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Summary

The oral administration of T-2999CoC at 0, 15, 5 and 1.5 mg/kg/day to pregnantNew Zealand White/Minikin rabbits during gestational days 6 through 18 (periodof organogenesis) was not teratogenic. Compound-related teratogenic effectswere not seen on gross, internal or skeletal examinations of rabbit fetuses.
1-2999CoC was embryotoxic at the 15 mg/kg/day level. This embryotoxicity vassen as a high incidence of abortions or total resorptions, increased mumbersof resorption sites and low numbers of viable fetuses. The 15 mo/Kg/dayfetuses experienced poor neonatal survival during a 24 hour incubation. The 5and 1.5 mg/kg/day dose levels were free from the embryotoxicity and poorneonatal survival seen in the higher dose level.
2-2999C0C caused maternal toxicity of failure to gain net mean body weightbetween the initiation of dosing and the termination of the study only in the15 mg/kg/day level. No compound-related clinical signs were unique toT-2999CoC treatment of pregnant rabbits.
Fetal rabbit lenses from all dose groups were evaluated histologically.7-2999CoC 41d not cause lens abnormalities in fetal rabbits exposed to thecompound in utero.
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Introuction
This teratolosy studyl in rabbits vas conducted to evaluate the embryotoxic and
teratogenic effects of orally administered T-2999CoCR. The study was sponsoredby 1 Conmereis] Chemical Division, St. Paul, Mianesotd and was conducted bythe ‘Safery Evalustion Laboratory, Riker Laboratories, Ince, St. Paul, Nineesta:
To sets of compound administration groups were dosed between ay 10 and June26, 1581. The protocol and 11st of the principal participants and supervisoryPersonnel can be found in Appendices I and IF respectively:
ALL portions of this study vere conducted according to the Good LaboratoryPractice (GLE) regulations and the Safety Bvaluation Laboratery StandardGperating brocedstes (ses Appendix 111 for guality Assurance Unit statement):The storage location for specinens, Taw data and 4 copy of she final report isRaintained in the Safety Evaluation LADoratery's record archives:
nethots
Sexuslly mature New Zealand White/Minikin feaale rabbits were obtained fromDutchland Laboratories, Inc., Denver, Ph, and assimed cases according to aComputer-genezated Tandon misbers fable. The rabbits; ranging in weidht from7601 So 2917 grams, were than divided into fou groups of 18 animals each. herabbits vere housed individually in stainless steel cages in a Semperstere andhumdaity controlled room. Foods and water were availble ad libitum TheLights vere on 8 12 hour light/dark cycle. Sach female rabbit vas injectedvith 3 ng of pituitary Luteinizing hofaons via the ear vein before breeding:The doss were then artificially inseminated with 0.5 ml of pooled diluedsemen. The day of insemination vas designated day © of pregancy-
The animals were chaerved daily from days 3 through 29 of gestation forabnorsal clinical signs, Body weights were recorded on gestational dave 3, 6,5,12, 15, 10 and 25. The four groups vere dosed with T-2999C0C suspended251y in com oil at 0, 15, 3 ang 1-5 me/ka/dar. The suspensions. ereadainiatered daily using a constant dose volume of 1 mL/kg by erel incubationwith a syringe and rubber catheter on gestational days 6 through 16.  F-2395CoCcharacterization vas provided by 3M Commercial Chemical Division, St. Paul,Minnesota and corn oil clesrance vas provided by mmalytical Chemistry, RikerLaboratories, Inc., St. Paul, Mimesota (Appendix TV):
ALL surviving animals vere euthanatized on gestational day 2%. The ovaries anduterus, including its contents, vers extained immediately to determine theFollowing:  mumber of corpora utes, maber of vidble feruses, mmmer ofresorption sites, fatal veihts nd sex, and gross fetal abnormalities TheZetunes vere than placed in an incubator at 370 C for a 24-hows incubationperiod. Following the incubation period, all fetuses vere Kilied and examinedFor internal abnormalities. The fetuses vers then preserved in aleohol forClearing and staining of the skelevon vith alisarin red to detect sketetarabnormalities. A total of 455 fetal rabbit eves were fixed in 108 bufferedformalin, embedded in PARALEin. sectioned st 5-6 microns, stained Nithhemstoxyiin and eosin and evaluated histologically. This ves done because a
2Riker Experiment Number 06817R0212
5 3924 (technical grade Tu-3422)
© Purina Rabbit Grow, Ralston Purina Co., St. Louis, © 004194



3.

lens artifact in rat teratology studies was being evaluated concurrently withthis study. The rabbit was used as a second species in case the lens findingwas a true abnormality in the rat.
Results and Discussion

The oral administration of T-2999CoC to pregnant rabbits during the period oforganogenesis caused maternal toxicity of low mean body weisht gain. The high(15 mg/kg/day) dose does lost significantly more weight than the controls (0m5/kg/day) between days 6 and 9 of the study (Table 1, Appendix V). They alsofailed to gain net body weight between the first day of dosing and the end ofthe study. The mid (5 mg/kg/day) and low (1.5 mg/kg/day) dose group meanmaternal body weight gains and losses were never significantly different fromthe controls group. No compound-related clinical signs were unique toT-2999CoC treatment of rabbits.
Maternal deaths occurred during the study. No deaths could be attributeddirectly to compound-related toxicity, even though the compound caused maternaltoxicity of low body weight gain.
A compound-related high incidence and percentage of abortions or totalresorptions occurred only in the high dose group rabbits; however, theincreased incidence was not statistically significant (Table 2). The incidenceand percentage of abortions or total resorptions of the mid and low dose groupswere not different from the control group.
7-2999CcC was embryotoxic at the high dose level. The T-2995CoC treated highdose does hada significantly lover number of viable fetuses and significantlyhigher number of resorption sites than the control group (Table 3, AppendixVI). The numbers of viable fetuses and resorption sites of the mid and lowdose groups were not significantly different from the controls. The followingLitter data measurements were not affected by compound administration to thedoes: number of dead fetuses, number of implantation sites, number of corporalutea and mean fetus weight.
The fetuses of 7-2999CoC treated high dose does experienced poor neonatalsurvival. The high dose fetuses had a significantly higher mortality rate thancontrol fetuses (Table 2) during a 24 hour incubation. Survival of nid and lowdose fetuses was comparable to controls.
No major gross malformations were observed to be compound-related. Two fetusesfrom separate control dose group does had clubbed forepaws (Table 4, AppendixVII). small and runted fetuses were seen in the control, mid and low Gee9¥0UPS, But not in the high dose group. No internal abnormalities were found.
The incidences of skeletal findings among fetuses of rabbits receiving7-2999CoC were generally not different from the findings for the controlfetuses. The only exception was a significantly higher incidence of fetuses
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with 13 ribs spurred in the low dose group than in the control group (Table 5,Appendix VIII). The oral administration of T-2999CcC to pregnant rabbits wasnot teratogenic at the dose levels tested.
Mine abnormal lenses were found on histological examination of hematoxylin andeosin stained fetal rabbit eyes. All nine abnormal lenses were from fetuses ofcontrol doe N1B1196. The remainder of the fetal lenses either had mosignificant changes, were not readable, or had autolysis. T-2999CoC aid motcause lens abnormalities in fetal rabbits exposed to the compound in utero.
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Table 1
Oral Teratology Study of 7-2999CoC in Rabbits
Mean Body Weight Gain or loss (g) of Pregnant

Rabbits Between Weighings with Standard Deviations

Ay 6 5 12 15 18 25

0mg/kg/day MEAN 83 -36 -9 8 30 234STAN. DEV 47.8 60.4 75.0 66.4 92 3110.6
15mg/kg/dayMEAN _ S6 -12¢® -50 1 10 159

STAN. DEV 31.5 67.7 63.4 73.5 72.4137. 8

5 mg/kg/day MEAN 47 -48 -24 -23 5S 244
STAN. DEV 45.3 48.2 75.4 68.2 66.0113. 3

1.5 ma/kg/day MEAN 63 -2& 1 21 s8 178
STAN. DEV 25.5 77.0 55.7 60.4 62.4 55.1

2 Significantly lower than the control (Dunnett's t test p < 0.05)
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Ora Teratology Study of 1-2995CoC in Rabbits

Mumber of Fetuses with Gross Findinge®

0 mg/kg/ 15 mg/kg/ 5 mg/kg/ 1.5 ng/kg/Findings any any any aay

Total Fetuses examined 81 2 2 58
smal “© 2m ae
Runtea 1m 2m zw
Clusbed right forspaw 2 (3)

Total normal fetuses % oon 2 00) 7s 55) 53 (on)
Total abnormal fetuses Te 0m cm sm

* Treatment groups vers not significantly different from the controlgroup(Chi-square vith Yates correction p< 005)©) = percent of total examined
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Table 5

Oral Teratology Study of T-2999CoC in Rabbits

Petal Skeletal Findings

0 ma/ks/ 15 mg/ks/  Smg/ke/ . 1.5 mg/kgFindings day day day day

Fontanel not closed 1 (17) 4 (a) 16 (20) 7 (12)Frontal not ossified 10 (12) 7 (25) 5 (6) 8 (14)Parietal not ossified 10 (12) 7 (25) 5 (8) 8 (14)Interparietal not ossified 2 3)Holes in both parietals 3 (4 2m 1 2 @Holes in one parietal 3 @ 2m 4 (5)
Sternebrae not ossified 23 (28) 6 (21) 15 (19) 16 (28)Sternebrae asymmetrical 709) 2m 5 (6) 1Sternebrae bipartite 3 (@) 1) 4 (5)Sternebrae fused 4 (5) 2 (3) 1 @Sternebrae scrambled 2 (3) 1Sternebrae misshapen 4 (5) 1One sternebrae missing 1m 1aExtra sternebrae 2 3) 5 (6) 4amExtra sternebrae not ossified 3 (@
13 ribs 9 (11) 4 (10) 8 (23) 7, (12)13 ribs spurred 6 (n 5 (18) 7 (9) 13% (22)13 ribs floating 1 @ 1Ribs forked

1Ribs fused 5 (6)10 ribs 1Extra ribs 1)Ribs misshapen 1
Vertebrae scrambled 1Vertebrae fused 1Vertebrae misshapen 11)Caudal vertebrae scrambled 1
Total Normal Fetuses 25 (31) 8 (29) 29 (37) 20 (an)
Total Abnormal Fetuses 56 (69) 20 (71) 50 (63) 34 (59)
Total Number Fetuses 81 ET 7 s8

# significantly higher than the control (Chi-square with Yatescorrection p <0.05)
(1) = percent of total examined
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Appendix I
TITLE: Protocol for Oral Teratology Study of T-2999octin Rabbits(Riker Experiment Number 0681750212).
OBJECTIVE: A teratology study will be used to evaluate theezbryotoxic and teratogenic effects of orally2dninistered -2999CC to pregnant rats during the periodOf organogenesis. The procedure complies with thegeneral recomendations of the FDA issued in January, 1966("Guidelines for Reproduction Studies for SafetyEvaluation of Drugs for Human Use"). The study will begonducted according to the 1978 Good Laboratory PracticeRegulations and Safety Evaluation Laboratory's StandardOperating Procedures.
SPONSOR: 34 Commercial Chemical Division, St. Paul, Minnesota.
TESTING FACILITY: Safety Evaluation Laboratory, Riker Laboratories,Inc., St. Paul, Minnesota.
STUDY DIRECTOR:  E. G. Gortner
START OF DOSING: May, 1981.
TEST SYSTEM: Seventy-two sexually mature New Zealand White/MinikinFabbits from Dutchland Laboratories, Inc., will be housedin stainless steel cages with wire mesh floors in atemperature and humidity controlled room. This strain ofrabbit will be used because historical control data isavailable. Purina Rabbit Chow and water will begvailable ad libitun. The lights will be on a 12 hourlight/dark cycle.
TEST SYSTEM IDENTIFICATION: Each animal will be ear tagged and thatnumber will be indicated on the outside of the cage.
FANDOMIZATION: The animale will be assigned cages according to acomputer-generated random numbers table.
CONTROL ARTICLE: Corn oil.
TEST ARTICLE: 7-2999CoC.
ANALYTICAL SPECIFICATIONS: The test article composition and purity¥411 be determined by the Sponsor (I Commercial ChemicalEup) prior to the start of the study and at the en ofdosing. The sponsor will be responsible for retention oftest article sample as required in GLP regulations,

# FM-3924 (technical grade F-3422)

004202
,

——



1.

DOSAGE LEVELS AND EXPERIMENT DESIGN: The test article will besuspended in corn oil daily. The test article suspensionand control article will be administered by oralintubation to the rabbits on days 6 through 18 ofgestation according to the following:
Dose Level Group Size15 mg/kg/day 76S mg/ke/aay, 181.5 mg/kg/day 18© mg/kg/day 18
The oral route of administration will be used becausetoxicity has been defined by this route in a rangefinderstudy. No dietary contaminants are known to interferewith the test article.

On the day of breeding, each female will be given anintravenous injection Of 1 mg of pituitary luteinizinghomone to induce ovulation. The does will then beartificially inseminated with 0.5 ml of pooled dilutedsemen collected from New Zealand White/Minikin malerabbits.

A blood sample will be taken pre-dose, day 18 and day 29Of gestation from the same six rabbits at each doselevel. The samples will be labeled, frozen andtransferred to the sponsor for blood levels analyses.The sponsor will be responsible for the analyses of thesamples.

The animals will be observed daily from day 3 through day29 of gestation for abnormal clinical signs. Bodyweights will be recorded on days 3, 6, 9, 12, 15, 18 and29 of pregnancy and the rabbits dosed accordingly using aconstant dose volume of 1 ml/kg of body weight.
The females will be killed on day 29 and the ovaries,uterus and its contents will be examined to determine:number of corpora lutea, number of fetuses (1ive anadead), number of resorption sites, number of implantationsites, pup weight and gross abnormalities. The pups willbe placed in an incubator at 37° C for a 24 hoursurvival check. The following day the pups will beterminated and their viscera examined for any internalabnormalities. The eyes will be removed, fixed inbuffered formalin for possible processing and histologicexamination. The pups will then be fixed in ethylalcohol for subsequent skeletal examination afterclearing and staining with alizarin red.

004203
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DATA ANALYSIS AND FINAL REPORT: The proposed statistical methods tobe used for analysis of the data are: Dunnett's testfor dam and pup weights, number of fetuses, number ofresorption sites, nuaber of implantation sites and numberOf corpora lutea; Chi square for percent abnormalities.The proposed date for the final report is 2-3 monthsafter detailed pup examinations have been completed(approxinately fourth quarter, 1981).
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Appendix 11
List of Principal Participating Personnel

nave FuncTIoN
Eduin G. Gortner Study Director
Elden G. Lamprecht Veterinary Pathologist
Gary C. Pecore Supervisor - Animal Care
Bud G. schmidt Riker - Analytical
Loren O. Wiseth Technician
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APPENDIX III 2.
STATEMENT OF QUALITY ASSURANCE

STUDY NUMBER: 0681TB0212

TITLE: Oral Teratology Study of T 2999CoC inRabbits

Audits and/or inspections were performed by the Riker
Compliance Audit unit for the above titled study, andTeported to the study director and to management as
follows:

DatePerformed DateReported

14 and 19 May 1981 21 May 1981

2 June 1981 3 June 1981

12 June 1981 12 June 1981

18 June 1981 25 June 1981

7 July 1981 9 July 1981

7-8 July 1981 16 July 1981

28 December 1981 4 January 1982

30 December 1981 4 January 1982

efiEg
Riker Laboratories, Inc.

1/32004206 wl
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AnminoTx 1v 15.

ext and/or Control Article Characterization
for

-2sacoc

1. The identity strength, uniformity, composition, purity or other per-
inert charscterisstions of tna Lest and/or control substances have
Foon decorainea and documented ab of i.

2. The method of synthosis or origin of the test and control substances,
Teioaing their amount and the muthod of bioassay (Lf applicable) is
documented.

veo X ne2
3. me stabiiiey of the cost and/or control spatancys pave pen dater-

Tinea oc ii) be determined a of Complclrorsof He. Souk.

he above information and documentation are located in the sponsor's ze-
rie

A Hols Tasille(8 .
I Tate

+ CoD Analytical Reg. No. 16474 October 26, 1980
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Appendix IV (Continued)
Oral Teratology Study of T-2999CoC in RabbitsPrestudy and Poststudy Analysis of the Corn Oil Control Article

Analyses Prestusy Poststuay
Peroxide Value 1.2 meg/kilo 1.8 meg/kilo
Refractive Index 1.4730 1.4700
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Appendix V

Oral Teratology Study of 1-29996oC in Rabbits
Individual Body eights (5) vith Mean Body Weightsand Btandard Deviations for Pregnant Animmis

bv 3 6 9 a2 15 18 29

© MasKarDAY
NB 1178 2237 2367 2313 2369 2450 2399 2661
NiB 1179 2279 2447 2355 2352 2292 2474 2758NB 1100 2463 2404 2431 2439 2306 2438 2695NB 1181 2015 2140 2025 2014 2016 2075 2374NAB 1154 1761 1620 1613 1842 1922 1976 214%NIE 1195 1710 1766 1576 1517 1522 1543 A708NAD 1156 1642 1659 1528 1566 1943 1920 2198NIB 1157 2917 3033 2973 2731 2705 2560 2935NE 1374 2246 2334 2316 2272 2338 2467, 2674

: NIE 1375 2364 2443 2410 2411 2345 etoNAB 1396 2461 2607 2625 5594 2654 2689 268
NAB 1391 2136 2156 2155 2233 2325 2209 2460NIB 1352 1600 1577 1975 1994 2000 2692 2008NB 1393 1935 2011 2045 2006 2061 2071 225¢NB 1406 2086 2130 2112 2421 2147 2067 seis

MEAN 2156 2241 2204 2193 2201 2221 2455STAN. DEVI20. 8337. 5342. 8344. 6304. 1301. 3355 8

NON PREGNANT ANIMALS
NAB 1210 2030 2015 1571 2084 2147 2139 2277NB 1376 i763 1508 1861 1717 1702 4738 1791NB 1377 2028 2116 2165 2196 2174 2501 2401

2antaal ated - intubation error
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Appendix V (Continued)
Oral Teratology Study of T-2999CoC in Rabbits

Individual Body Weights (g) with Mean Body Weightsand Standard Deviations for Pregnant Animes

DAY 32 6 9 12 15 18 29

15 MG/KG/DAY .
01B 1183 1765 1834 1769 1763 1716 1827 2636O1B 1184 2209 2282 2048 2131 2219 2212 2419018 1485 2127 2177 1951 1884 1650 1798 1594O1B 1158 1890 1995 1899 1501 1825 1789 151401B 1195 1826 1690 1737 1686 1762 1823 2002018 1200 2055 2102 1967 2008 2064 2152 215201B 1261 1896 1926 1671 1561 1613 1560 1753O1E 1211 1963 2018 1943 1948 1988 1992 2205O1B 1378 2316 2338 2158 2030 1953 1851 2175O01B 1375 1931 2006 1864 1824 1811 1863 157001B 1380 1805 1898 1757 1686 1712 1840, 208701B 1361 1958 2001 1945 1670 1706 6% ©01B 1394 2008 2028 1521 1789 1796 1676 1995018 1395 2001 2005 1926 1835 1947 1949 221601B 1396 1953 1993 1935 1868 1826 1896 2109O1B 1407 1724 1770 1758 1745 1732 1742 1754

MEAN 1960 2017 1896 1845 1847 1866 2025STAN. DEV1SE. 8150. 6125. 3143. 5157. 2163. 3211. 1

NON PREGNANT ANIMALS

018 1182 1987 2105 1845 1928 1932 1508 2106018 1397 1690 1788 1638 1559 1515 1531 1752

2 Animal ated
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Aopentix v (Continued)
Grad Teratology Stuey of 298560 tn Rabbits

Individual Body eights (3) vich Maun Body Weights45 Standard Deviations for Peepers ahiness
bv 3 6 9 12 as 18 20

s MarkaoRY
PiE 1186 2147 2266 2216 2087 2122 2163 2494Pis 1157 2607 2673 2526 2556 245s 2447 seesPiS ilo 2367 30s coer 5344 5357 S76 sesPIB i105 1679 1950 i654 1945 1944 1596 SuedPis i203 2353 2304 2375 Zo6e 2250 2395 sees
PiB 1205 1783 1824 1795 1795 18685 1881 2056
P1B 1212 2119 2206 2183 2223 2273 2301 2528PiS 1362 Zia7 2465 soni so1i does 197 sisPi6 1363 2450 2200 2106 2061 1673 i735 i6oePIS i304 204s 2065 00s sois Zoos sess SasPiE i385 21a7 2176 2155 si30 S106 2136 suesrie i3es ares 3nes 47s Is 172 AS RRLP18 1395 Zi66 2103 2157 26s lees 1915PiE 1400 1635 1913 1305 1668 1796 i520 2157PiS ides 2553 2551 2505 2364 2s0¢ 3043 oben
P1B 1408 1868 1763 1808 1965 1985 2000 2107

MEAN 2112 2159 2110 2085 2061 2066 2320STAN. DEV20. 3270. 7240. S207. 8215 6247. S301.

NON PREGNANT ANIWALS
PiB 1202 2073 2147 et eo ° e [3
P1B 1204 2252 2287 et eo ° e e

£ hmtand ated - intubation errorBim tes
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Appendix V (Concluded)
Oral Teratology Study of T-2999CoC in Rabbits

Individual Body Weights (5) with Mean Body Weightsand Standard Deviations for Pregnant Animals

DRY 3 6 5 12 15 18 29

1.5 MG/KGDR

QB 1150 2054 2120 2092 2066 2045 2136 2332
©1B 1151 1821 1835 1858 1825 1895 1914 2157
GiB 1152 1653 1706 1744 1769 1806 1793 2014
18 1206 1737 1798 1772 1796 1863 © ©
QE 1207 1586 2186 2106 2182 2226 2250 2501
018 1208 1870 1910 1517 1918 1961 2032 2103
016 1213 2111 2162 oes 207s 1353, 2028 2245
GiB 1385 1671 1943 1746 1613 ° eo
GiB 1367 2105 2216 2210 2185 2132 2080 2153
GE 1388 2176 2210 2151 2151 2186 2232 2422
QiB 1385 2428 2501 2333 2434 2515 2548 2742
GiB 14062 1822 1897 1963 1967, 2066 2088 2273
QB 1403 2673 2732 2695  & © 0 0
GE 1405 2175 2234 2291 2295 2332 2519 2615

MEAN 2035 2098 2069 2022 2077 2147 2324
STAN. DEV276. 7280. 5266. 3233. 6210. 0230. 7224. 6

NON PREGNANT ANIMALS

GiB 1193 1961 1990 1932 1994 1988 1570 2067
QE 1209 2342 2437 2410 2371 2295 2225 2596
Q1B 1404 1857 1892 1856 1873 1883 1912 2053
G18 1409 1601 1762 1703 1700 1657 1665 1768

£ Animal ated - tneubation error
2 Anizal died
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AppendixVI

Oral Teratology Study of 7-2999CoC in Rabbits

Individual Litter Data with Mean Fetus Weights

©mg/kg/day

‘ANIMAL VIABLE FETUSES DEAD  RESOR IMPLAN CORPRA MEANMF TOTAL FETUSES PTION TATION LUTEA AVG
SITES SITES

NiB 4478 LITTER TOTALLY RERBSORBED
NIE 1175 4 1 5 ° ° 5 5 44.1NIE 1188 4 2 6 ° ° 6 11 doeNiB 1181 7 1 8 1 ° 9 7? 2saNiE 1154 3 2 5 ° ° 5 s 38NiE 1195 3 8 3 e 3 6 e 368NIE 1156 2 4 6 e ° 6 6 389NiB 1157 4 5 5 ° ° 9 8 349NiB 1210 NOT PREGNANT
NIE 1374 6 4 18 ° e ie 6 353NiB 1375 DEAD
NIE 1376 NOT PREGNANT
NiB 1377 NOT PREGNANT
NIB 1396 5 2 7 e e 7 7 423NiB 1391 6 4 1e ° ° 10 6 286NiB 1392 ABORTED
NiE 1353 103 4 ° ® 4 9 424NIE 1406 3 5 8 ° ° e 7 461

004213
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Appendix VI (Continued)

Oral Teratology Study of T-2999CoC in Rabbits
Individual Litter Data with Mean Fetus Weights

15 mg/kg/aay

ANIMAL VIABLE FETUSES DEAD  RESOR IMPLAN CORPRA MEANMF TOTAL FETUSES PTION TATION LUTER AVG
SITES SITES

01B 1182 NOT PREGNANT
016 1163 2 2 4 °e . 1 s 6 42.4018 1184 2 4 6 ° 3 s 6 32.401B 1185 ABORTED
018 1198 ABORTED
O01 1159 2 0 2 ° 2 4 6 42401B 1266 ABORTED
018 1261 LITTER TOTALLY REABSORBED
018 1211 oe 2 2 2 ° 4 7 391O18 1376 LITTER TOTALLY REABSORBED
018 1373 LITTER TOTALLY REABSORBED
018 1386 LITTER TOTALLY REABSORBED
018 4381 DEAD’
018 1394 2 e 2 ° 2 4 5 40101B 1355 4 2 6 ° ° 6 7 28sO1B 1356 3 1 4 ° 4 8 we 288018 1357 NOT PREGNANT
018 1407 11 2 1 e 3 5 242

. 004214
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Appendix VI (Continued)
Oral Teratology Seudy of 7-29990oc in Rabbits

Individual Litter Data with Mean Fetus Weights

5mg/kg/day

ANIMAL VIABLE FETUSES DEAD  RESOR INFLAN CORPRA MEANMF TOTAL FETUSES TION TATION LUTeR toesiTes sites

PB 1166 4 4 8 0 e 8 8 2n7Pis 1167 5 3 8 © 2 18s zeaPB 1188 3 4 7 © ie 6 eiP1B 1189 1 32 a e e 4 6 38.7PiB 1202 DEAD
Fis 1203 1 1 oz a 6 2 & a2P18 1204 DEAD
Pis 1205 3 3 6 oo i 7 6 3sPB 1212 3 3 7 go 2s ¢ 33sPB 1382 5 3 7 o e 7 8 22PLB 1383 LITTER TOTALLY REABSORBEDP18 138s 3 3 6 og e 6 os 3s4PB 1385 1 > 3: o e : 4 335PB 13% 4 1 5 a e 5 5 imaPiE 1335. DERDPE 1400 3 2 5 a 16s 343P1B 1401 1 Ss 6 a eo 6 8 40.3P1B 1408 4 1 5 a 1 6 5 34.4

} .
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Appendix VI (Concluded)
Oral Teratology Study of T-2999CoC in Rabbits

Individual Litter Data with Mean Fetus Weights

1.5 mg/kg/aay

ANIMAL VIABLE FETUSES DEAD  RESOR IMPLAN CORPRA MEANMF TOTAL FETUSES PTION TATION LUTER AveSITES SITES

Qe 1190 2 1 3 ° ° 3 S aoe18 1191 2 1 3 ° 3 6 & 405QB 1152 3 2 5 ° ° 5 7? 3saGiB 1153 NOT PREGNANTQB 1266  DERD
Qs 1207 3 5s ° ° 8 8 34.1Qi 1208 4 4 8 ° 1 s s 350QiB 1205 NOT PREGNANTQ1B 1213 4 2 6 ° ° 6 7 354018 1386 DEAD
@18 1367 LITTER TOTALLY REABSORBED@18 ies € 3 5 © ° 9 7 289Qe 13e9 4 4 8 ° ° 8 7 40.2@18 1462 12 3 ° 1 4 5s 47.2Qi 1463 DEAD
GiB 1464 NOT PREGNANT018 1405 3 2 0s ° ° s 6 326@1B 1485 NOT PREGNANT

004216
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Appendixviz
Oxal Teratology Study of T-2999coc in RabbitsNumber of Patuses by Dun vith Gross Findings

Oms/iy bemde. WM Le) Mew 94 195 Ms 197 17 190 191 193 140s
Findings
Trane 566s56sa 5oa,Small

‘Rintaa 1Clube rightforeper 1 x
Tota normal fetuses 2% 8 426sow 35,Tlemomlltwe 010 11 0 0 0 0 4 ,

°3a88
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Appendix VII (continued)
Oral Texatology Study of T-299cac in Rasbits
Humber of Fetuses by Dun vith Gross Findings

18 ma/xa/ey  dmde. 163 Les 199 11 1% 195 136 1007
Findings
Total fetusesexamined 46 2 2 2 6 4
Total normal fatuses oe 22 26 4> Total abnormal fatuses © 0 0 0 0 o o oS&y8
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Appendix VIZ (continued)
Oral Teratology Study of T-299%cac in RabbitsNumber of Patuses by Dan with Gross Findings

Smofa/iay  DamNo. 66 1ST M8 169 1203 1205 1m2 12 1396 15 198 1400 Mol 1400Findings
Temeemi 887 42 6 7 1 6 3 5 5 oo= 1aRented 1 3
TeLmmlfewe 877 4 2 6s 6 6 3 5 5 4 4Tulgmomlfewses 010 0 0 0 2 1 0 oo o o ,

9Ss288
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pena VII (concluded)
Oxal Teratology Study of 7-2999Coc in Rabbits
Wuzbar of Fetuses by Dun with Gross Pindings

LS mg/day bamNo. 150 191 152 107 1208 1213 160 19 M02 1405
Pinatnge
Total Fotusesexamined 32sss6ss3sSal FE 1Raneed 1 1
Total normal fetuses 303 4 a as a a3
Total aboormal fatuses © 0 1 0 1 1 1 0 o
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r——
Oral Teratology Study of 1-2999cec in Rabbits

Humber Of Fatuses by Dam with Skeletal Findings
© masany Pato. I M0 Mel 1% 195 11% 197 13 19% 191 193 106Tontanel not closed 2 . ‘ 3Frontal not ossified 2 a 2 2 3Parietal not ossified FE 2 2 5Interpartatal not ossitied 1aSternebeas not assifled H LEStemebras symmetrical 1 3 1 2Stemebras bipareite 2 iStarmabran fused 1 oa aSternebran sorasbled 1 1Sterebras aisshapen : aaona stamebrae missing

1Extra stormabron 1 113 cide soa a 1 1 213 riba spucrea 1 1 1 1 2Ribs fused 1 3 1S em 1$S xtra cine 1£5 ibe misshapen 18 vertebrae scrasbiea 1KH Versabeao fusea 1Vortebrao misshapen 1Caudal vertebrae scrambled 1Holes in both paiatats 3Holes in one parietal 3
Total normal fetuses Ts 0 3 0 0 3 a a a2 5Totalabnormal fetuses 2 0 8 2 3 6 s&s 6 8 2 4Total number fatuses 56 8 5 3 6 9 ow 7 ow 4



Aopenaix VEX (Conti)
Oral Tecatolony study of 2996s in masbicsMusbes of Patuses by Dum vith Skeletal Findings

IS es/o/tay Dade. Mes us 199 1m 13a 195 196 1407
Fontanel not closed 1 3Frontal not ossifisd 1 +2Parietal not coniied 1 iz .Starnibeas not oasifisd 2 : 3Sternebree sormmtrionl 1 iStarnebras bipartite 2one Stacmabras misring i33'eibe 1 ia33 rive spucre 3 1 113 isa lonting ig olan” in both parietas 2 i8 Holes in one paristal 1a

8 Total normal fatuses 30 2 2 0 a 0 oo8 Total abnormal fetuses Te 0 0 2s 4
Tol meber fetes © 4 6 2 2 2g 4



Appendix VIII (continued)
Oral Tezatolosy Study of 1-2999cec in RasbitsNumber of Fetuses by Dan with Skeletal Findings

Saar Demo. 1166 1187 1S WE 13 105 122 12 164 165 1398 100 1000 108Tontanel not closed 2 a 52 a ios aFrontal not ossifisd 1 2 a 1Pariotal not ossitied 1 2 1 1Stemebras not ossified 1 To 31a af,Stermedras ssymetrical 2 1 1Stommabras biparsite Loa 1 1Starnebias foses 1aStemebras scrambled iStermebras misshapen 1© Extra sternibras 11 aS ride «4a a 2 2 12:B13 ribs spurred 1 2 a ToaR13 riba Floating 1CR ne foes 1Holes in both parietals 1Holes in one parietal 2 1 1Extra stemebras not ossitied
aTotal normal fatuses ES

Tul mmm fwes 65120 ss 4 4 5 53 4 5Total number fatuses Se 7 42 6 7 9 6 3 5 5 4



Nopendt viz (metas
ee Toccoa sey of 2-5991 bienmbar of Tetunes by ou vith neta ndings

EE NNFontan so cloned + FENNfreylegdinel oa}Tee mea ProNombre 1 FI sas© Hamm tiie :Same tor :$ hmmie FIgm \ soos dd8 5 5 wreed Codd ‘YORI }
Pelemitwe 1 3 4s 4 2 a 4,Temes 10 4 a 4 4,oat mb ats Sas ew ws a ss



RECEIVED

23cet Mm. case We C. MoCormick ToxiCoLoayEG. Gortner (original +1) Ri h. beohen© Ketter V. Pothapragada/L. winter© 6. Lampreche 10 0. Wiseth
#ITLE: Protocol for Oral Teratology Study of T-2999Cockin Rabbits(Riker Experiment Nuber 068 1280352)
OBJECTIVE: A teratology study will be used to evaluate theembryotoxic and teratogenic effects of eesily2dninistered T-2999CoC to prognant rats duriyg the periodOf organogenesis. The procedure scaplios ih coegeneral recomendations of the FON issued in Samesy, 1966("Guidelines or Reproduction Studies for sasarsEvaluation of Drugs for luman Use"): The steer’ will beconducted according to the 1978 Good Laboratory pemrtimeRegulations and Safety Evaluation Laboratory: SermocOperating Procedures.
SEONSOR: 3 Commercial Chemical Division, St. Paul, Minnesota.TESTING FACILITY: Safety Evaluation Laboratory, Riker Laboratories,Inc., St. Paul, Minnesota.
STUDY DIRECTOR: E. G. Gortner
START OF DOSING: May, 1981.
TEST SISTEM: Seventy-two sexually mature New Zealand White/Minxin£abbits fron Dutchland Laboratories, Ince mist na toasedin stainless steel cages with wire mesh Fons CsSemperature and hunidity controlled roes: mis steain ofrabbit will be used because historical centres ders.available. Purina Rabbit Chow and water wit) beavailable ad Libicun. The lights will be en a izhour/aark cycle.
TEST SYSTEN IDENTIFICATION: Sach aninal will be ear tagged and thatnusbes will be indicated on the cuseide of the eave.
RAMDOUIZATION: The aninsls will be assigned cages according to acomputer-generated randem nummers. conta:
CONTROL ARTICLE: Corn oil.
TEST ARTICLE: 7-2999c0c.
FANLITIGNL SPECIPICATIONS: The test article, composition and purity“411 be determined by the Sponsor (34 Commercist Deraital§EOUP) prior to the start of the study and a cre ney ondosing. Te sponsor will be responsible for retention ietest article sample as required in GLE equiaricen
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DOSAGE LEVELS AND EXPERIMENT DESIGN: The test article will besuspended in corn oil daily. The test article suspensionand control article will be administered by oralintubation to the rabbits on days 6 through 16 ofgestation according to the following:
Dose Level Group Size15 mg/ka/day is5 mg/kg/day 181.5 mg/kg/day 180 my/kg/day 18
The oral route of administration will be used becausetoxicity has been defined by this route in a rangefinderstudy. No dietary contaminants are known to interferwith the test article.
On the day of breeding, each female will be given anintravenous injection of 1 mg of pituitary luteinizinghommone to induce ovulation. The does will then beartificially inseminated with 0.5 ml of pooled dilutedsemen collected from New Zealand White/Minikin malerabbits.

2 Plood sample will be taken pre-dose, day 18 and day 29Of gestation from the same six rabbits at each doselevel. The samples will be labeled, frozen andLransferred to the sponsor for blood levels analyses.The sponsor will be responsible for the analyses of thesamples.

Toe animals will be observed daily from day 3 through day29 of gestation for abnormal clinical signs. Bodyeights will be recorded on days 3, 6, 9, 12, 15, 18 ana29 of pregnancy and the rabbits dosed accordingly using aconstant dose volume of 1 ml/kg of body weight.
The females will be killed on day 29 and the ovaries,Uterus and its contents will be examined to determine:number of corpora lutea, number of fetuses (live anadead), number of resorption sites, number of implantationgites, pup weight and gross abnormalities. The pups willbe placed in an incubator at 37 C for a 24 hour suevisalcheck. The following day the pups will be terminated andtheir viscera examined for any internal abnormalities.The eyes will be removed, fixed in buffered formalin forpossible processing and histologic examination. The pupsill then be fixed in ethyl alcohol for subsequentskeletal examination after clearing and staining withalizarin rea.
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} NALYSIS MD PINAL RSPORT: The proposed statistical methods tobe tsed foc analysis of the data are:  bummstrre coat)fox dan and pup weights, number of fetus, eater LoSe%orpLion sites, numb of implantation sites eas Seberof Sorpora luteas Chi square for percent sbmomneeetThe Proposed date for the Final repose to pry maiirs{itor detailed pup examinations have bean sospronn(approximately fourch quarters 199.
QD
S27 ba VW] Jonni $-4-g!5 Gortner Date E.G. Lamprocht, DW, Ph pate{or Research Technologise. Research Veterinary Fathologso“al Teratology-naproasetion¥ Director
low 7G Yop, RI 0/91i+ Case, own, Pho ants WoC. HeGormick, He Date‘gor, Bathology—Toxicology Toxicolagiat.ty Gvaluation Lavatatory Sponsor Representative
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SAFETY BVALUNTION LABORATORY !ANIMAL TOXICITY STUDY PROPOSNL {
!

» 4 study 1s to Be conducted ‘onTerre of aay =
7 -2997 CoC - The attached protocol details the various aspects ofCoonan or EerTaTy

the study and the study will be conducted according to Good Laboratory Practice
regulations. The estimated total cost of the study is _s Zseo and it dosing
starts fray [2954 + the estimated cost by calendar year is z ZLto wi (P8y

+ However, it is understood that the sponsoring division will be
charged actual tine and materials via the recharge system on project mumber
#1003104 + The estinated time from the initiation to completion and

xeporting of the study is 7-7 months (NOTE: time estimate includes, as applicable
period betueen ordering and receipt of animals, prostudy conditioning and examinations
of animals, compound dosing interval, preparation of tissue slides, microscopic examina
tion of tissues, preparation of fetuses, detailed examination of fetuses, compilation
21d analyses of data, drafting a report, review and final typing of report). Once
the study is approved and the compound, with appropiate analytical data, has been
received, the anisals will be ordered. After this point, cancellation of the study will
pose multigle problems because tine, space and people have been committed to complete
the study. Written confirmation will be necessary for any cancellation and a charge of
U to 25% of the remaining estimated cost could be assessed to compensate the testing
laboratory.

Testing Laboratory Signatures Approval signatures
Zr Spy, Wire(an off!os birector Tete Sponsor ng oa

Dros Gun Yore, ehSifety PraTurtion TaboTREaTy Sw oie =
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