
S. D 0.00 0.00 0.00 0.00
N 29 30 30 30
M SSHAPEN HEAD W TH ABNORVAL FLAGELLUM
MVEAN 0.0 0.0 0.0 0.0
S. D. 0.00 0.00 0.00 0.00
N 29 30 30 30

Percent of normal spermnot significantly different fromcontrol group
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PRQJECT NO.: W L-186013A
SPONSOR: ACC

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS
SUMVARY OF SPERM MORPHOLOGY DI FFERENTI AL COUNTS [ PERCENTAGE]

TABLE 103 (F1 MALES - SCHEDULED NECROPSY)

MAL E

DEGENERATI VE FLAGELLAR DEFECTS
W TH NORMAL HEAD
MEAN
S. D
N

OTHER FLACELLAR DEFECTS
W TH NORMAL HEAD

MEAN

S. D

MANUALV1. O
09/ 04/ 2002
R 12/ 09/ 2002
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TABLE 104 (F1 MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L- 186013A I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF SPERM MORPHOLOGY COUNTS [ ABSOLUTE NUMBER]
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
NORVAL
VEAN 198. 6 192. 4 198.0 198. 1
S. D. 2.25 36. 37 3.00 4.00
N 29 30 30 30

NORVALLY SHAPED HEAD
SEPARATED FROM FLAGELLUM

MEAN 0.8 1.6 1.2 1.3
S. D 0.97 5.13 2.35 3.49
N 29 30 30 30
HEAD ABSENT W TH NORVAL FLAGELLUM
MVEAN 0.6 6.0 0.8 0.6
S. D. 1.76 31. 36 1.56 1.22
N 29 30 30 30
HEAD ABSENT W TH ABNORVAL FLAGELLUM
MEAN 0.0 0.0 0.0 0.0
S. D 0. 00 0. 00 0. 00 0. 00
N 29 30 30 30
M SSHAPEN HEAD W TH NORVAL FLAGELLUM
MEAN 0.0 0.0 0.0 0.0
S. D 0.00 0.00 0.00 0.00
N 29 30 30 30
M SSHAPEN HEAD W TH ABNORVAL FLAGELLUM
MVEAN 0.0 0.0 0.0 0.0
S. D. 0.00 0.00 0.00 0.00
N 29 30 30 30

Percent age of nornmal spermnot significantly different fromcontrol group
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PRQJECT NO.: W L-186013A
SPONSOR: ACC

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS

TABLE 104 (F1 MALES - SCHEDULED NECROPSY)

SUMVARY OF SPERM MORPHOLOGY COUNTS [ ABSOLUTE NUMBER]

MAL E

DEGENERATI VE FLAGELLAR DEFECTS
W TH NORMAL HEAD
MEAN
S. D
N

OTHER FLACELLAR DEFECTS
W TH NORMAL HEAD

MEAN

S. D

0.0
0.00
30

0.0
0.00
30

0.0
0.00
30

0.0
0.00
30

0.0
0.00
30

0.0
0.00
30

MANUALV1. O
09/ 04/ 2002
R: 09/ 10/ 2002
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TABLE 105 (F1 MALES - SCHEDULED NECROPSY)
PRQJECT NO.: W L-186013A I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

------- MALE -------
GROUP 1 2 3 4

NUVBER OF AN MALS | N DOSE GROUP 30 30 30 30

NUVBER OF AN MALS EXAM NED 30 30 30 30

KI DNEYS

-AREA(S), DEPRESSED 2 2 4 1

- DI LATED PELVI S 1 2 2 0

LYMPH NCDE, MAND

- DI SCOLORATI ON, DARK RED 2 2 2 1

- ENLARGED 1 0 2 0

LUNGS

-AREA(S), DARK RED 2 2 0 1

-AREA(S), VHI TE 0 0 1 0

Pl TUl TARY

- PALE 1 3 0 0

- DI SCOLORATI ON, DARK RED 0 0 0 1

SKIN

-HAIR LOSS 1 0 0 0

SEM NAL VESI CLES

- SMALL 0 1 0 0

THYMUS

- SMALL 0 0 0 1

URI NARY BLADDER

- CONTENTS, RED FLUI D 0 1 0 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
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TABLE 105 (F1 MALES - SCHEDULED NECROPSY)

PROQIECT NO.:WL-186013A I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 2
SPONSOR: ACC SUMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

------- MALE -------

GROUP 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER COF ANI MALS EXAM NED 30 30 30 30
Rl GHT TESTI S
- SOFT 1 0 0 1
- SMALL 1 1 0 0
LEFT TESTI S
- SMALL 1 1 0 1
- SOFT 1 0 0 1
LEFT EPI DI DYM S
- SMALL 1 1 0 1
- SOFT 1 0 0 0
Rl GHT EPI DI DYM S
- SMALL 1 1 0 0
- SOFT 1 0 0 0
TEETH
- MALALI GNED 0 1 1 0
EAR('S)
- SWOLLEN 0 0 0 1
NO S| GNI FI CANT CHANGES OBSERVED - ALL EXAM NED Tl SSUES 23 18 21 25

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PGRSI v4. 02

09/ 04/ 2002
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TABLE 106 (F1 FEMALES - SCHEDULED NECROPSY)
PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

----- FEMALE -----

GROUP 1 2 3 4
NUVBER OF AN MALS | N DOSE GROUP 30 30 30 30
NUVBER OF AN MALS EXAM NED 30 30 30 30
EAR( S)
- SWOLLEN 0 0 0 2
KI DNEYS
-AREA(S), DEPRESSED 1 1 1 3
LYMPH NCDE, MAND
- DI SCOLORATI ON, DARK RED 2 1 1 3
LUNGS
-AREA(S), DARK RED 0 1 0 2
OVl DUCTS
-CYST(S) 0 1 0 0
OVARI ES
-CYST(S) 0 0 0 1
- SMALL 0 0 0 1
Pl TUl TARY
- DI SCOLORATI ON, DARK RED 0 0 0 1
TEETH
- MALALI GNED 1 0 0 0
SPLEEN
-AREA(S), VHITE 0 0 0 1

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
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TABLE 106 (F1 FEMALES - SCHEDULED NECROPSY)
PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 2
SPONSOR: ACC SUMMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

----- FEMALE -----
GROUP 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 30 30 30 30
THYMJS
- ENLARGED 0 0 1 0
UTERUS
- ENLARGED 0 0 0 1
NO SI GNI FI CANT CHANGES OBSERVED - ALL EXAM NED Tl SSUES 26 26 27 16
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PGRSI v4. 02
09/ 04/ 2002
R: 10/ 04/ 2002
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TABLE 107 (F1 FEMALES)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMARY OF | MPLANTATI ON SI TES
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM

MVEAN 14. 2 14.9 14.7 15.0
S. D 2.98 2.82 2.21 2.27
N 22 25 23 24
NUMBER BORN
MVEAN 13.1 13.9 13.9 14. 2
S. D. 3.14 2.69 2.11 2.41
N 22 25 23 24
UNACCOUNTED SI TES
MEAN 1.2 1.0 0.7 0.8
S. D. 2.38 1.06 0. 86 1.27
N 21 25 23 24

None significantly different fromcontrol group

NOTE: ONLY DAMS THAT HAVE DELI VERED ONE OR MORE PUPS ARE | NCLUDED | N CALCULATI ON OF MEAN.
Pl SSW5. 01
09/ 04/ 2002
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TABLE 108 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ORGAN VEEI GHTS [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
BRAIN (G
MEAN 2.10 2.05 2.07 2.05
S.D. 0.124 0.135 0.123 0. 096
N 30 30 30 30
LI VER (O
MEAN 19. 11 17. 16* 17. 68 18. 30
S.D. 2.341 2.564 2. 660 3. 000
N 30 30 30 30
KI DNEYS (O
MEAN 3.65 3.42 3.42 3.62
S.D. 0.320 0.472 0. 466 0. 386
N 30 30 30 30
SPLEEN (G
MEAN 0.85 0.78 0.81 0.82
S.D. 0.117 0. 060 0. 097 0.137
N 30 30 30 30
SEM VES/ CG FLUI D (G
MEAN 2.30 2.27 2.24 2.30
S.D. 0. 489 0.324 0. 369 0. 363
N 30 30 30 30

* = Significantly different fromthe control group at 0.05 using Dunnett’'s test
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TABLE 108 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF ORGAN VEEI GHTS [ G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
PROSTATE (G
1.17 1.17 1.14 1.19
S.D. 0. 280 0.244 0. 252 0.244
N 30 30 30 30
RI GHT TESTI'S (Q
MEA 1.79 1. 67 1.70 1.76
S.D. 0.272 0.281 0.149 0.121
N 30 30 30 30
LEFT TESTIS (O
VEAN 1. 80 1. 69 1. 69 1.73
S.D. 0.241 0. 246 0. 156 0.172
N 30 30 30 30
RIGHT EPIDIDYM S (G
MEAN 0.73 0.70 0.70 0.71
S.D. 0. 085 0. 093 0. 066 0. 083
N 30 30 30 30
LEFT EPIDIDYM S (O
VEAN 0.73 0.70 0. 68 0.71
S.D. 0. 089 0.093 0. 058 0.100
N 30 30 30 30

None significantly different fromcontrol group
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PRQJECT NO.: W L-186013A
SPONSOR: ACC

Rl GHT CAUDA EPID (G
MEAN

S. D
N

LEFT CAUDA EPID (Q
MEAN
S.D.

ADRENAL GLANDS (G
MEAN

S. D
N

Pl TU TARY (G

0. 2255
0. 06048
30

0. 0580
0. 01129
30

0. 0159
0.00190
30

group

TABLE 108 (F1 MALES)

MALE -----

0. 3116
0. 05046
30

0. 3207
0. 05848
30

0. 2646
0. 07245
30

0. 0589
0. 00828
30

0.0148
0. 00226
30

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL | N RATS
SUMVARY OF ORGAN VEEI GHTS [ G

0. 3031
0. 04349
30

0.3170
0.03748
30

0.2292
0. 05582
30

0. 0572
0. 00934
30

0.0152
0. 00284
30

0. 3085
0. 04478
30

0. 3205
0. 05332
30

0. 2257
0. 06747
30

0. 0578
0. 01106
30

0. 0156
0. 00241
30

None significantly different from control

POFBSTVS. 02
09/ 04/ 2002
R 12/ 09/ 2002
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TABLE 109 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ORGAN VEEI GHTS [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
BRAIN (G
MEAN 1.94 1.89 1.90 1.95
S.D. 0. 096 0.114 0. 089 0.091
N 30 30 30 30
LI VER (O
MEAN 11. 30 10. 92 11.28 11. 06
S.D. 1. 249 1. 629 1. 499 1. 493
N 30 30 30 30
KI DNEYS (O
MEAN 2.08 2.01 2.05 2.08
S.D. 0.159 0.224 0. 202 0. 210
N 30 30 30 30
SPLEEN (G
MEAN 0.61 0.58 0.58 0.61
S.D. 0.075 0.108 0.083 0. 086
N 30 30 30 30
UTERUS/ CX/ OD ( Q)
MEAN 0.72 0.75 0.70 0. 80
S.D. 0.196 0.211 0. 252 0.248
N 30 30 30 30

None significantly different fromcontrol group
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TABLE 109 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF ORGAN VEEI GHTS [ G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
THYMUS (Q
MEAN 0.2771 0.2962 0. 2876 0.2847
S.D. 0.07623 0. 08088 0. 08125 0. 08177
N 30 30 30 30
OVAR ES (G
0.1125 0.1114 0.1100 0.1192
S.D. 0.02624 0. 02347 0.01875 0. 04263
N 30 30 30 30
ADRENAL GLANDS (G
VEAN 0.0724 0.0712 0. 0667 0.0741
S.D. 0. 00956 0.01233 0. 00911 0. 01092
N 30 30 30 30
Pl TU TARY (O
VEAN 0. 0199 0. 0169** 0.0168** 0.0183
S.D. 0. 00337 0. 00310 0. 00342 0. 00368
N 30 30 30 30

** = Significantly different fromthe control group at 0.01 using Dunnett’'s test
POFBSTV5. 02
09/ 04/ 2002
R: 12/ 09/ 2002
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TABLE 110 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
FI NAL BODY W (G
VEAN 547. 501, ** 510. * 534,
S.D. 44.5 50. 4 53. 6 68. 4
N 30 30 30 30
BRAI N
VEAN 0. 386 0.411* 0. 409 0.391
S.D. 0.0371 0. 0340 0. 0408 0. 0492
N 30 30 30 30
LI VER
MEAN 3.498 3.428 3. 464 3.428
S.D. 0. 3657 0.3743 0.3321 0.3272
N 30 30 30 30
KI DNEYS
MEAN 0. 670 0. 684 0. 670 0. 683
S.D. 0. 0511 0. 0686 0. 0603 0. 0750
N 30 30 30 30
SPLEEN
VEAN 0. 156 0.157 0.159 0.155
S.D. 0.0198 0. 0166 0.0175 0. 0228
N 30 30 30 30

= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test
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TABLE 110 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 2
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
SEM VES/ C& FLUI D
MEAN 0.425 0. 457 0. 445 0. 442
S.D. 0. 1005 0.0731 0. 0885 0. 1045
N 30 30 30 30
PROSTATE
VEAN 0.215 0.234 0.224 0. 227
S.D. 0. 0546 0. 0476 0.0478 0. 0588
N 30 30 30 30
RI GHT TESTI S
0.330 0.334 0.335 0.334
S.D. 0. 0540 0. 0523 0. 0276 0. 0467
N 30 30 30 30
LEFT TESTI S
MEAN 0.331 0.338 0.333 0.328
S.D. 0. 0509 0. 0428 0. 0296 0. 0396
N 30 30 30 30
RI GHT EPI DI DYM S
VEAN 0.135 0. 140 0.137 0.134
S.D. 0.0192 0. 0165 0.0144 0.0170
N 30 30 30 30

None significantly different fromcontrol group



T68€E 10 e

TABLE 110 (F1 MALES)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 3
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G
----- MALE -----
GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM
LEFT EPI DI DYM S
MEAN 0.134 0.141 0.135 0.134
S.D. 0.0184 0. 0159 0.0157 0.0182
N 30 30 30 30
RI GHT CAUDA EPI D
VEAN 0. 059 0. 062 0. 060 0. 058
S.D. 0. 0096 0. 0090 0. 0095 0. 0097
N 30 30 30 30
LEFT CAUDA EPID
MEAN 0. 059 0. 064 0. 063 0. 061
S.D. 0. 0099 0.0104 0. 0091 0.0114
N 30 30 30 30
THYMUS
MEAN 0.041 0. 053** 0. 045 0. 042
S.D. 0.0118 0. 0151 0.0115 0.0124
N 30 30 30 30
ADRENAL GLANDS
VEAN 0.011 0.012 0.011 0.011
S.D. 0. 0022 0.0017 0. 0019 0. 0021
N 30 30 30 30

** = Significantly different fromthe control group at 0.01 using Dunnett’'s test



T68€E J0 GFE

TABLE 110 (F1 MALES)

PRQJECT NO. : W L-186013A I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 4
SPONSOR: ACC SUMVARY OF ORGAN WI'S. RELATI VE TO FI NAL BODY WIS. [ G 100 G
----- MALE -----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
Pl TU TARY
MEAN 0.003 0.003 0.003 0.003
S.D. 0. 0004 0. 0006 0. 0005 0. 0004
N 30 30 30 30
None significantly different fromcontrol group
POFBSTV5. 02

09/ 04/ 2002
R: 12/ 09/ 2002
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TABLE 111 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM 2500 PPM
FI NAL BODY W (G
VEAN 321. 303. 310. 320
S.D. 25.0 34.5 25. 6 33.7
N 30 30 30 30
BRAI N
VEAN 0. 606 0. 629 0.615 0.613
S.D. 0. 0438 0. 0568 0. 0536 0. 0538
N 30 30 30 30
LI VER
MEAN 3.517 3.599 3. 642 3. 462
S.D. 0.3175 0. 3580 0. 4046 0. 3366
N 30 30 30 30
KI DNEYS
MEAN 0. 649 0. 664 0. 662 0. 652
S.D. 0. 0544 0. 0505 0. 0460 0. 0545
N 30 30 30 30
SPLEEN
VEAN 0. 190 0.191 0.188 0.194
S.D. 0. 0242 0. 0258 0. 0244 0. 0318
N 30 30 30 30

None significantly different fromcontrol group



T68E 10 /1€

TABLE 111 (F1 FEMALES)

PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS
SPONSOR: ACC SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G
----- FEMALE-----
GROUP; 0 PPM 500 PPM 1000 PPM
UTERUS/ CX/ CD
MEAN 0.224 0.249 0.227
S.D. 0. 0625 0. 0697 0. 0854
N 30 30 30
THYMUS
MEAN 0. 087 0.098 0.093
S.D. 0. 0256 0.0272 0. 0280
N 30 30 30
OVARI ES
MEAN 0.035 0. 037 0. 036
S.D. 0. 0089 0. 0076 0. 0061
N 30 30 30
ADRENAL GLANDS
VEAN 0.023 0.024 0.022
S.D. 0. 0036 0. 0037 0. 0031
N 30 30 30
Pl TUl TARY
VEAN 0. 006 0. 006 0. 006
S.D. 0. 0010 0. 0010 0. 0011
N 30 30 30

None significantly different fromcontrol group

0. 252
0. 0825
30

0. 089
0. 0259
30

0. 037
0.0113
30

0.023
0. 0036
30

0. 006
0.0013
30

POFBSTVS. 02
09/ 04/ 2002
R 12/ 09/ 2002



T68E J0 8YE

TABLE 112 (F1 MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L- 186013A I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF M CROSCCPI C FI NDI NGS
----- MALE -----
GROUP: 1 2 3 4
NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 19 14 15 20

ADRENAL CORTEX

TOTAL NUMBER EXAM NED 18 5 7 16
EXAM NED, UNREMARKABLE 14 4 6 16
- VACUOLATI ON, CYTOPLASM C 4 1 1 0
M NI VAL 4 1 1 NONE
ADRENAL MEDULLA
TOTAL NUMBER EXAM NED 18 5 7 15
EXAM NED, UNREMARKABLE 18 5 7 15
NOT EXAM NED 0 0 0 1
BRAI' N
TOTAL NUMBER EXAM NED 18 5 7 16
EXAM NED, UNREMARKABLE 18 5 7 15
- I NFI LTRATE, MONONUCLEAR 0 0 0 1
M NI VAL NONE NONE NONE 1
Kl DNEYS
TOTAL NUMBER EXAM NED 18 8 12 17
EXAM NED, UNREMARKABLE 0 1 3 3
- | NFLAMVATI ON, SUBACUTE 16 6 9 10
M NI VAL 16 6 9 10
- BASOPHI LI C TUBULES 11 3 4 11
M NI VAL 9 3 4 10
M LD 2 NONE NONE 1

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68€E J0 6VE

TABLE 112 (F1 MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013A I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— MALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 19 14 15 20
Kl DNEYS - CONTI NUED
- HYDRONEPHRGCSI S 1 2 2 0
M NI VAL NONE 1 NONE NONE
M LD 1 1 2 NONE
- DI LATATI ON, TUBULAR 6 2 2 4
M NI VAL 5 1 2 3
M LD 1 1 NONE 1
- M NERALI ZATI ON 2 1 0 0
M NI VAL 2 1 NONE NONE
- HYPERPLASI A, TUBULAR 0 1 0 0
M LD NONE 1 NONE NONE
LYMPH NODE, NMAND
TOTAL NUMBER EXAM NED 2 2 3 1
EXAM NED, UNREMARKABLE 0 0 0 0
- HEMORRHAGE 2 2 3 1
M NI VAL NA NA 1 NA
M LD 1 NA 1 1
MODERATE 1 2 1 NA
- PLASMACYTOSI S, MEDULLARY 0 0 1 0
M LD NA NA 1 NA
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68E 10 0SE

TABLE 112 (F1 MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013A I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 3
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— MALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 19 14 15 20
LI VER
TOTAL NUMBER EXAM NED 18 5 7 16
EXAM NED, UNREMARKABLE 3 1 1 1
- I NFI LTRATE, MONONUCLEAR 15 4 6 15
M NI VAL 15 4 6 15
- NECRCSI S, HEPATOCELLULAR 2 0 2 2
M NI VAL 2 NONE 2 2
- HYPERPLASI A, BI LE DUCT 0 1 0 0
M NI VAL NONE 1 NONE NONE
LUNGS
TOTAL NUMBER EXAM NED 2 2 1 1
EXAM NED, UNREMARKABLE 0 0 0 0
- I NFI LTRATE, MONONUCLEAR, SUBPLEURAL 1 0 1 1
M NI VAL 1 NA 1 1
- MACROPHAGES, ALVEOLAR 0 1 0 1
M NI VAL NA 1 NA 1
- I NFI LTRATE, MONONUCLEAR, PERI VASCULAR 1 1 0 0
M NI VAL 1 1 NA NA
- HEMORRHAGE 1 1 0 0
M NI VAL 1 1 NA NA
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68€E 10 TGE

TABLE 112 (F1 MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013A I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 4
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— MALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 19 14 15 20
Pl TUI TARY
TOTAL NUMBER EXAM NED 18 7 7 17
EXAM NED, UNREMARKABLE 16 5 7 14
- CYST, PARS DI STALI S 1 0 0 1
M NI VAL NONE NONE NONE 1
M LD 1 NONE NONE NONE
-#B ADENOMA, PARS DI STALI S 0 0 0 1
PRESENT NONE NONE NONE 1
- VACUOLATI ON, PARS DI STALI S 0 1 0 0
M NI VAL NONE 1 NONE NONE
- CYST, PARS | NTERVEDI A 0 1 0 0
M NI VAL NONE 1 NONE NONE
- ANG ECTASI S 1 0 0 1
M NI VAL 1 NONE NONE 1
PROSTATE
TOTAL NUMBER EXAM NED 18 5 7 16
EXAM NED, UNREMARKABLE 3 0 2 8
- I NFI LTRATE, LYMPHOCYTE 10 3 4 5
M NI VAL 9 2 4 4
M LD 1 1 NONE 1
- | NFLAMVATI ON, SUBACUTE 5 2 1 3
M NI VAL 3 2 1 3
M LD 2 NONE NONE NONE
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

# = NEOPLASM B = BENI GN



T68E 10 ¢S€

TABLE 112 (F1 MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013A I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 5
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— MALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 19 14 15 20
PROSTATE - CONTI NUED
- NECROSI S 0 0 1 0
M NI VAL NONE NONE 1 NONE
- HYPERPLASI A 0 0 1 0
M NI VAL NONE NONE 1 NONE
SKI' N
TOTAL NUMBER EXAM NED NA NA NA NA
EXAM NED, UNREMARKABLE NA NA NA NA
NOT EXAM NED 1 NA NA NA
SPLEEN
TOTAL NUMBER EXAM NED 18 5 7 16
EXAM NED, UNREMARKABLE 18 5 7 16
SEM NAL VESI CLES
TOTAL NUMBER EXAM NED 18 6 7 16
EXAM NED, UNREMARKABLE 18 5 7 16
- DECREASED SECRETI ON 0 1 0 0
M NI VAL NONE 1 NONE NONE
THYMUS
TOTAL NUMBER EXAM NED 18 5 7 16
EXAM NED, UNREMARKABLE 9 4 3 3
- HEMORRHAGE 9 1 4 12
M NI VAL 7 1 3 10
M LD 2 NONE 1 2
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68E 10 £G€E

TABLE 112 (F1 MALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L- 186013A I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 6
SPONSOR: ACC SUMMARY OF M CROSCCPI C FI NDI NGS
----- MALE -----
GROUP: 1 2 3 4

NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 19 14 15 20
THYMJS - CONTI NUED
- DEPLETI ON, LYMPHOI D 0 0 0 1

M LD NONE NONE NONE 1

URI NARY BLADDER

TOTAL NUMBER EXAM NED NA 1 NA NA
EXAM NED, UNREMARKABLE NA 1 NA NA
RI GHT TESTI S
TOTAL NUMBER EXAM NED 18 6 7 16
EXAM NED, UNREVARKABLE 17 5 6 15
- DEGENERATI ON, SEM NI FEROUS TUBULES 1 1 1 1
M NI VAL NONE NONE 1 NONE
SEVERE 1 1 NONE 1
-G ANT CELL 0 0 0 1
MODERATE NONE NONE NONE 1
- GRANULOVA, SPERM 0 0 0 1
M LD NONE NONE NONE 1
RI GHT EPI DI DYM S
TOTAL NUMBER EXAM NED 18 6 7 16
EXAM NED, UNREMARKABLE 14 5 6 13
- NFI LTRATE, LYMPHOCYTE 2 0 0 2
M NI VAL 2 NONE NONE 2
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68€ J0 ¥SE

TABLE 112 (F1 MALES - SCHEDULED NECROPSY)

PROJECT NO.: W L- 186013A | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 7
SPONSOR: ACC SUMMARY OF M CROSCOPI C FI NDI NGS
----- MALE -----
GROUP; 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUVBER OF AN MALS EXAM NED 19 14 15 20
RIGHT EPIDIDYM S - CONTI NUED
- HYPCSPERM A 1 1 0 1
MODERATE NONE NONE NONE 1
SEVERE 1 1 NONE NONE
- CELLULAR DEBRI S 0 1 1 1
M NI MAL NONE NONE 1 1
M LD NONE 1 NONE NONE
- VACUCLATI ON 1 0 0 0
M LD 1 NONE NONE NONE
COAGULATI NG GL
TOTAL NUMBER EXAM NED 18 5 7 16
EXAM NED, UNREMARKABLE 18 5 7 16
EAR( S)
TOTAL NUMBER EXAM NED NA NA NA 1
EXAM NED, UNREMARKABLE NA NA NA 0
- CHONDROPATHY, AURI CULAR NA NA NA 1
MODERATE NA NA NA 1
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE

PHSI 2v4. 17
07/ 08/ 2003



T68E 10 GG€

TABLE 113 (F1 FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PAGE 1
SPONSOR: ACC SUMMARY OF M CROSCCPI C FI NDI NGS
----- FEMALE -----
GROUP: 1 2 3 4
NUVBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 22 8 9 22

ADRENAL CORTEX

TOTAL NUMBER EXAM NED 22 5 7 16
EXAM NED, UNREMARKABLE 22 5 7 16
ADRENAL MEDULLA
TOTAL NUMBER EXAM NED 22 5 7 16
EXAM NED, UNRENARKABLE 22 5 7 16
BRAI N
TOTAL NUMBER EXAM NED 22 5 7 16
EXAM NED, UNREMARKABLE 22 5 7 15
- DI LATATI ON, VENTRI CLE 0 0 0 1
M LD NONE NONE NONE 1
EAR( S)
TOTAL NUMBER EXAM NED NA NA NA 2
EXAM NED, UNRENARKABLE NA NA NA 0
- CHONDROPATHY, AUR! CULAR NA NA NA 2
M LD NA NA NA 1
MODERATE NA NA NA 1
KI DNEYS
TOTAL NUMBER EXAM NED 22 6 7 18
EXAM NED, UNREMARKABLE 3 3 1 6
- BASOPHI LI C TUBULES 7 1 2 7
M NI MAL 7 1 2 7
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68E 10 9G€

TABLE 113 (F1 FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 2
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 22 8 9 22
Kl DNEYS - CONTI NUED
- | NFLAMVATI ON, SUBACUTE 8 2 3 11
M NI VAL 7 2 3 11
M LD 1 NONE NONE NONE
- M NERALI ZATI ON, TUBULAR 8 1 1 3
M NI VAL 5 1 1 2
M LD 3 NONE NONE 1
- HYPERPLASI A, TRANSI TI ONAL CELL 1 0 1 0
M NI VAL 1 NONE 1 NONE
- DI LATATI ON, TUBULAR 2 0 1 1
M NI VAL 1 NONE 1 NONE
M LD 1 NONE NONE 1
- M NERALI ZATI ON, PELVIC 0 1 1 0
M NI VAL NONE 1 1 NONE
-FIBROSI'S, | NTERSTI Tl AL 1 0 0 0
M LD 1 NONE NONE NONE

LYMPH NODE, MAND
TOTAL NUMBER EXAM NED 2 1 1 3
EXAM NED, UNREMARKABLE 0 0 0 0
- HEMORRHAGE 2 1 1 3
M LD 2 1 1 3

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68€E 10 /S€E

TABLE 113 (F1 FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 3
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 22 8 9 22
LI VER
TOTAL NUMBER EXAM NED 22 5 7 16
EXAM NED, UNREMARKABLE 3 1 2 1
- I NFI LTRATE, MONONUCLEAR 19 4 5 15
M NI VAL 19 4 5 15
-FIBROSI S, BILE DUCTS 1 0 0 0
M LD 1 NONE NONE NONE
- KARYOVEGALY 0 0 0 1
M NI VAL NONE NONE NONE 1
-NECROSI S, HEPATOCELLULAR 0 1 0 0
M NI VAL NONE 1 NONE NONE
- PI GVENT 1 0 0 0
M NI VAL 1 NONE NONE NONE
LUNGS
TOTAL NUMBER EXAM NED NA 1 NA 2
EXAM NED, UNREMARKABLE NA 0 NA 0
- HEMORRHAGE NA 1 NA 2
M NI VAL NA 1 NA 1
M LD NA NA NA 1
- | NFLAMVATI ON, SUBACUTE NA 0 NA 1
M LD NA NA NA 1
- | NFI LTRATE, MONONUCLEAR, SUBPLEURAL NA 1 NA 0
M NI VAL NA 1 NA NA
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

NA = NOT APPLI CABLE



T68E 10 8G€E

TABLE 113 (F1 FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 4
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 22 8 9 22
Ovl DUCTS
TOTAL NUMBER EXAM NED 22 6 7 16
EXAM NED, UNREMARKABLE 22 5 7 16
- CYsST 0 1 0 0
M LD NONE 1 NONE NONE
OVARI ES
TOTAL NUMBER EXAM NED 22 5 7 17
EXAM NED, UNREMARKABLE 19 3 5 14
- CYsST 1 2 1 2
M NI VAL 1 1 1 NONE
M LD NONE 1 NONE 1
SEVERE NONE NONE NONE 1
- DECREASED CORPORA LUTEA 2 0 1 1
M LD 1 NONE NONE NONE
MODERATE 1 NONE 1 NONE
SEVERE NONE NONE NONE 1
Pl TUI TARY
TOTAL NUMBER EXAM NED 22 5 7 17
EXAM NED, UNREMARKABLE 22 5 7 15
- CYST, PARS DI STALI S 0 0 0 2
M NI VAL NONE NONE NONE 1
M LD NONE NONE NONE 1

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68E 10 65€

TABLE 113 (F1 FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 5
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 22 8 9 22
SPLEEN
TOTAL NUMBER EXAM NED 22 5 7 16
EXAM NED, UNREMARKABLE 22 5 7 15
-FI BROSI S, CAPSULAR 0 0 0 1
M LD NONE NONE NONE 1
THYMUS
TOTAL NUMBER EXAM NED 22 5 8 16
EXAM NED, UNREMARKABLE 7 1 0 4
- HEMORRHAGE 15 4 8 12
M NI VAL 14 4 7 9
M LD 1 NONE 1 3
UTERUS
TOTAL NUMBER EXAM NED 22 5 7 16
EXAM NED, UNREMARKABLE 16 5 7 9
- DI LATATI ON, LUMEN 3 0 0 3
M NI VAL 3 NONE NONE NONE
M LD NONE NONE NONE 3
- | MPLANTATI ON SI TE 5 0 0 5
PRESENT 5 NONE NONE 5

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM



T68€E J0 09€

TABLE 113 (F1 FEMALES - SCHEDULED NECROPSY)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 6
SPONSOR: ACC SUMVARY OF M CROSCOPI C FI NDI NGS
————— FEMALE -----
GROUP: 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30
NUMBER OF ANI MALS EXAM NED 22 8 9 22
VAG NA
TOTAL NUMBER EXAM NED 22 5 7 16
EXAM NED, UNREMARKABLE 21 5 7 16
- I NFI LTRATE, MONONUCLEAR 1 0 0 0
M NI VAL 1 NONE NONE NONE
CERVI X
TOTAL NUMBER EXAM NED 22 5 7 16
EXAM NED, UNREMARKABLE 22 5 7 16
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PHSI 2v4. 17

07/ 08/ 2003



T68€E 10 T9€

PRQJECT NO.: W L-186013D
SPONSOR: ACC

TABLE 114 (F1 FEMALES - SCHEDULED NECROPSY)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL I N RATS

SUMVARY OF OVARI AN PRI MORDI AL FOLLI CLE COUNTS AND CORPORA LUTEA COUNTS

PRI MORDI AL FOLLI CLES
MEAN
S. D
N

CORPORA LUTEA
MVEAN
S. D

“---- FEMALE--

0 PPM 500 PPM

114.6 NA
45. 40
30

158. 3 NA
58. 42
30

Mean prinordial follicle count not significantly different from control

NA = NOT APPLI CABLE

MANUALV1. O
10/ 31/ 2002
R 12/ 09/ 2002



T68E J0 29E

PRQJECT NO.: W L-186013D

TABLE 115 (F2)

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY CF | SOBUTANOL | N RATS

SUMVARY OF PND O LI TTER DATA

SPONSOR: ACC
GROUP 1
NUMBER BORN
MEAN 13.1
S. D. 3.14
N 22
SEX AT Bl RTH (% MALES PER LI TTER)
MVEAN 46. 9
S. D 12.58
N 22
LI'VE LITTER SI ZE (PND 0)
VEAN 13.0
S. D. 3.19
N 22
1- 0 PPM 2- 500 PPM

SEX COVPARED US| NG KRUSKAL-WALLI' S, NUMBER BORN, AND LI VE LI TTER SI ZE COVMPARED USI NG DUNNETT' S

3-

1000 PPM

4-

2500 PPM

None significantly different from control

group

PPVI ASv5. 01
12/ 09/ 2002



T68€E J0 €9E

TABLE 116 (F2)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMVARY OF POSTNATAL SURVI VAL [ % PER LI TTER]
GROUP 1 2 3 4

PND O (RELATIVE TO NUMBER BORN)

MEAN 98.8 100.0 98.7 98.1
S. D. 3.24 0. 00 3. 06 4.33
N 22 25 23 24
PND O TOPND 1
MEAN 99.4 99.1 98.8 99.4
S. D 2.03 2.38 3.30 2.10
N 22 25 23 24
PND 1 TO PND 4 (PRE-SELECTI ON)
VEAN 99.7 98. 6 99.1 100.0
S. D. 1.42 3.30 2.43 0.00
N 22 25 23 24
PND 4 (POST-SELECTION) TO PND 7
MEAN 100.0 97.9 99.5 99.0
S. D. 0. 00 8. 28 2.61 3.53
N 22 25 23 24
PND 7 TO PND 14
MEAN 100.0 95.4 99.5 99.5
S. D 0.00 20.08 2.61 2.55
N 22 25 23 24
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

None significantly different fromcontrol group



T68€ 10 ¥9E

PRQJECT NO.: W L-186013D
SPONSOR: ACC

TABLE 116 (F2)
| NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS

SUMVARY OF POSTNATAL SURVI VAL [ % PER LI TTER]

PND 14 TO PND 21

MEAN 99.4
S. D. 2.67
N 22

Bl RTH TO PND 4 ( PRE- SELECTI ON)
MEAN

100.0
0. 00
24

99.5

100.0

97.9
S. D. 3.73
N 22
PND 4 (POST-SELECTION) TO PND 21
MVEAN 99.4
S. D 2.67
N 22
1- 0 PPM 2- 500 PPM

STATI STI CS PERFCORVED USI NG KRUSKAL- WALLI S

3- 1000 PPM 4- 2500 PPM

None significantly different fromcontro

group

PPVI ASv5. 01
12/ 09/ 2002



T68€E J0 G9E

TABLE 117 (F2)
PROJECT NO.: W L- 186013D | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF PUP CLI NI CAL OBSERVATI ONS

ALL OBSERVATI ON PERI CDS
TOTAL NUMBER OF FI NDI NGS/ NUMBER COF PUPS W TH FI NDI NG

FI NDI NG GROUP 1 2 3 4
NORVAL
NO REMARKABLE OBSERVATI ONS 1068/ 284 1247/ 344 1139/ 311 1229/ 331
DI SPOSI TI ON
FOUND DEAD 6/ 6 11/ 11 10/ 10 10/ 10
SCHEDULED EUTHANASI A ( PND 21) 169/ 169 190/ 190 181/ 181 189/ 189
CULLED ON SCHEDULED DAY (PND 4) 113/ 113 143/ 143 125/ 125 140/ 140
M SSI NG 1/ 1 4/ 4 4/ 4 1/ 1
BODY/ | NTEGUVENT
SMALL IN SI ZE 5/ 2 10/ 6 12/ 9 1 1
SUBCUTANEQUS HEMORRHAGE( S) o/ 0 o/ 0 3/ 3 o/ 0
FI LAVENTOUS TAI L o 0 o/ 0 6/ 2 o/ 0
SCABBI NG 1 1 1 1 o/ 0 o/ 0
TAI L ABSENT o/ 0 o/ 0 5/ 1 o/ 0
DEHYDRATED 1/ 1 o/ 0 o 0 1/ 1
PALE | N COLOR o/ 0 o/ 0 1 1 1 1
LACERATI ON( S) 1/ 1 o/ 0 o/ 0 o/ 0
UNEVEN HAI R GROWTH 2 1 o/ 0 o/ 0 o/ 0
SCAR ON LEFT LATERAL THORACI C AREA o/ 0 o/ 0 1/ 1 o/ 0
HAI R LOSS o/ 0 2l 2 2/ 1 o/ 0
CARDI O- PULMONARY
LABORED RESPI RATI ON o 0 o 0 o 0 2/ 2
ORAL/ DENTAL
SWOLLEN LEFT CORNER OF MOUTH 1/ 1 o 0 o 0 o/ 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
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PRQJECT NO.: W L-186013D
SPONSOR: ACC

TOTAL NUMBER OF FI NDI NGS/ NUMBER COF PUPS W TH FI NDI NG

TABLE 117 (F2)

ALL OBSERVATI ON PERI CDS

I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS
SUMMARY OF PUP CLI NI CAL OBSERVATI ONS

ORAL/ DENTAL
SWOLLEN RI GHT CORNER OF MOUTH
SCAR ON UPPER RI GHT LI P

1000 PPM

4-

2500 PPM

PAGE 2

4

o/ 0

o 0
PPOBSI v4. 03

12/ 09/ 2002
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TABLE 118 (F2)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC SUMVARY OF OFFSPRI NG VEI GHTS [(§
(LI TTER AS EXPERI MENTAL UNI T)
DOSE GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
PND 1
MALES MEAN 7.3 6. 8* 6. 8* 7.1
S. D 0.82 0.53 0. 66 0. 65
N 22 25 23 24
FEMALES MEAN 6.9 6. 3* 6. 4* 6.6
S. D 0. 87 0. 50 0.61 0. 64
N 22 25 23 24
PND 4 (BEFORE SELECTI ON)
MALES MEAN 10.4 9. 2** 9.6 10.3
S. D 1.50 1.14 1.08 1.05
N 22 25 23 24
FEMALES MEAN 9.8 8. 6** 9.1 9.6
S. D 1.59 1.06 1.10 1.08
N 22 25 23 24
PND 7
MALES MEAN 14.6 12. 1** 13.3 14. 4
S. D 1.96 2.06 1.88 1.62
N 22 25 23 24
FEMALES MEAN 13.9 11.8** 12. 6% 13.6
S. D 2.18 1.93 1.76 1.34
N 22 25 23 24

PND = POSTNATAL DAY
* = Significantly different fromthe control group at 0.05 using Student’s T-test
** = Significantly different fromthe control group at 0.01 using Student’'s T-test
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PRQJECT NO.: W L-186013D

TABLE 118 (F2)
| NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS

SPONSOR: ACC SUMVARY OF OFFSPRI NG WEI GHTS [ ([
(LI TTER AS EXPERI MENTAL UNI T)
DOSE  GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
PND 14
MALES MEAN 27.3 24, 2** 25.2 26.0
S.D. 3.43 3.26 2.89 2.97
N 22 24 23 24
FEMALES MEAN 26.2 23. 6* 24.0 24.6
S.D. 3.89 3.23 2.88 2.60
N 22 24 23 24
PND 21
MALES MEAN 43.9 36. 8** 37.5%* 39. 2*
S.D. 6. 47 6.08 5.58 5.82
N 22 24 23 24
FEMALES MEAN 41.9 35. 8** 35. 8** 37. 2%
S.D. 6. 64 5.85 4.69 4.90
N 22 24 23 24
PND = POSTNATAL DAY
* = Significantly different fromthe control group at 0.05 using Student’s T-test

* %

Significantly different fromthe control group at 0.01 using Student’'s T-test

PPWSUSNv5. 01
09/ 04/ 2002
R 12/ 05/ 2002
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TABLE 119 (F2)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMVARY OF OFFSPRI NG VEI GHT CHANGES [ G
(LI TTER AS EXPERI MENTAL UNI T)
DOSE GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
PND 1 TO 4 (BEFORE SELECTI ON)
MALES MEAN 3.1 2. 4% 2.8 3.2
S. D 0.83 0.94 0. 64 0.62
N 22 25 23 24
FEMALES MEAN 2.9 2. 3* 2.7 3.0
S. D 0. 87 0. 86 0. 67 0. 60
N 22 25 23 24
PND 4 TO 7
MALES MEAN 4.2 2. 9*%* 3.8 4.0
S. D 0.98 1.20 1.07 0.99
N 22 25 23 24
FEMALES MEAN 4.0 3. 0** 3.5 3.9
S. D 1.08 1.10 0.95 0. 85
N 22 25 23 24
PND 7 TO 14
MALES MEAN 12.7 11.9 11.9 11.5
S. D 2.20 1.74 1.60 1.88
N 22 24 23 24
FEMALES MEAN 12.3 11.6 11.5 11.1
S. D 2.26 1.99 1.69 1.70
N 22 24 23 24

PND = POSTNATAL DAY
* = Significantly different fromthe control group at 0.05 using Dunnett’s test
= Significantly different fromthe control group at 0.01 using Dunnett’'s test
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TABLE 119 (F2)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS
SPONSOR: ACC SUMVARY OF OFFSPRI NG VEI GHT CHANGES [ G
(LI TTER AS EXPERI MENTAL UNI T)
DOSE GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
PND 14 TO 21
MALES MEAN 16.6 12. 6%* 12.2%* 13.3**
S. D 3. 47 3.45 3.50 3.27
N 22 24 23 24
FEMALES MEAN 15.8 12. 2** 11.8** 12. 5**
S. D 3.14 3. 07 2.55 2.96
N 22 24 23 24

PND = POSTNATAL DAY
** = Significantly different fromthe control group at 0.01 using Dunnett’s test

PPWSUSNv5. 01
09/ 04/ 2002
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TABLE 120 (F2 - FOUND DEAD PUPS)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMARY OF PUP NECROPSY FI NDI NGS
FOUND DEAD PUPS
PUPS LI TTERS
DOSE GROUP: 1 2 3 4 1 2 3 4

NUMBER EXAM NED VI SCERALLY 6 11 10 10 6 4 8 8

LUNGS

DI SCOLORATI ON, DARK RED 0 0 1 0 0 0 1 0
STOVACH

M LK NOT PRESENT 2 0 4 7 2 0 4 5

M LK PRESENT 1 1 1 0 1 1 1 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PPNSI v4. 0

09/ 04/ 2002
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TABLE 121 (F2 - PND 21 WEANLI NGS NOT SELECTED FOR ORGAN VEI GHTS)

PRQJECT NO.: W L-186013D I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY OF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMVARY OF PUP NECROPSY FI NDI NGS
EUTHANI ZED PUPS
PUPS LI TTERS
DOSE GROUP: 1 2 3 4 1 2 3 4

NUMBER EXAM NED VI SCERALLY 125 142 135 141 22 24 23 24
KI DNEY

DI LATED PELVI S 0 2 2 0 0 2 2 0

1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM

PPNSI v4. 0

09/ 04/ 2002
R: 10/ 04/ 2002
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TABLE 122 (F2 - PND 21 WEANLI NGS SELECTED FOR ORGAN VEI GHTS)
PRQJECT NO.: W L-186013S I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL I N RATS PAGE 1
SPONSOR: ACC SUMMVARY OF MACROSCOPI C FI NDI NGS

SCHEDULED NECROPSY

----- MALE ---- --~- FEMALE ----
GROUP: 1 2 3 4 1 2 3 4
NUMBER OF ANI MALS | N DOSE GROUP 30 30 30 30 30 30 30 30
NUMBER OF ANI MALS EXAM NED 22 24 23 24 22 24 23 24
KI DNEYS
- DI LATED PELVI S o 0 0 0 o o o0 1
NO SI GNI FI CANT CHANGES OBSERVED - ALL EXAM NED Tl SSUES 22 24 23 24 22 24 23 23
1- 0 PPM 2- 500 PPM 3- 1000 PPM 4- 2500 PPM
PGRSI v4. 02

09/ 04/ 2002
R: 10/ 04/ 2002
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TABLE 123 (F2 - PND 21)

PROJECT NO.: W L-186013S | NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACE 1
SPONSOR: ACC SUMMARY OF ORGAN VEI GHTS [ G DAY 21
----- MALE -----

GROUP 0 PPM 500 PPM 1000 PPM 2500 PPM

BRAI N (GO
MEAN 1. 3987 1. 3616 1. 3603 1. 3869
S.D. 0. 08004 0. 08290 0. 09329 0. 08777
N 22 24 23 24

SPLEEN (G
MEAN 0.1815 0. 1491 0.1385** 0. 1545
S.D. 0.04724 0. 04485 0. 04906 0. 04566
N 22 24 23 24

THYMUS GLAND (G

N 0.1678 0.1515 0.1382 0.1491
S.D. 0. 03308 0. 03889 0.04131 0.03176
N 22 24 23 24

** = Significantly different fromthe control group at 0.01 using Dunnett’s test
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TABLE 123 (F2 - PND 21)

PRQJECT NO. : WL-186013S I NHALATI ON TWO- GEN.  REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS PACGE 2
SPONSOR: ACC SUMVARY OF ORGAN VEI GHTS [ G DAY 21
----- FEMALE-----

GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
BRAIN (G
MEAN 1.3623 1.3196 1.3117 1.3490
S.D. 0. 06735 0. 06989 0. 09923 0. 08539
N 22 24 23 24
SPLEEN (G
N 0. 1905 0. 1481** 0. 1381** 0. 1552*
S.D. 0. 05326 0. 04614 0. 04514 0. 04393
N 22 24 23 24
THYMJUS GLAND (G
N 0.1778 0.1621 0. 1495* 0. 1498*
S.D. 0. 03608 0. 03803 0. 03781 0. 03372
N 22 24 23 24
= Significantly different fromthe control group at 0.05 using Dunnett’s test
** = Significantly different fromthe control group at 0.01 using Dunnett’'s test

POFBSTVS. 02
09/ 04/ 2002
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TABLE 124 (F2 - PND 21)

PROQJIECT NO. : W L-186013S I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANOL | N RATS PACE 1
SPONSOR: ACC SUMVARY OF ORGAN WI'S. RELATIVE TO FI NAL BODY WIS. [G 100 G DAY 21
----- MALE -----
GROUP: 0 PPM 500 PPM 1000 PPM 2500 PPM
FI NAL BODY W (Q
MEAN 44. 37.** 37.** 39.*
S.D. 7.1 7.2 6.6 5.4
N 22 24 23 24
BRAI N
MEAN 3.274 3. 776** 3. 796** 3.620
S.D. 0. 4847 0. 6433 0. 4829 0. 4545
N 22 24 23 24
SPLEEN
MEAN 0.411 0. 394 0.372 0.391
S.D. 0. 0586 0. 0649 0. 0824 0. 0689
N 22 24 23 24
THYMJUS GLAND
MEAN 0. 385 0. 407 0.373 0.384
S.D. 0. 0530 0.0724 0. 0765 0. 0692
N 22 24 23 24
= Significantly different fromthe control group at 0.05 using Dunnett’'s test
** = Significantly different fromthe control group at 0.01 using Dunnett’s test
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PRQJECT NO.: W L-186013S

SPONSOR: ACC

TABLE 124 (F2 - PND 21)
| NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS
SUMMARY OF ORGAN WIS. RELATIVE TO FINAL BODY WIS. [G 100 G

FI NAL BODY W (G
VEAN
S.D.

BRAI N

SPLEEN

----- FEMALE-----

0 PPM 500 PPM 1000 PPM
43 37.** 36. **
7.3 6.1 5.4

22 24 23

3.272 3. 690** 3. 700**

0. 4407 0. 5140 0. 4095
22 24 23
0. 442 0. 398 0. 378*
0. 0633 0. 0662 0.0767
22 24 23
0. 419 0. 441 0. 416
0. 0532 0. 0586 0. 0948
22 24 23

3. 713**
0. 4018
24

0.419
0. 0983
24

0. 408
0. 0840
24

Si gni fi cant
Si gni ficant

<<

—h —h

erent fromthe control group at 0.05 using Dunnett’'s test
erent fromthe control group at 0.01 using Dunnett’s test

POFBSTV5. 02
09/ 25/ 2002
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PRQJECT NO.: W L-186013M

SPONSOR: ACC

~
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[ejolololololololololofolololololololololololololololololofe]

PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM

SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED

TABLE 125 (FO MALES)
| NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS

I NDI VI DUAL SURVI VAL AND DI SPCSI TI ON

EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A

DEATH

10- JAN- 02
10- JAN- 02
15- JAN- 02
15- JAN- 02
14- JAN- 02
15- JAN- 02
11-JAN-02
15- JAN- 02
14- JAN- 02
15- JAN- 02
11- JAN-02
10- JAN- 02
14- JAN- 02
14- JAN- 02
11- JAN-02
15- JAN- 02
10- JAN- 02
11- JAN-02
11-JAN-02
14- JAN- 02
10- JAN- 02
10- JAN- 02
10- JAN- 02
14- JAN- 02
11-JAN-02
10- JAN- 02
11- JAN-02
14- JAN- 02
14- JAN- 02
15- JAN- 02

128
129
129
132
128
128
128
132
129
128
129
132
132
133



TABLE 125 (FO MALES)

PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 2

T68€E 10 18€

SPONSOR: ACC I NDI VI DUAL SURVI VAL AND DI SPCSI TI ON
TYPE OF DATE OF DAYS ON
ANI MAL SEX GROUP DEATH DEATH STUDY
74601 M 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74604 M 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74605 M 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74609 M 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74612 M 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74613 M 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74621 M 500 PPM SCHEDULED EUTHANASI A 10- JAN-02 128
74625 M 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74626 M 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74634 M 500 PPM SCHEDULED EUTHANASI A 10- JAN-02 128
74641 M 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74642 M 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74655 M 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74662 M 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74666 M 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74667 M 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74671 M 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74673 M 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74676 M 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74685 M 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74689 M 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74690 M 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74704 M 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74708 M 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74709 M 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74712 M 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74715 M 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74722 M 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74729 M 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74733 M 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
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PRQJECT NO.: W L-186013M

SPONSOR: ACC
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PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM

SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED

TABLE 125 (FO MALES)
| NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS

I NDI VI DUAL SURVI VAL AND DI SPCSI TI ON

EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A

DEATH

15- JAN- 02
10- JAN- 02
14- JAN- 02
11-JAN-02
10- JAN- 02
14- JAN- 02
11-JAN-02
15- JAN- 02
11- JAN-02
15- JAN- 02
14- JAN- 02
15- JAN- 02
11-JAN-02
15- JAN- 02
11- JAN-02
14- JAN- 02
10- JAN- 02
10- JAN- 02
10- JAN- 02
10- JAN- 02
15- JAN- 02
14- JAN- 02
15- JAN- 02
14- JAN- 02
11- JAN-02
11- JAN-02
14- JAN- 02
14- JAN- 02
10- JAN- 02
10- JAN- 02

128
128
128
128
133
132
133
132
129
129
132
132
128
128
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PRQJECT NO.: W L-186013M

SPONSOR: ACC

TABLE 125 (FO MALES)
| NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS

I NDI VI DUAL SURVI VAL AND DI SPCSI TI ON

DEATH

SZIZIZIZIZIZIZIZIZIZIZIZIZIZIZIZIZIZIZIZIZIZIZIZIZIZLZLLLS

PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM

SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED

EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A

10- JAN- 02
14- JAN- 02
11- JAN-02
11-JAN-02
15- JAN- 02
10- JAN- 02
14- JAN- 02
11- JAN-02
14- JAN- 02
15- JAN- 02
11- JAN-02
14- JAN- 02
10- JAN- 02
15- JAN- 02
10- JAN- 02
15- JAN- 02
10- JAN- 02
11- JAN-02
14- JAN- 02
15- JAN- 02
11- JAN-02
15- JAN- 02
15- JAN- 02
10- JAN- 02
15- JAN- 02
11- JAN-02
11- JAN-02
14- JAN- 02
14- JAN- 02
10- JAN- 02

128
129
132
133
129
133
133
128
133
129
129
132
132
128

PDEADv4. 02
09/ 04/ 2002
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TABLE 126 (FO FEMALES)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC I NDI VI DUAL SURVI VAL AND DI SPCSI TI ON
TYPE OF DATE OF DAYS ON
ANI MAL SEX GROUP DEATH DEATH STUDY
74737 F 0 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74740 F 0 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74745 F 0 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74749 F 0 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74756 F 0 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74757 F 0 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74759 F 0 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74764 F 0 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74767 F 0 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74772 F 0 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74773 F 0 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74774 F 0 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74779 F 0 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74789 F 0 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74794 F 0 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74804 F 0 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74808 F 0 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74810 F 0 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74815 F 0 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74826 F 0 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74828 F 0 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74829 F 0 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74840 F 0 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74841 F 0 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74842 F 0 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74844 F 0 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74845 F 0 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74854 F 0 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74864 F 0 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74867 F 0 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
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TABLE 126 (FO FEMALES)

PRQJECT NO.: W L-186013F I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC I NDI VI DUAL SURVI VAL AND DI SPCSI TI ON
TYPE OF DATE OF DAYS ON
ANI MAL SEX GROUP DEATH DEATH STUDY
74742 F 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74746 F 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74753 F 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74761 F 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74762 F 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74765 F 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74782 F 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74785 F 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74790 F 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74796 F 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74797 F 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74798 F 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74802 F 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74805 F 500 PPM EUTHANI ZED | N EXTREM S 07- DEC- 01 94
74809 F 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74812 F 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74816 F 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74819 F 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74823 F 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74824 F 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74835 F 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74838 F 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74839 F 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74846 F 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133
74856 F 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74859 F 500 PPM SCHEDULED EUTHANASI A 11- JAN-02 129
74861 F 500 PPM SCHEDULED EUTHANASI A 10- JAN- 02 128
74863 F 500 PPM SCHEDULED EUTHANASI A 15- JAN-02 133
74869 F 500 PPM SCHEDULED EUTHANASI A 14- JAN- 02 132
74873 F 500 PPM SCHEDULED EUTHANASI A 15- JAN- 02 133



T68€E J0 98¢

PRQJECT NO.: W L-186013F

SPONSOR: ACC
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PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM

SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED

TABLE 126 (FO FEMALES)
| NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS

I NDI VI DUAL SURVI VAL AND DI SPCSI TI ON

EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A

DEATH

10- JAN- 02
14- JAN- 02
14- JAN- 02
14- JAN- 02
15- JAN- 02
11- JAN-02
14- JAN- 02
11- JAN-02
15- JAN- 02
15- JAN- 02
11- JAN-02
10- JAN- 02
10- JAN- 02
10- JAN- 02
11- JAN-02
11-JAN-02
14- JAN- 02
10- JAN- 02
15- JAN- 02
11- JAN-02
10- JAN- 02
14- JAN- 02
15- JAN- 02
11- JAN-02
15- JAN- 02
10- JAN- 02
14- JAN- 02
14- JAN- 02
10- JAN- 02
15- JAN- 02

132
128
133
129
128
132
133
129
133
128
132
132
128
133
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PRQJECT NO.: W L-186013F

SPONSOR: ACC

TABLE 126 (FO FEMALES)
| NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY OF | SOBUTANCL | N RATS

I NDI VI DUAL SURVI VAL AND DI SPCSI TI ON

DEATH

TTTMTTTTTTTTTTTTTTTTMT T T T T T TTMTTT

PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM

SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED

EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A

11-JAN-02
14- JAN- 02
11- JAN-02
10- JAN- 02
15- JAN- 02
11- JAN-02
11-JAN-02
10- JAN- 02
14- JAN- 02
10- JAN- 02
10- JAN- 02
15- JAN- 02
10- JAN- 02
14- JAN- 02
10- JAN- 02
15- JAN- 02
14- JAN- 02
15- JAN- 02
14- JAN- 02
15- JAN- 02
14- JAN- 02
11-JAN-02
14- JAN- 02
15- JAN- 02
11-JAN-02
10- JAN- 02
15- JAN- 02
11-JAN-02
15- JAN- 02
11- JAN-02

132
133
132
133
132
129
132
133
129
128
133
129
133
129

PDEADv4. 02
09/ 04/ 2002
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TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 1
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74602 M 0 PPM DI SPCSI TI ON 01-10-02 8:45 P SCHEDULED EUTHANASI A

74602 M 0 PPM BCDY/ | NTEGUMENT 10-02-01 6:22 1 HAIR LOSS RI GHT FORELI MB
12-18-01 6:44 1 HAIR LCSS RI GHT FORELI MB

74602 M 0 PPM ORAL/ DENTAL 11-13-01 6:05 P TEETH LONG TRI MVED

74603 M 0 PPM DI SPCSI TI ON 01-10-02 8:44 P SCHEDULED EUTHANASI A

74603 M 0 PPM BODY/ | NTEGUMENT 12-04-01 5:57 1 HAIR LOSS RI GHT FORELI MB

74603 M 0 PPM ORAL/ DENTAL 11-13-01 6:06 P TEETH LONG TRI MVED

74610 M 0 PPM DI SPCSI TI ON 01-15-02 7:15 P SCHEDULED EUTHANASI A

74610 M 0 PPM ORAL/ DENTAL 11-13-01 6:07 P TEETH LONG TRI MVED

74614 M 0 PPM DI SPCSI TI ON 01-15-02 7:15 P SCHEDULED EUTHANASI A

74614 M 0 PPM ORAL/ DENTAL 11-13-01 6:08 P TEETH LONG TRI MVED

74616 M 0 PPM DI SPCSI TI ON 01-14-02 8:20 P SCHEDULED EUTHANASI A

74616 M 0 PPM ORAL/ DENTAL 11-13-01 6:10 P TEETH LONG TR MVED

74620 M 0 PPM DI SPCSI TI ON 01-15-02 7:15 P SCHEDULED EUTHANASI A

74620 M 0 PPM EYES/ EARS/ NOSE  11-13-01 6:11 1 DRI ED RED MATERI AL AROUND NOSE

74620 M 0 PPM ORAL/ DENTAL 11-13-01 6:11 P TEETH LONG TRI MVED

74627 M 0 PPM DI SPOSI TI ON 01-11-02 8:40 P SCHEDULED EUTHANASI A

74627 M 0 PPM EXCRETA 09-11-01 6:04 P SOFT STOOL

74630 M 0 PPM DI SPCSI TI ON 01-15-02 7:15 P SCHEDULED EUTHANASI A

74630 M 0 PPM EYES/ EARS/ NOSE  01-01-02 7:16 1 DRI ED RED MATERI AL AROUND RI GHT EYE
01-08-02 6:27 1 DRI ED RED MATERI AL AROUND RI GHT EYE
01-15-02 6:56 1 DRIED RED MATERI AL AROUND RI GHT EYE

74630 M 0 PPM ORAL/ DENTAL 01-08-02 6:27 P UPPER | NCl SORS MALALI GNED

74632 M 0 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A

74633 M 0 PPM DI SPCSI TI ON 01-15-02 7:15 P SCHEDULED EUTHANASI A

74636 M 0 PPM DI SPCSI TI ON 01-11-02 8:40 P SCHEDULED EUTHANASI A

74644 M 0 PPM DI SPCSI TI ON 01-10-02 8:44 P SCHEDULED EUTHANASI A

74644 M 0 PPM BCDY/ | NTEGUMENT 10-02-01 6:26 1 HAIR LOSS RI GHT FORELI MB
10-02-01 6:26 1 HAIR LOSS LEFT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT
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TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 2
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74644 M 0 PPM BCDY/ | NTEGUMENT 10-09-01 7:05 2 HAIR LOSS RI GHT FORELI MB
10-09-01 7:05 2 HAIR LOSS LEFT FORELI MB
10-16-01 6:19 2 HAIR LOSS RI GHT FORELI MB
10-16-01 6:19 2 HAIR LCSS LEFT FORELI MB
10-23-01 6:21 2 HAIR LCSS RIGHT FORELI MB
10-23-01 6:21 2 HAIR LCSS LEFT FORELI MB
10-30-01 6:14 2 HAIR LCSS R GHT FORELI MB
10-30-01 6:14 2 HAIR LOSS LEFT FORELI MB
11-06-01 6:15 2 HAIR LCSS RI GHT FORELI MB
11-06-01 6:15 2 HAIR LCSS LEFT FORELI MB
11-13-01 6:15 1 HAIR LCSS R GHT FORELI MB
11-13-01 6:15 1 HAIR LCSS LEFT FORELI MB
11-20-01 6:20 2 HAIR LCSS R GHT FORELI MB
11-20-01 6:20 2 HAIR LOSS LEFT FORELI MB
11-27-01 6:36 1 HAIR LOSS RI GHT FORELI MB
11-27-01 6:36 1 HAIR LOSS LEFT FORELI MB
12-04-01 6:01 2 HAIR LGCSS RI GHT FORELI MB
12-04-01 6:01 2 HAIR LCSS LEFT FORELI MB
12-11-01 6:37 1 HAIR LCSS R GHT FORELI MB
12-11-01 6:37 1 HAIR LOSS LEFT FORELI MB
12-18-01 6:49 1 HAIR LCSS RI GHT FORELI MB
12-18-01 6:50 1 HAIR LCSS LEFT FORELI MB
12-25-01 7:20 1 HAIR LCSS R GHT FORELI MB
12-25-01 7:20 1 HAIR LCSS LEFT FORELI MB
01-01-02 7:17 1 HAIR LOSS RI GHT FORELI MB
01-01-02 7:17 1 HAIR LOSS LEFT FORELI MB
01-08-02 6:29 1 HAIR LOSS RI GHT FORELI MB
01-08-02 6:29 1 HAIR LOSS LEFT FORELI MB

8:31 1

01-10-02 HAIR LOSS RI GHT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68€E 10 06E

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 3
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74644 M 0 PPM BCDY/ | NTEGUMENT 01-10-02 8:31 1 HAIR LOSS LEFT FORELI MB
74645 M 0 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74648 M 0 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74656 M 0 PPM DI SPCSI TI ON 01-11-02 8:12 P SCHEDULED EUTHANASI A
74660 M 0 PPM DI SPCSI TI ON 01-15-02 7:15 P SCHEDULED EUTHANASI A
74660 M 0 PPM EYES/ EARS/ NOSE  11-13-01 6:17 1 DRI ED RED MATERI AL AROUND NOSE
74664 M 0 PPM DI SPCSI TI ON 01-10-02 8:44 P SCHEDULED EUTHANASI A
74664 M 0 PPM BCDY/ | NTEGUMENT 12-18-01 6:51 1 HAIR LOSS RI GHT FORELI MB
12-18-01 6:51 1 HAIR LOSS LEFT FORELI MB
12-18-01 6:53 P SCABBING LEFT FORELI MB
12-18-01 6:53 P SCABBING Rl GHT FORELI MB
12-25-01 7:23 2 HAIR LCSS RI GHT FORELI MB
12-25-01 7:23 2 HAIR LCSS LEFT FORELI MB
01-01-02 7:18 1 HAIR LOSS RI GHT FORELI MB
01-01-02 7:18 1 HAIR LOSS LEFT FORELI MB
74664 M 0 PPM EYES/ EARS/ NOSE ~ 12-25-01 7:23 1 DRI ED RED MATERI AL AROUND RI GHT EYE
12-25-01 7:23 1 DRI ED RED MATERI AL AROUND LEFT EYE
01-08-02 6:31 1 DRI ED RED MATERI AL AROUND RI GHT EYE
01-08-02 6:31 1 DRIED RED MATERI AL AROUND LEFT EYE
01-10-02 8:32 1 DRI ED RED MATERI AL AROUND LEFT EYE
74664 M 0 PPM ORAL/ DENTAL 12-25-01 7:22 P UPPER | NCl SORS MALALI GNED
12-25-01 7:22 P TEETH LONG TRI MVED
01-08-02 6:31 P UPPER | NCl SOR M SSI NG
01-08-02 6:31 P TEETH LONG TRI MVED
74665 0 PPM DI SPCSI TI ON 01-11-02 8:40 P SCHEDULED EUTHANASI A
74669 M 0 PPM DI SPOSI TI ON 01-11-02 8:40 P SCHEDULED EUTHANASI A
74669 0 PPM BODY/ | NTEGUMENT 10-23-01 6:24 1 HAIR LOSS RI GHT FORELI MB
10-30-01 6:16 1 HAIR LCSS R GHT FORELI MB
12-25-01 7:23 1 HAIR LOSS RI GHT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT
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TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 4
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74669 M 0 PPM BCDY/ | NTEGUMENT 12-25-01 7:23 1 HAIR LOSS LEFT FORELI MB
01-01-02 7:19 1 HAIR LOSS RI GHT FORELI MB
74677 M 0 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74677 M 0 PPM BCDY/ | NTEGUMENT 09-25-01 7:10 1 HAIR LOSS RI GHT FORELI MB
10-02-01 6:29 1 HAIR LOSS RI GHT FORELI MB
74681 M 0 PPM DI SPCSI TI ON 01-10-02 8:45 P SCHEDULED EUTHANASI A
74682 M 0 PPM DI SPCSI TI ON 01-10-02 8:44 P SCHEDULED EUTHANASI A
74682 M 0 PPM EYES/ EARS/ NOSE  11-13-01 6:20 1 DRI ED RED MATERI AL AROUND NCSE
74686 M 0 PPM DI SPCSI TI ON 01-10-02 8:44 P SCHEDULED EUTHANASI A
74696 M 0 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74698 M 0 PPM DI SPCSI TI ON 01-11-02 8:12 P SCHEDULED EUTHANASI A
74700 M 0 PPM DI SPCSI TI ON 01-10-02 8:45 P SCHEDULED EUTHANASI A
74701 M 0 PPM DI SPCSI TI ON 01-11-02 8:40 P SCHEDULED EUTHANASI A
74701 M 0 PPM BCODY/ | NTEGUMENT 12-25-01 7:27 1 HAIR LOSS RI GHT FORELI MB
74701 M 0 PPM EYES/ EARS/ NOSE  12-04-01 6:10 1 DRI ED RED MATERI AL AROUND LEFT EYE
12-18-01 6:57 1 DRI ED RED MATERI AL AROCUND RI GHT EYE
12-18-01 6:57 2 DRI ED RED MATERI AL AROUND LEFT EYE
12-25-01 7:27 1 DR ED RED MATERI AL AROUND LEFT EYE
01-08-02 6:35 1 DRIED RED MATERI AL AROUND LEFT EYE
74701 M 0 PPM EXCRETA 11-13-01 7:26 P DECREASED DEFECATI ON
11-13-01 7:26 P DECREASED URI NATI ON
74701 M 0 PPM ORAL/ DENTAL 11-13-01 6:26 P UPPER I NCI SOR M SSI NG
11-13-01 6:26 P TEETH LONG TR MVED
12-04-01 6:09 P UPPER I NCl SOR M SSI NG
12-04-01 6:09 P TEETH LONG TRI MVED
12-04-01 6:09 P UPPER I NCl SORS MALALI GNED
12-11-01 6:43 P UPPER | NCl SORS MALALI GNED
12-18-01 6:57 P UPPER I NClI SORS MALALI GNED
12-18-01 6:57 P TEETH LONG TR MVED

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT
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PRQJECT NO.: W L-186013M

SPONSOR: ACC

74707
74711
74711

<L

74724
74724

74601
74604
74605
74609
74612
74613
74621
74621

I £L

0 PPM
0 PPM
0 PPM

0 PPM
0 PPM

500
500
500
500
500
500
500
500

PPM
PPM
PPM
PPM
PPM
PPM
PPM
PPM

TABLE 127 (FO MALES -

DETAI LED PHYSI CAL EXAM NATI ONS)
I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS

I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ PCSI TI VE FI NDI NGS ONLY]

ORAL/ DENTAL

DI SPCSI TI ON
DI SPCSI TI ON

BCDY/ | NTEGUVENT

DI SPCSI TI ON
EXCRETA

MODERATE 3 -

TABLE RANGE: 09-04-01 TO 01-15-02

12-25-01
12-25-01
01-08-02
01-08-02
01-14-02
01-14-02
11-13-01
11-20-01
11-20-01
12-11-01
12-11-01
12-18-01
12-18-01
12-25-01
01-15-02
01-01-02
01-08-02
01-10-02
01-15-02
01-15-02
01-14-02
01-11-02
01-14-02
01-10-02
09-04-01
09- 04-01
09-11-01
09-11-01
09-18-01

SEVERE P -

PRESENT

UPPER | NCI SORS MALALI GNED
TEETH LONG TRl MMED
UPPER | NCI SORS MALALI GNED
TEETH LONG, TRI MVED

SCHEDULED
SCHEDULED
HAI R LGSS
HAI R LGSS
HAI R LGSS
HAI R LGSS
HAI R LGSS
HAI R LGSS
HAI R LGSS
HAI R LGSS
SCHEDULED

SOFT STOOL
SOFT STOOL

SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
SCHEDULED
HAI R LGSS
HAI R LGSS
HAI R LGSS
HAI R LGSS
HAI R LGSS

EUTHANASI A

EUTHANASI A

RI GHT FORELI MB
RI GHT FORELI MB
LEFT FORELI MB
RI GHT FORELI MB
LEFT FORELI MB
RI GHT FORELI MB
LEFT FORELI MB
LEFT FORELI MB
EUTHANASI A

EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
EUTHANASI A
RI GHT FORELI MB
LEFT FORELI MB
RI GHT FORELI MB
LEFT FORELI MB
RI GHT FORELI MB
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TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 6
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74621 M 500 PPM BCDY/ | NTEGUMENT 09-18-01 7:14 1 HAIR LOSS LEFT FORELI MB
10-02-01 6:35 1 HAIR LOSS RI GHT FORELI MB
10-02-01 6:35 1 HAIR LCSS LEFT FORELI MB
10-09-01 7:20 1 HAIR LCSS RI GHT FORELI MB
10-09-01 7:20 1 HAIR LOSS LEFT FORELI MB
01-10-02 8:35 P SCABBING LEFT FORELI MB
01-10-02 8:35 1 HAIR LOSS LEFT FORELI MB

74621 M 500 PPM EYES/ EARS/ NOSE  09-25-01 7:21 1 DRI ED RED MATERI AL AROUND RI GHT EYE
10-02-01 6:35 1 DRI ED RED MATERI AL AROUND RI GHT EYE
10-09-01 7:20 1 DRI ED RED MATERI AL AROCUND RI GHT EYE
10-09-01 7:20 1 DRI ED RED MATERI AL AROUND LEFT EYE
10-16-01 6:29 1 DR ED RED MATERI AL AROUND LEFT EYE
10-23-01 6:31 1 DRI ED RED MATERI AL AROUND LEFT EYE
11-13-01 6:31 1 DRI ED RED MATERI AL AROUND LEFT EYE
11-20-01 6:30 1 DR ED RED MATERI AL AROUND LEFT EYE
12-18-01 7:02 2 DRI ED RED MATERI AL AROUND LEFT EYE
12-25-01 7:30 2 DRI ED RED MATERI AL AROUND LEFT EYE
01-01-02 7:26 1 DRI ED RED MATERI AL ARCUND LEFT EYE
01-08-02 6:40 2 DRIED RED MATERI AL AROUND LEFT EYE
01-10-02 8:35 1 DRI ED RED MATERI AL AROUND LEFT EYE

74621 M 500 PPM ORAL/ DENTAL 10-02-01 6:35 P UPPER I NCl SORS MALALI GNED
10-02-01 6:35 P TEETH LONG TR MVED
10-16-01 6:29 P UPPER I NCl SORS MALALI GNED
10-23-01 6:31 P UPPER I NCl SORS MALALI GNED
10-23-01 6:31 P TEETH LONG TRI MMVED
10-30-01 6:24 P UPPER I NCl SORS MALALI GNED
10-30-01 6:24 P TEETH LONG TRI MVED
11-06-01 6:22 P UPPER I NCI SORS MALALI GNED
11-13-01 6:32 P TEETH LONG TRI MVED

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68E 10 ¥6E

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 7
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74621 M 500 PPM ORAL/ DENTAL 12-18-01 7:02 P UPPER I NCI SORS MALALI GNED
12-18-01 7:02 P TEETH LONG TR MVED
12-25-01 7:30 P UPPER I NCl SORS MALALI GNED
12-25-01 7:30 P TEETH LONG TRI MVED
01-01-02 7:26 P UPPER | NCl SORS MALALI GNED
01-01-02 7:26 P TEETH LONG TRI MVED
01-08-02 6:40 P TEETH LONG TRI MVED
01-08-02 6:40 P UPPER | NCl SOR M SSI NG

74625 M 500 PPM DI SPCSI TI ON 01-11-02 8:41 P SCHEDULED EUTHANASI A

74626 M 500 PPM DI SPCSI TI ON 01-11-02 8:41 P SCHEDULED EUTHANASI A

74634 M 500 PPM DI SPCSI TI ON 01-10-02 8:45 P SCHEDULED EUTHANASI A

74634 M 500 PPM BODY/ | NTEGUMENT 10-23-01 6:32 1 HAIR LOSS RI GHT FORELI MB
10-23-01 6:32 1 HAIR LCSS LEFT FORELI MB
10-30-01 6:24 1 HAIR LCSS RI GHT FORELI MB
10-30-01 6:24 1 HAIR LCSS LEFT FORELI MB
11-06-01 6:23 1 HAIR LCSS LEFT FORELI MB
01-01-02 7:27 1 HAIR LOSS RI GHT FORELI MB
01-01-02 7:27 1 HAIR LOSS LEFT FORELI MB

74634 M 500 PPM EYES/ EARS/ NOSE  11-13-01 6:34 1 DRI ED RED MATERI AL AROUND NOSE

74634 M 500 PPM SPECI AL || 01-10-02 8:37 1 SALIVATION

74641 M 500 PPM DI SPCSI TI ON 01-11-02 8:40 P SCHEDULED EUTHANASI A

74641 M 500 PPM BCDY/ | NTEGUMENT 09-11-01 6:15 P SCABBI NG RI GHT LATERAL NECK
09-18-01 7:14 P SCABBI NG Rl GHT LATERAL NECK
09-25-01 7:23 P SCABBI NG RI GHT LATERAL NECK

74642 M 500 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A

74642 M 500 PPM BCDY/ | NTEGUMENT 10-02-01 6:37 2 HAIR LOSS RI GHT FORELI MB
10-02-01 6:37 2 HAIR LCSS LEFT FORELI MB
10-09-01 7:22 2 HAIR LGCSS R GHT FORELI MB
10-09-01 7:22 2 HAIR LCSS LEFT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68€E J0 G6E

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 8
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

10-02-01
10-09-01
10- 09-01
10-16-01
10-16-01
10-23-01
10-23-01
10- 30-01
10-30-01
11-06-01
11-06-01

HAIR LOSS LEFT FORELI MB
HAI R LOSS RI GHT FORELI MB
HAI R LOSS LEFT FORELI MB
HAIR LOSS RI GHT FORELI MB
HAIR LOSS LEFT FORELI MB
HAI R LOSS RI GHT FORELI MB
HAIR LOSS LEFT FORELI MB
HAIR LOSS RI GHT FORELI MB
HAI R LOSS LEFT FORELI MB
HAIR LOSS RI GHT FORELI MB
HAIR LOSS LEFT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74642 M 500 PPM BCDY/ | NTEGUMENT 10-16-01 6:30 2 HAIR LOSS RI GHT FORELI MB
10-16-01 6:30 2 HAIR LOSS LEFT FORELI MB
10-23-01 6:33 2 HAIR LCSS RI GHT FORELI MB
10-23-01 6:33 2 HAIR LCSS LEFT FORELI MB
10-30-01 6:25 2 HAIR LOSS RI GHT FORELI MB
10-30-01 6:25 2 HAIR LCSS LEFT FORELI MB
11-06-01 6:24 1 HAIR LCSS R GHT FORELI MB
11-06-01 6:24 2 HAIR LOSS LEFT FORELI MB
11-13-01 6:35 1 HAIR LOSS LEFT FORELI MB
11-20-01 6:32 1 HAIR LCSS R GHT FORELI MB
11-20-01 6:32 1 HAIR LOSS LEFT FORELI MB
11-27-01 6:47 1 HAIR LCSS RI GHT FORELI MB
11-27-01 6:47 1 HAIR LCSS LEFT FORELI MB
12-18-01 7:04 1 HAIR LOSS LEFT FORELI MB
01-15-02 7:00 1 HAIR LOSS R GHT FORELI MB
74642 M 500 PPM EXCRETA 01-01-02 7:28 P SOFT STOOL
74655 M 500 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74655 M 500 PPM BODY/ | NTEGUMENT 10-02-01 6:38 1 HAIR LOSS RI GHT FORELI MB
6 1
7 2
7 1
6 1
6 1
6 1
6 1
6 1
6 1
6 1
6 1



T68€E J0 96E

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 9
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74655 M 500 PPM BCDY/ | NTEGUMENT 11-20-01 6:32 1 HAIR LOSS RI GHT FORELI MB
11-20-01 6:32 1 HAIR LOSS LEFT FORELI MB
12-25-01 7:32 1 HAIR LCSS RI GHT FORELI MB
12-25-01 7:32 1 HAIR LCSS LEFT FORELI MB
01-01-02 7:28 1 HAIR LOSS RI GHT FORELI MB
01-01-02 7:28 1 HAIR LOSS LEFT FORELI MB
01-14-02 8:16 1 HAIR LOSS RI GHT FORELI MB
01-14-02 8:16 1 HAIR LOSS LEFT FORELI MB
74662 M 500 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74666 M 500 PPM DI SPCSI TI ON 01-10-02 8:45 P SCHEDULED EUTHANASI A
74667 M 500 PPM DI SPCSI TI ON 01-10-02 8:46 P SCHEDULED EUTHANASI A
74667 M 500 PPM EYES/ EARS/ NOSE  11-13-01 6:37 1 DRI ED RED MATERI AL AROUND NOSE
74671 M 500 PPM DI SPCSI TI ON 01-10-02 8:46 P SCHEDULED EUTHANASI A
74673 M 500 PPM DI SPCSI TI ON 01-11-02 8:40 P SCHEDULED EUTHANASI A
74676 M 500 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74685 M 500 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74689 M 500 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74689 M 500 PPM ORAL/ DENTAL 11-13-01 6:40 P TEETH LONG TRI MVED
74690 M 500 PPM DI SPCSI TI ON 01-10-02 8:45 P SCHEDULED EUTHANASI A
74704 M 500 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A
74708 M 500 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A
74709 M 500 PPM DI SPCSI TI ON 01-11-02 8:41 P SCHEDULED EUTHANASI A
74709 M 500 PPM BCDY/ | NTEGUMENT 10-23-01 6:38 1 HAIR LOSS RI GHT FORELI MB
10-23-01 6:38 2 HAIR LOSS LEFT FORELI MB
10-30-01 6:31 2 HAIR LCSS R GHT FORELI MB
10-30-01 6:31 2 HAIR LOSS LEFT FORELI MB
11-06-01 6:28 1 HAIR LOSS RI GHT FORELI MB
11-06-01 6:28 2 HAIR LOSS LEFT FORELI MB
11-13-01 6:42 1 HAIR LCSS R GHT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68€E 10 /6€

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 10
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74709 M 500 PPM BCDY/ | NTEGUMENT 11-13-01 6:42 1 HAIR LOSS LEFT FORELI MB
11-20-01 6:35 1 HAIR LOSS RI GHT FORELI MB
11-20-01 6:35 2 HAIR LOSS LEFT FORELI MB
11-27-01 6:51 1 HAIR LGCSS R GHT FORELI MB
11-27-01 6:51 1 HAIR LOSS LEFT FORELI MB
12-04-01 6:20 2 HAIR LOSS RI GHT FORELI MB
12-04-01 6:20 2 HAIR LCSS LEFT FORELI MB
12-11-01 6:51 2 HAIR LCSS RI GHT FORELI MB
12-11-01 6:51 2 HAIR LCSS LEFT FORELI MB
12-18-01 7:08 2 HAIR LCSS R GHT FORELI MB
12-18-01 7:08 2 HAIR LOSS LEFT FORELI MB
12-25-01 7:35 2 HAIR LCSS RI GHT FORELI MB
12-25-01 7:35 2 HAIR LCSS LEFT FORELI MB
01-01-02 7:31 2 HAIR LOSS RI GHT FORELI MB
01-01-02 7:31 2 HAIR LOSS LEFT FORELI MB
01-08-02 6:46 1 HAIR LOSS RI GHT FORELI MB
01-08-02 6:46 1 HAIR LOSS LEFT FORELI MB
01-11-02 8:08 2 HAIR LOSS LEFT FORELI MB
01-11-02 8:08 1 HAIR LOSS RI GHT FORELI MB
74712 M 500 PPM DI SPCSI TI ON 01-11-02 8:41 P SCHEDULED EUTHANASI A
74712 M 500 PPM EYES/ EARS/ NOSE  10-23-01 6:39 1 DRI ED RED MATERI AL AROUND RI GHT EYE
11-13-01 6:43 1 DRI ED RED MATERI AL AROCUND RI GHT EYE
11-20-01 6:36 1 DRI ED RED MATERI AL AROUND RI GHT EYE
12-04-01 6:21 1 DRI ED RED MATERI AL AROUND RI GHT EYE
12-18-01 7:09 1 DRI ED RED MATERI AL AROCUND RI GHT EYE
12-25-01 7:37 1 DRI ED RED MATERI AL AROUND RI GHT EYE
01-01-02 7:32 1 DRI ED RED MATERI AL AROUND RI GHT EYE
01-08-02 6:47 2 DRI ED RED MATERI AL AROUND RI GHT EYE
74712 M 500 PPM ORAL/ DENTAL 10-23-01 6:39 P UPPER I NCl SORS MALALI GNED

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68€E J0 86E

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 11
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74712 M 500 PPM ORAL/ DENTAL 10-23-01 6:39 P TEETH LONG TRI MVED
10-30-01 6:31 P UPPER I NCl SORS MALALI GNED
10-30-01 6:31 P TEETH LONG TRI MVED
12-04-01 6:21 P TEETH LONG TR MVED
12-04-01 6:21 P UPPER I NCl SORS MALALI GNED
12-11-01 6:52 P UPPER | NCl SORS MALALI GNED
12-25-01 7:36 P UPPER I NCl SORS MALALI GNED
01-01-02 7:32 P UPPER | NCl SORS MALALI GNED
01-01-02 7:32 P TEETH LONG TRI MVED
01-08-02 6:47 P UPPER | NCl SORS MALALI GNED
01-08-02 6:47 P TEETH LONG TRI MVED

74715 M 500 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A

74722 M 500 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A

74729 M 500 PPM DI SPCSI TI ON 01-11-02 8:41 P SCHEDULED EUTHANASI A

74733 M 500 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A

74733 M 500 PPM BCDY/ | NTEGUMENT  10-02-01 6:42 2 HAIR LOSS RI GHT FORELI MB
10-02-01 6:42 2 HAIR LOSS LEFT FORELI MB
10-09-01 7:28 2 HAIR LCSS RI GHT FORELI MB
10-09-01 7:28 1 HAIR LOSS LEFT FORELI MB
10-16-01 6:36 2 HAIR LOSS R GHT FORELI MB
10-16-01 6:36 2 HAIR LOSS LEFT FORELI MB
10-23-01 6:41 2 HAIR LCSS R GHT FORELI MB
10-23-01 6:41 2 HAIR LOSS LEFT FORELI MB
10-30-01 6:32 2 HAIR LCSS RI GHT FORELI MB
10-30-01 6:33 2 HAIR LCSS LEFT FORELI MB
11-06-01 6:29 2 HAIR LCSS RI GHT FORELI MB
11-06-01 6:29 2 HAIR LOSS LEFT FORELI MB
11-13-01 6:45 1 HAIR LCSS R GHT FORELI MB
11-13-01 6:45 1 HAIR LOSS LEFT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68E 10 66E

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 12
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74733 M 500 PPM BCDY/ | NTEGUMENT  11-20-01 6:37 2 HAIR LOSS RI GHT FORELI MB
11-20-01 6:37 2 HAIR LOSS LEFT FORELI MB
11-27-01 6:52 1 HAIR LCSS RI GHT FORELI MB
11-27-01 6:52 1 HAIR LCSS LEFT FORELI MB
12-04-01 6:23 1 HAIR LOSS RI GHT FORELI MB
12-04-01 6:23 1 HAIR LCSS LEFT FORELI MB
12-11-01 6:53 1 HAIR LGCSS R GHT FORELI MB
12-11-01 6:53 1 HAIR LOSS LEFT FORELI MB
12-25-01 7:38 1 HAIR LCSS RI GHT FORELI MB
12-25-01 7:38 1 HAIR LOSS LEFT FORELI MB
01-01-02 7:33 1 HAIR LOSS RI GHT FORELI MB
01-01-02 7:33 1 HAIR LOSS LEFT FORELI MB
01-15-02 7:05 1 HAIR LOSS RI GHT FORELI MB
01-15-02 7:05 1 HAIR LOSS LEFT FORELI MB

74606 M 1000 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A

74607 M 1000 PPM DI SPCSI TI ON 01-10-02 8:46 P SCHEDULED EUTHANASI A

74607 M 1000 PPM BCDY/ | NTEGUMENT  09-25-01 7:32 1 HAIR LOSS RI GHT FORELI MB
09-25-01 7:32 1 HAIR LOSS LEFT FORELI MB
10-02-01 6:43 1 HAIR LCSS R GHT FORELI MB
10-02-01 6:43 1 HAIR LOSS LEFT FORELI MB
10-23-01 6:43 1 HAIR LCSS RI GHT FORELI MB
10-23-01 6:43 1 HAIR LCSS LEFT FORELI MB
10-30-01 6:34 1 HAIR LOSS RI GHT FORELI MB
10-30-01 6:34 2 HAIR LCSS LEFT FORELI MB
11-06-01 6:32 2 HAIR LCSS R GHT FORELI MB
11-06-01 6:32 2 HAIR LOSS LEFT FORELI MB
11-13-01 6:49 2 HAIR LCSS RI GHT FORELI MB
11-13-01 6:49 2 HAIR LCSS LEFT FORELI MB
11-20-01 6:38 2 HAIR LOSS RI GHT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68E 10 00

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 13
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

10-30-01
11-06-01
11-13-01
11-20-01
12-18-01
12-18-01

HAI R LOSS RI GHT FORELI MB
HAIR LOSS RI GHT FORELI MB
HAIR LOSS RI GHT FORELI MB
HAI R LOSS RI GHT FORELI MB
HAIR LOSS RI GHT FORELI MB
HAIR LOSS LEFT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74607 M 1000 PPM BCDY/ | NTEGUMENT 11-20-01 6:38 2 HAIR LOSS LEFT FORELI MB
11-27-01 6:53 1 HAIR LCSS RI GHT FORELI MB
11-27-01 6:53 1 HAIR LOSS LEFT FORELI MB
12-04-01 6:26 2 HAIR LCSS RIGHT FORELI MB
12-04-01 6:26 2 HAIR LOSS LEFT FORELI MB
12-11-01 6:54 2 HAIR LCSS RI GHT FORELI MB
12-11-01 6:54 1 HAIR LCSS LEFT FORELI MB
12-18-01 7:12 2 HAIR LCSS RI GHT FORELI MB
12-18-01 7:12 2 HAIR LCSS LEFT FORELI MB
12-25-01 7:40 2 HAIR LCSS R GHT FORELI MB
12-25-01 7:40 2 HAIR LOSS LEFT FORELI MB
01-01-02 7:34 2 HAIR LOSS RI GHT FORELI MB
01-01-02 7:34 1 HAIR LOSS LEFT FORELI MB
01-08-02 6:49 1 HAIR LOSS RI GHT FORELI MB
01-08-02 6:49 1 HAIR LOSS LEFT FORELI MB
01-10-02 8:41 2 HAIR LOSS RI GHT FORELI MB
01-10-02 8:41 1 HAIR LOSS LEFT FORELI MB
74608 M 1000 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74611 M 1000 PPM DI SPOSI TI ON 01-11-02 8:41 P SCHEDULED EUTHANASI A
74611 M 1000 PPM EXCRETA 09-18-01 7:19 P SOFT STOOL
74615 M 1000 PPM DI SPCSI TI ON 01-10-02 8:46 P SCHEDULED EUTHANASI A
74617 M 1000 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74617 M 1000 PPM BCDY/ | NTEGUMENT 10-23-01 6:44 1 HAIR LOSS RI GHT FORELI MB
6 1
6 1
6 1
6 1
7 1
7 2



T68€E 10 10V

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 14
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74617 M 1000 PPM BCDY/ | NTEGUMENT  12-25-01 7:41 2 HAIR LOSS RI GHT FORELI MB
12-25-01 7:41 3 HAIR LOSS LEFT FORELI MB
01-01-02 7:35 2 HAIR LOSS RI GHT FORELI MB
01-01-02 7:35 2 HAIR LOSS LEFT FORELI MB
01-08-02 6:51 1 HAIR LOSS RI GHT FORELI MB
01-08-02 6:51 1 HAIR LOSS LEFT FORELI MB
01-14-02 8:17 2 HAIR LOSS LEFT FORELI MB
01-14-02 8:17 2 HAIR LOSS RI GHT FORELI MB

74618 M 1000 PPM DI SPCSI TI ON 01-11-02 8:41 P SCHEDULED EUTHANASI A

74619 M 1000 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A

74619 M 1000 PPM BCDY/ | NTEGUMENT 09-18-01 7:20 1 HAIR LOSS RI GHT FORELI MB
09-25-01 7:35 1 HAIR LOSS RI GHT FORELI MB
09-25-01 7:35 1 HAIR LOSS LEFT FORELI MB
10-02-01 6:45 1 HAIR LCSS RI GHT FORELI MB
10-02-01 6:45 1 HAIR LCSS LEFT FORELI MB
10-09-01 7:32 1 HAIR LGCSS R GHT FORELI MB
10-09-01 7:32 1 HAIR LOSS LEFT FORELI MB
10-16-01 6:39 1 HAIR LOSS RI GHT FORELI MB
10-16-01 6:39 1 HAIR LCSS LEFT FORELI MB
10-23-01 6:45 1 HAIR LCSS RI GHT FORELI MB
10-23-01 6:45 1 HAIR LCSS LEFT FORELI MB
10-30-01 6:36 2 HAIR LOSS R GHT FORELI MB
10-30-01 6:36 2 HAIR LOSS LEFT FORELI MB
11-06-01 6:33 2 HAIR LOSS RI GHT FORELI MB
11-06-01 6:33 2 HAIR LCSS LEFT FORELI MB
11-13-01 6:51 3 HAIR LOSS RI GHT FORELI MB
11-13-01 6:51 3 HAIR LCSS LEFT FORELI MB
11-20-01 6:40 2 HAIR LCSS R GHT FORELI MB

6 2

11-20-01 HAIR LOSS LEFT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68€E 10 20F

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 15
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

11-13-01
11-20-01

DRI ED RED MATERI AL AROUND RI GHT EYE
DRI ED RED MATERI AL AROUND RI GHT EYE
11-27-01 DRI ED RED MATERI AL AROUND RI GHT EYE
12-25-01 DRI ED RED MATERI AL AROUND RI GHT EYE

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74619 M 1000 PPM BCDY/ | NTEGUMENT  11-27-01 6:55 2 HAIR LOSS RI GHT FORELI MB
11-27-01 6:55 2 HAIR LOSS LEFT FORELI MB
12-04-01 6:28 3 HAIR LOSS RI GHT FORELI MB
12-04-01 6:28 3 HAIR LOSS LEFT FORELI MB
12-11-01 6:56 2 HAIR LOSS RI GHT FORELI MB
12-11-01 6:56 2 HAIR LOSS LEFT FORELI MB
12-18-01 7:14 3 HAIR LCSS R GHT FORELI MB
12-18-01 7:14 2 HAIR LOSS LEFT FORELI MB
12-25-01 7:42 3 HAIR LCSS RI GHT FORELI MB
12-25-01 7:42 3 HAIR LCSS LEFT FORELI MB
01-01-02 7:36 2 HAIR LOSS RI GHT FORELI MB
01-01-02 7:36 2 HAIR LOSS LEFT FORELI MB
01-08-02 6:51 2 HAIR LOSS RI GHT FORELI MB
01-08-02 6:51 2 HAIR LOSS LEFT FORELI MB
01-15-02 7:06 3 HAIR LOSS RI GHT FORELI MB
01-15-02 7:06 2 HAIR LOSS LEFT FORELI MB
74622 M 1000 PPM DI SPCSI TI ON 01-11-02 8:41 P SCHEDULED EUTHANASI A
74638 M 1000 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A
74639 M 1000 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74650 M 1000 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A
74661 M 1000 PPM DI SPCSI TI ON 01-11-02 8:14 P SCHEDULED EUTHANASI A
74668 M 1000 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A
74670 M 1000 PPM DI SPCSI TI ON 01-11-02 8:41 P SCHEDULED EUTHANASI A
74674 M 1000 PPM DI SPCSI TI ON 01-14-02 8:21 P SCHEDULED EUTHANASI A
74674 M 1000 PPM EYES/ EARS/ NOSE  11-06-01 6:36 1 DRI ED RED MATERI AL AROUND RI GHT EYE
6 1
6 1
6 2
7 1



T68E 10 €07

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 16
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74674 M 1000 PPM EYES/ EARS/ NOSE  01-08-02 6:55 1 DRI ED RED MATERI AL AROUND RI GHT EYE
01-14-02 8:18 1 DRI ED RED MATERI AL AROUND RI GHT EYE

74674 M 1000 PPM EXCRETA 12-18-01 7:18 P SOFT STOOL

74674 M 1000 PPM ORAL/ DENTAL 11-06-01 6:35 P UPPER I NCl SORS MALALI GNED
11-13-01 6:54 P UPPER I NCl SORS MALALI GNED
12-25-01 7:44 P UPPER | NCl SORS MALALI GNED
12-25-01 7:44 P TEETH LONG TRI MVED
01-08-02 6:55 P TEETH LONG, TRI MVED
01-08-02 6:55 P UPPER I NCI SOR M SSI NG

74675 M 1000 PPM DI SPCSI TI ON 01-10-02 8:47 P SCHEDULED EUTHANASI A

74675 M 1000 PPM EYES/ EARS/ NOSE  11-13-01 6:54 1 DRI ED RED MATERI AL AROUND NOSE

74679 M 1000 PPM DI SPCSI TI ON 01-10-02 8:46 P SCHEDULED EUTHANASI A

74679 M 1000 PPM EXCRETA 09-18-01 7:22 P SOFT STOOL

74683 M 1000 PPM DI SPCSI TI ON 01-10-02 8:47 P SCHEDULED EUTHANASI A

74683 M 1000 PPM EYES/ EARS/ NOSE ~ 10-16-01 6:44 1 DRI ED RED MATERI AL AROUND RI GHT EYE
10-16-01 6:44 1 DRI ED RED MATERI AL AROCUND LEFT EYE
10-23-01 6:49 1 DRI ED RED MATERI AL AROUND RI GHT EYE
10-23-01 6:49 1 DR ED RED MATERI AL AROUND LEFT EYE
11-06-01 6:37 1 DRI ED RED MATERI AL AROCUND LEFT EYE
11-13-01 6:56 2 DRI ED RED MATERI AL AROUND LEFT EYE
11-20-01 6:45 1 DR ED RED MATERI AL AROUND LEFT EYE
11-27-01 7:00 1 DRI ED RED MATERI AL AROUND LEFT EYE
12-04-01 6:33 1 DRI ED RED MATERI AL AROUND LEFT EYE
12-11-01 7:00 1 DR ED RED MATERI AL AROUND LEFT EYE
12-18-01 7:20 1 DRI ED RED MATERI AL AROUND LEFT EYE
12-25-01 7:45 1 DRI ED RED MATERI AL AROUND LEFT EYE
01-01-02 7:39 1 DRI ED RED MATERI AL ARCUND LEFT EYE
01-08-02 6:56 1 DRIED RED MATERI AL AROUND LEFT EYE
01-10-02 8:41 1 DRI ED RED MATERI AL AROUND LEFT EYE

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68E 10 0

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 17
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74683 M 1000 PPM ORAL/ DENTAL 10-16-01 6:43 P UPPER I NCl SORS MALALI GNED
10-23-01 6:49 P UPPER I NCl SORS MALALI GNED
10-23-01 6:49 P TEETH LONG TRI MVED
10-30-01 6:39 P UPPER I NCI SORS MALALI GNED
11-06-01 6:36 P UPPER I NCl SORS MALALI GNED
11-13-01 6:55 P UPPER | NCl SORS MALALI GNED
11-13-01 6:55 P TEETH LONG TR MVED
11-27-01 7:00 P UPPER I NCl SORS MALALI GNED
11-27-01 7:00 P TEETH LONG TRI MVED
12-04-01 6:33 P UPPER I NCI SORS MALALI GNED
12-04-01 6:33 P TEETH LONG TRI MVED
12-11-01 6:59 P UPPER | NCl SORS MALALI GNED
12-18-01 7:20 P UPPER I NCI SORS MALALI GNED
12-18-01 7:20 P TEETH LONG TR MVED
12-25-01 7:45 P UPPER | NCl SORS MALALI GNED
01-08-02 6:56 P UPPER | NCl SORS MALALI GNED
01-08-02 6:56 P TEETH LONG, TRI MVED

74684 M 1000 PPM DI SPCSI TI ON 01-10-02 8:46 P SCHEDULED EUTHANASI A

74691 M 1000 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A

74693 M 1000 PPM DI SPOSI TI ON 01-14-02 8:22 P SCHEDULED EUTHANASI A

74693 M 1000 PPM EXCRETA 11-13-01 6:58 P SOFT STOOL
11-27-01 7:01 P SOFT STOOL

74699 M 1000 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A

74706 M 1000 PPM DI SPCSI TI ON 01-14-02 8:22 P SCHEDULED EUTHANASI A

74706 M 1000 PPM EYES/ EARS/ NOSE  11-06-01 6:38 1 DRIED RED MATERI AL ARCUND LEFT EYE
11-13-01 6:59 2 DRI ED RED MATERI AL AROUND LEFT EYE
11-20-01 6:47 1 DR ED RED MATERI AL AROUND LEFT EYE
11-27-01 7:02 1 DRI ED RED MATERI AL AROUND LEFT EYE
12-04-01 6:36 1 DRI ED RED MATERI AL AROUND LEFT EYE

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68E 10 SO

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 18
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74706 M 1000 PPM EYES/ EARS/ NOSE  12-11-01 7:02 1 DRIED RED MATERI AL AROCUND LEFT EYE
12-18-01 7:23 2 DRI ED RED MATERI AL AROUND LEFT EYE
12-25-01 7:47 1 DR ED RED MATERI AL AROUND LEFT EYE
01-08-02 6:58 2 DRIED RED MATERI AL AROUND LEFT EYE
01-14-02 8:18 2 DRI ED RED MATERI AL AROUND LEFT EYE
74706 M 1000 PPM ORAL/ DENTAL 10-30-01 6:40 P TEETH LONG TRI MVED
11-06-01 6:38 P UPPER I NCl SORS MALALI GNED
11-13-01 6:59 P UPPER I NCl SORS MALALI GNED
11-27-01 7:02 P UPPER | NCl SORS MALALI GNED
12-04-01 6:35 P UPPER I NCI SORS MALALI GNED
12-18-01 7:23 P UPPER I NCl SORS MALALI GNED
12-25-01 7:47 P UPPER | NCl SORS MALALI GNED
01-01-02 7:41 P UPPER | NCl SORS MALALI GNED
01-08-02 6:58 P UPPER | NCl SORS MALALI GNED
74710 M 1000 PPM DI SPCSI TI ON 01-11-02 8:42 P SCHEDULED EUTHANASI A
74710 M 1000 PPM BCDY/ | NTEGUMENT 09-04-01 6:32 1 HAIR LOSS RI GHT FORELI MB
09-04-01 6:32 1 HAIR LOSS LEFT FORELI MB
09-11-01 6:30 1 HAIR LOSS RI GHT FORELI MB
09-11-01 6:30 1 HAIR LOSS LEFT FORELI MB
11-06-01 6:38 2 HAIR LOSS RI GHT FORELI MB
11-06-01 6:39 2 HAIR LCSS LEFT FORELI MB
11-20-01 6:47 1 HAIR LCSS R GHT FORELI MB
11-20-01 6:47 1 HAIR LOSS LEFT FORELI MB
11-27-01 7:02 1 HAIR LCSS RI GHT FORELI MB
11-27-01 7:02 1 HAIR LCSS LEFT FORELI MB
11-27-01 7:03 1 HAIR LOSS LEFT HI NDLI MB
12-04-01 6:37 1 HAIR LCSS RI GHT FORELI MB
12-04-01 6:37 2 HAIR LCSS LEFT FORELI MB
12-11-01 7:02 2 HAIR LCSS R GHT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68E 10 90

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 19
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74710 M 1000 PPM BCDY/ | NTEGUMENT 12-11-01 7:02 2 HAIR LOSS LEFT FORELI MB
12-18-01 7:24 1 HAIR LCSS RI GHT FORELI MB
12-18-01 7:24 1 HAIR LCSS LEFT FORELI MB
12-25-01 7:49 1 HAIR LGCSS R GHT FORELI MB
12-25-01 7:49 1 HAIR LCSS LEFT FORELI MB
01-01-02 7:41 1 HAIR LOSS R GHT FORELI MB
01-01-02 7:41 1 HAIR LOSS LEFT FORELI MB
01-11-02 8:09 1 HAIR LOSS LEFT FORELI MB
01-11-02 8:09 1 HAIR LOSS R GHT FORELI MB
74710 M 1000 PPM EYES/ EARS/ NOSE  10-09-01 7:38 1 DRIED RED MATERI AL AROCUND LEFT EYE
10-16-01 6:47 1 DRI ED RED MATERI AL AROUND LEFT EYE
11-13-01 6:59 1 DR ED RED MATERI AL AROUND LEFT EYE
12-11-01 7:02 1 DR ED RED MATERI AL AROUND LEFT EYE
12-25-01 7:48 1 DRI ED RED MATERI AL AROUND LEFT EYE
01-01-02 7:41 1 DRI ED RED MATERI AL ARCUND LEFT EYE
01-08-02 7:00 1 DRIED RED MATERI AL AROUND LEFT EYE
01-11-02 8:09 1 DRI ED RED MATERI AL AROUND LEFT EYE
74710 M 1000 PPM ORAL/ DENTAL 10-09-01 7:38 P UPPER I NCl SORS MALALI GNED
10-09-01 7:38 P TEETH LONG TRI MVED
10-16-01 6:47 P UPPER I NCl SORS MALALI GNED
10-16-01 6:47 P TEETH LONG TRI MVED
10-30-01 6:41 P TEETH LONG TR MVED
11-13-01 6:59 P UPPER I NCl SORS MALALI GNED
11-13-01 6:59 P TEETH LONG TRI MVED
12-25-01 7:48 P UPPER I NCI SOR M SSI NG
12-25-01 7:48 P TEETH LONG TRI MMVED
01-01-02 7:41 P UPPER I NCI SORS MALALI GNED
01-01-02 7:41 P TEETH LONG TRI MVED
01-08-02 7:00 P UPPER I NCl SORS MALALI GNED

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68€E 10 /0¥

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 20
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74710 M 1000 PPM ORAL/ DENTAL 01-08-02 7:00 P TEETH LONG TRI MVED
74717 M 1000 PPM DI SPCSI TI ON 01-11-02 8:41 P SCHEDULED EUTHANASI A
74719 M 1000 PPM DI SPCSI TI ON 01-14-02 8:22 P SCHEDULED EUTHANASI A
74727 M 1000 PPM DI SPCSI TI ON 01-14-02 13:21 P SCHEDULED EUTHANASI A
74727 M 1000 PPM BCDY/ | NTEGUMENT 10-30-01 6:42 1 HAIR LOSS RI GHT FORELI MB
10-30-01 6:42 1 HAIR LCSS LEFT FORELI MB
11-13-01 7:00 1 HAIR LCSS LEFT FORELI MB
74734 M 1000 PPM DI SPCSI TI ON 01-10-02 8:46 P SCHEDULED EUTHANASI A
74735 M 1000 PPM DI SPCSI TI ON 01-10-02 8:46 P SCHEDULED EUTHANASI A
74624 M 2500 PPM DI SPCSI TI ON 01-10-02 8:47 P SCHEDULED EUTHANASI A
74628 M 2500 PPM DI SPCSI TI ON 01-14-02 8:22 P SCHEDULED EUTHANASI A
74628 M 2500 PPM BODY/ | NTEGUMENT 09-04-01 6:36 3 HAIR LOSS RI GHT FORELI MB
09-04-01 6:36 1 HAIR LOSS LEFT FORELI MB
09-11-01 6:32 3 HAIR LOSS RI GHT FORELI MB
09-11-01 6:32 1 HAIR LOSS LEFT FORELI MB
09-18-01 7:26 3 HAIR LOSS RI GHT FORELI MB
09-18-01 7:26 2 HAIR LOSS LEFT FORELI MB
09-25-01 7:48 3 HAIR LOSS RI GHT FORELI MB
09-25-01 7:48 3 HAIR LOSS LEFT FORELI MB
10-02-01 6:52 3 HAIR LOSS RI GHT FORELI MB
10-02-01 6:52 3 HAIR LOSS LEFT FORELI MB
10-09-01 7:43 3 HAIR LCSS R GHT FORELI MB
10-09-01 7:43 1 HAIR LOSS LEFT FORELI MB
10-16-01 6:50 3 HAIR LOSS RI GHT FORELI MB
10-16-01 6:50 1 HAIR LCSS LEFT FORELI MB
10-23-01 6:55 3 HAIR LOSS RI GHT FORELI MB
10-23-01 6:55 1 HAIR LOSS LEFT FORELI MB
10-30-01 6:43 3 HAIR LCSS R GHT FORELI MB
10-30-01 6:43 1 HAIR LOSS LEFT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68E 10 80

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 21
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

09-25-01
10-09-01

DRI ED RED MATERI AL AROUND LEFT EYE
DRI ED RED MATERI AL AROUND RI GHT EYE

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74628 M 2500 PPM BCDY/ | NTEGUMENT 11-06-01 6:47 3 HAIR LOSS RI GHT FORELI MB
11-06-01 6:47 1 HAIR LOSS LEFT FORELI MB
11-13-01 7:03 3 HAIR LCSS RI GHT FORELI MB
11-13-01 7:03 2 HAIR LCSS LEFT FORELI MB
11-27-01 7:05 2 HAIR LCSS R GHT FORELI MB
12-04-01 6:40 3 HAIR LCSS RI GHT FORELI MB
12-04-01 6:40 2 HAIR LCSS LEFT FORELI MB
12-11-01 7:05 3 HAIR LCSS RI GHT FORELI MB
12-11-01 7:05 1 HAIR LCSS LEFT FORELI MB
12-18-01 7:28 3 HAIR LOSS RI GHT FORELI MB
12-18-01 7:28 1 HAIR LOSS LEFT FORELI MB
12-25-01 7:51 3 HAIR LCSS RI GHT FORELI MB
12-25-01 7:51 1 HAIR LCSS LEFT FORELI MB
01-01-02 7:44 3 HAIR LOSS RI GHT FORELI MB
01-01-02 7:45 2 HAIR LOSS LEFT FORELI MB
01-08-02 7:03 2 HAIR LOSS RI GHT FORELI MB
01-08-02 7:03 1 HAIR LOSS LEFT FORELI MB
01-14-02 8:19 2 HAIR LOSS LEFT FORELI MB
01-14-02 8:19 3 HAIR LOSS RI GHT FORELI MB
74629 M 2500 PPM DI SPCSI TI ON 01-11-02 8:42 P SCHEDULED EUTHANASI A
74631 M 2500 PPM DI SPCSI TI ON 01-11-02 8:42 P SCHEDULED EUTHANASI A
74631 M 2500 PPM BCDY/ | NTEGUMENT 10-23-01 6:56 1 HAIR LOSS LEFT FORELI MB
10-30-01 6:44 1 HAIR LOSS LEFT FORELI MB
74635 M 2500 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A
74640 M 2500 PPM DI SPCSI TI ON 01-10-02 8:47 P SCHEDULED EUTHANASI A
74640 M 2500 PPM BCODY/ | NTEGUMENT 12-25-01 7:54 1 HAIR LOSS LEFT FORELI MB
74640 M 2500 PPM EYES/ EARS/ NOSE  09-25-01 7:50 1 DRI ED RED MATERI AL AROUND RI GHT EYE
7 1
7 1



T68E 10 607

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 22
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74640 M 2500 PPM EYES/ EARS/ NOSE  10-09-01 7:45 1 DRIED RED MATERI AL AROCUND LEFT EYE
10-16-01 6:52 1 DRI ED RED MATERI AL AROUND RI GHT EYE
10-16-01 6:52 1 DRI ED RED MATERI AL AROUND LEFT EYE
10-23-01 6:57 1 DRI ED RED MATERI AL AROUND RI GHT EYE
10-23-01 6:57 1 DRI ED RED MATERI AL AROUND LEFT EYE
11-06-01 6:48 1 DRI ED RED MATERI AL AROUND RI GHT EYE
11-13-01 7:05 1 DRI ED RED MATERI AL AROCUND RI GHT EYE
11-13-01 7:05 1 DRI ED RED MATERI AL AROUND LEFT EYE
11-20-01 6:51 1 DRI ED RED MATERI AL AROUND RI GHT EYE
11-20-01 6:51 1 DRI ED RED MATERI AL AROCUND LEFT EYE
11-27-01 7:06 1 DRI ED RED MATERI AL AROUND RI GHT EYE
11-27-01 7:06 1 DR ED RED MATERI AL AROUND LEFT EYE
12-04-01 6:42 1 DRI ED RED MATERI AL AROUND RI GHT EYE
12-04-01 6:42 1 DRI ED RED MATERI AL AROUND LEFT EYE
12-11-01 7:06 1 DRI ED RED MATERI AL AROUND RI GHT EYE
12-11-01 7:06 1 DR ED RED MATERI AL AROUND LEFT EYE
12-18-01 7:30 2 DRI ED RED MATERI AL AROUND RI GHT EYE
12-18-01 7:30 2 DRI ED RED MATERI AL AROUND LEFT EYE
12-25-01 7:54 1 DRI ED RED MATERI AL AROUND RI GHT EYE
12-25-01 7:54 1 DRI ED RED MATERI AL AROUND LEFT EYE
01-01-02 7:46 1 DRI ED RED MATERI AL AROUND RI GHT EYE
01-01-02 7:46 1 DRI ED RED MATERI AL AROUND LEFT EYE
01-08-02 7:06 1 DRI ED RED MATERI AL AROUND RI GHT EYE
01-08-02 7:06 1 DRI ED RED MATERI AL ARCUND LEFT EYE
01-10-02 8:42 2 DRI ED RED MATERI AL AROUND RI GHT EYE
01-10-02 8:42 2 DRI ED RED MATERI AL AROUND LEFT EYE

74640 M 2500 PPM ORAL/ DENTAL 09-25-01 7:51 P UPPER I NCI SORS MALALI GNED
10-02-01 6:54 P UPPER I NCl SORS MALALI GNED
10-09-01 7:45 P UPPER I NCl SORS MALALI GNED

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68€E 10 OTY

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 23
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74640 M 2500 PPM ORAL/ DENTAL 10-09-01 7:45 P TEETH LONG TR MVED
10-16-01 6:52 P UPPER I NCl SORS MALALI GNED
10-16-01 6:52 P TEETH LONG TRI MVED
10-23-01 6:57 P UPPER I NCI SORS MALALI GNED
10-30-01 6:48 P UPPER I NCl SORS MALALI GNED
10-30-01 6:48 P TEETH LONG TRI MVED
11-06-01 6:48 P UPPER I NCI SORS MALALI GNED
11-13-01 7:05 P UPPER I NCl SORS MALALI GNED
11-13-01 7:05 P TEETH LONG TRI MVED
11-20-01 6:51 P UPPER I NClI SORS MALALI GNED
11-20-01 6:51 P TEETH LONG TR MVED
11-27-01 7:07 P UPPER | NCl SORS MALALI GNED
12-04-01 6:41 P UPPER I NClI SORS MALALI GNED
12-04-01 6:41 P TEETH LONG TR MVED
12-11-01 7:06 P UPPER | NCl SORS MALALI GNED
12-11-01 7:06 P TEETH LONG TRI MVED
12-18-01 7:30 P UPPER I NCI SORS MALALI GNED
12-18-01 7:30 P TEETH LONG TRI MVED
01-01-02 7:46 P UPPER | NCl SORS MALALI GNED
01-01-02 7:46 P TEETH LONG TRI MVED
01-08-02 7:06 P UPPER I NCI SORS MALALI GNED
01-08-02 7:06 P TEETH LONG TRI MVED

74643 M 2500 PPM DI SPCSI TI ON 01-14-02 8:22 P SCHEDULED EUTHANASI A

74643 M 2500 PPM BODY/ | NTEGUMENT 10-23-01 6:57 1 HAIR LOSS RI GHT FORELI MB
10-23-01 6:57 2 HAIR LOSS LEFT FORELI MB
10-30-01 6:49 2 HAIR LCSS RI GHT FORELI MB
10-30-01 6:49 2 HAIR LCSS LEFT FORELI MB
11-06-01 6:48 1 HAIR LCSS R GHT FORELI MB
11-06-01 6:49 1 HAIR LCSS LEFT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68€ 10 TTY

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 24
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74643 M 2500 PPM BCDY/ | NTEGUMENT 11-13-01 7:06 1 HAIR LOSS RI GHT FORELI MB
11-13-01 7:06 2 HAIR LOSS LEFT FORELI MB
11-20-01 6:52 1 HAIR LOSS RI GHT FORELI MB
11-20-01 6:52 1 HAIR LCSS LEFT FORELI MB
11-27-01 7:07 1 HAIR LCSS RI GHT FORELI MB
11-27-01 7:07 1 HAIR LCSS LEFT FORELI MB
12-04-01 6:42 2 HAIR LCSS R GHT FORELI MB
12-04-01 6:42 2 HAIR LOSS LEFT FORELI MB
12-11-01 7:07 1 HAIR LGCSS RI GHT FORELI MB
12-11-01 7:07 1 HAIR LCSS LEFT FORELI MB
12-18-01 7:31 1 HAIR LCSS RI GHT FORELI MB
12-18-01 7:31 1 HAIR LCSS LEFT FORELI MB
12-25-01 7:54 2 HAIR LCSS R GHT FORELI MB
12-25-01 7:54 2 HAIR LOSS LEFT FORELI MB
01-01-02 7:47 2 HAIR LOSS RI GHT FORELI MB
01-01-02 7:47 3 HAIR LOSS LEFT FORELI MB
01-08-02 7:06 1 HAIR LOSS RI GHT FORELI MB
01-08-02 7:06 1 HAIR LOSS LEFT FORELI MB
01-14-02 8:19 2 HAIR LOSS RI GHT FORELI MB
01-14-02 8:19 2 HAIR LOSS LEFT FORELI MB
74646 M 2500 PPM DI SPCSI TI ON 01-11-02 8:42 P SCHEDULED EUTHANASI A
74646 M 2500 PPM EYES/ EARS/ NOSE  09-25-01 7:52 1 DRI ED RED MATERI AL AROUND RI GHT EYE
10-09-01 7:46 1 DRI ED RED MATERI AL AROUND RI GHT EYE
11-20-01 6:52 1 DRI ED RED MATERI AL AROUND RI GHT EYE
12-25-01 7:56 1 DRI ED RED MATERI AL AROUND RI GHT EYE
74646 M 2500 PPM ORAL/ DENTAL 09-25-01 7:52 P UPPER | NCl SORS MALAL| GNED
10-02-01 6:54 P UPPER | NCl SORS MALALI GNED
10-09-01 7:46 P UPPER I NCI SORS MALALI GNED
10-09-01 7:46 P TEETH LONG TRI MVED

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT



T68€E 10 C1¥

TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 25
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS

74646 M 2500 PPM ORAL/ DENTAL 11-13-01 7:06 P TEETH LONG TR MVED
11-20-01 6:52 P TEETH LONG TR MVED
12-25-01 7:55 P TEETH LONG TRI MVED
12-25-01 7:55 P UPPER I NCI SORS MALALI GNED

74647 M 2500 PPM DI SPCSI TI ON 01-14-02 8:22 P SCHEDULED EUTHANASI A

74649 M 2500 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A

74649 M 2500 PPM BCDY/ | NTEGUMENT  09-25-01 7:53 1 HAIR LOSS RI GHT FORELI MB
09-25-01 7:53 2 HAIR LOSS LEFT FORELI MB
10-02-01 6:55 2 HAIR LOSS RI GHT FORELI MB
10-02-01 6:55 1 HAIR LCSS LEFT FORELI MB
10-09-01 7:47 2 HAIR LCSS R GHT FORELI MB
10-09-01 7:47 2 HAIR LCSS LEFT FORELI MB
10-16-01 6:54 2 HAIR LCSS R GHT FORELI MB
10-16-01 6:54 2 HAIR LOSS LEFT FORELI MB
10-23-01 6:59 2 HAIR LCSS RI GHT FORELI MB
10-23-01 6:59 2 HAIR LCSS LEFT FORELI MB
10-30-01 6:50 3 HAIR LOSS RI GHT FORELI MB
10-30-01 6:50 2 HAIR LCSS LEFT FORELI MB
11-06-01 6:50 2 HAIR LCSS R GHT FORELI MB
11-06-01 6:50 2 HAIR LOSS LEFT FORELI MB
11-13-01 7:07 2 HAIR LCSS RI GHT FORELI MB
11-13-01 7:07 2 HAIR LCSS LEFT FORELI MB
11-20-01 6:53 3 HAIR LOSS RI GHT FORELI MB
11-20-01 6:53 2 HAIR LCSS LEFT FORELI MB
11-27-01 7:08 2 HAIR LCSS R GHT FORELI MB
11-27-01 7:08 1 HAIR LOSS LEFT FORELI MB
12-04-01 6:43 2 HAIR LCSS RI GHT FORELI MB
12-04-01 6:43 1 HAIR LCSS LEFT FORELI MB
12-11-01 7:08 2 HAIR LOSS R GHT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT
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TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 26
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSERVATI ONS [ POSI TI VE FI NDI NGS ONLY]

TABLE RANGE: 09-04-01 TO 01-15-02

ANI MAL SEX GROUP CATEGORY DATE Tl ME GRADE OBSERVATI ONS
74649 M 2500 PPM BCDY/ | NTEGUMENT 12-11-01 7:08 1 HAIR LOSS LEFT FORELI MB
12-18-01 7:32 2 HAIR LCSS RI GHT FORELI MB
12-18-01 7:32 1 HAIR LCSS LEFT FORELI MB
12-25-01 7:56 2 HAIR LCSS R GHT FORELI MB
12-25-01 7:56 1 HAIR LOSS LEFT FORELI MB
01-01-02 7:48 3 HAIR LOSS RI GHT FORELI MB
01-01-02 7:48 1 HAIR LOSS LEFT FORELI MB
01-08-02 7:08 1 HAIR LOSS RI GHT FORELI MB
01-08-02 7:08 1 HAIR LOSS LEFT FORELI MB
01-15-02 7:10 2 HAIR LOSS RI GHT FORELI MB
01-15-02 7:10 1 HAIR LOSS LEFT FORELI MB
74652 M 2500 PPM DI SPCSI TI ON 01-11-02 8:42 P SCHEDULED EUTHANASI A
74652 M 2500 PPM BCDY/ | NTEGUMENT 12-25-01 7:57 1 HAIR LOSS LEFT FORELI MB
74653 M 2500 PPM DI SPCSI TI ON 01-14-02 8:22 P SCHEDULED EUTHANASI A
74658 M 2500 PPM DI SPCSI TI ON 01-10-02 8:47 P SCHEDULED EUTHANASI A
74659 M 2500 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A
74659 M 2500 PPM BCDY/ | NTEGUMENT 09-11-01 6:36 1 HAIR LOSS RI GHT FORELI MB
09-11-01 6:36 1 HAIR LOSS LEFT FORELI MB
10-02-01 6:56 1 HAIR LCSS R GHT FORELI MB
10-02-01 6:57 1 HAIR LOSS LEFT FORELI MB
10-30-01 6:51 1 HAIR LCSS RI GHT FORELI MB
10-30-01 6:51 1 HAIR LCSS LEFT FORELI MB
11-13-01 7:09 1 HAIR LCSS RI GHT FORELI MB
11-13-01 7:09 1 HAIR LCSS LEFT FORELI MB
74663 M 2500 PPM DI SPCSI TI ON 01-10-02 8:47 P SCHEDULED EUTHANASI A
74680 M 2500 PPM DI SPCSI TI ON 01-15-02 7:16 P SCHEDULED EUTHANASI A
74688 M 2500 PPM DI SPCSI TI ON 01-10-02 8:47 P SCHEDULED EUTHANASI A
74692 M 2500 PPM DI SPCSI TI ON 01-11-02 8:42 P SCHEDULED EUTHANASI A
74692 M 2500 PPM BCDY/ | NTEGUMENT 10-02-01 6:58 1 HAIR LOSS RI GHT FORELI MB

GRADE CODE: 1 - SLIGHT 2 - MODERATE 3 - SEVERE P - PRESENT
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TABLE 127 (FO MALES - DETAI LED PHYSI CAL EXAM NATI ONS)
PRQJECT NO.: W L-186013M I NHALATI ON TWO- GEN. REPRO. TOXI CI TY STUDY COF | SOBUTANOL | N RATS PAGE 27
SPONSOR: ACC I NDI VI DUAL CLI NI CAL OBSER