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Introtuetion
hte oral, rangefinder stuey® vas conducted to determine che upper dose level ofT3%a10ocE for subsequent Orel teratalosy ua in rabbits. he study war
Sponsored by 3 Comercial Cremicel Division, ST, Packs Minnesota 4nd aConducted by che Sarecy Evaluation Laboratory, Riker Lanoratorses, Inc. St.TRL, Minnesota: The scucy ver conducted un accordnce with che aferyEeiliation Laboratory's SLARARE Spereting Procedures for much stubier: TheEiarage Socation for the Tey Geta ana a Sopy of the Fina Teport is maintainedIhe safety atontion Laboratory. ecord archives:

neshoss
Fosty-aight sexily mature ew Zealand Whice/Minikin derived female rabbisEro Dutchland Laboratories, Tnc., vere used in the study. Each female verLnsected vith 123 of pituitary Mwtainizing hormone via the esr vein beforebrending. The dous vere then artificially inseminated vith 0.5 mi of pouiedilies Semen. The aay of insemination vas designated aay 0 of pregnancy.
Eight groupe of 6 aninals vere dosed with T-2141CoC dissolved daily inaintilied vater at 300, 150, 100, 50, 25 or 10 mayKg/day. Mere were two sete
of compound acainistration groups. Concurrent control aninale dosed a¢ 0
So/xoaay 1-3141e0c in Auvsiiien ater were present with both srovpe. ALL“hiatle vere dosed during days § throssh 18 of gestation by oral intubation“ith a syringe and rubber catheter using a consiant dose volume of 1 mike.The cabbite vere housed Andiviculy in Banging stainless sec) cages wih iremeek Floors in + temperature and humidity controlled room. Marina RaBbt Chowni water vere available ad ibicun: The Lights were on & 12 hour ighcsderkCycle. AI aninais vere observed daily from day 3 of gestation weilCommination for abnormal clinical signa. Rody veights vers recorded on days 3,
575,15, 15, 16 and 25 of gescation and the FaBbLts vers dosed accordingly.
Ki burviving antnala vere suthanecized on gestacionsl aay 29 ana sach weerst,Including 10s contents. was examined samediacely to determine if the animal wiepregmant

Resuits ane biscusston
Eire Group of premant Rabbis (300, 150, 100 ox © ma/ke/day F-3141CeC)
he oral adnindstration of T-3141CcC at doses of 300, 150 oF 100 sy/ks/deyCenuised in compound-relsced deacha ALL 300 mg/ag/dey Tabbits died wiShin SheEire So daye of dosing (able 11e ALL 150 ma/kasday sabbite dies within theEun no ET, Md i iving Ton makaay rabbits vereCarminated on he £Afeh day of doring steer Sour rabbics hd alEeedy died: Thecompound was very Soxic to pregnant fabbite at levels of 100 o/vg/dey andHiner. The emlting destha occurred rapid enough to precluae boty weight
2 nixer Eaperisent No. ostimONBn
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This oralbrangefinder study- was conducted to detemine the upper dose level of 
T--3141COC-- for a subseguent oral teratology study in rabbits. The study was 
sponsored by 3M Commercial Chemical Division, St. Paul, PLinnesota and was 
conducted by the Safety Evaluation Laboratory, Riker Laboratories, Inc., 
Paul, Minnesocao The study was conducted in accordance with the Safety 
Evaluation Laboratory’s Standard Operating Procedures for such studies. The 
storage location for the raw data and a copy of the final report is maintained 
in the Safety Evaluation Laboratory’s record archives. 

Methods 

Forty-eight sexually mature New Zealand White/Minikin derived female rabbits 
from Dutchland Laboratories, Inco, were used in the study. Each female was 
injected with I mg of pituitary luteinizlng hormone via the ear vein before 
breeding. The does were then ar~iflclally inseminated with 0.5 ml of pooled 
diluted semen. The day of insemination was designated day 0 of pregnancy. 

Eight groups of 6 animals were dosed with T-3141COC dissolved daily in 
distilled water at 300, 150, 100, 50, 25 or 10 mg/kg/day. There were two sets 
of coml~o~nd administration groups. Concurrent control animals dosed at C 
mg/kg/day T-3141CoC in distilled water were present with both groups. All 
animals were dosed during days 6 through 18 of gestation by oral intu~ation 
with a syringe and rubber catheter using a constant dose volume of I ml/kg. 
The rabbits were housed individually in hanging stainless steel cages with wire 
mesh floors in a temperature and humidity controlled room. Purina Rabbit Chow 
and water were available ad libitum. The lights were on a 12 hour light/dark 
cycle. All animals were obse~ed daily from day 3 of gestation until 
termination for abnormal clinical signs. Body weights were recorded on days 3, 
5, 9, 12, 15, 18 and 29 of gestation and the rabbits were dosed accordingly. 
All surviving animals were euthanatized on gestatlonal day 29 and each uterus, 
including its contents, was examined immediately to determine if the animal was 
pregnant. 

Results and Discussion 

First Grou~ of Pregnant Rabbits (300, 150, 100 or 0 mg/kg/day T-3141COC) 

The oral administration of T-3141COC at doses of 300, 150 or 100 mg/kg/day 
resulted in compound-rala~ed deauhs. All 300 mg/kg/day rabbits died within the 
first two days of dosing (Table I). All 150 mg/kg/day rabbits died within the 
first four days of dosing. The ~wo surviving 100 mg/kg/day rabbits were 
taZlnlnated on the fifth day of dosing after four rabbits had already died. The 
compound was very toxic to pregnant rabbits at levels of 100 mg/kg/day and 
higher. The resulting deaths occurred rapid enough to preclude body weight 
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effects, clinical signs and ofcen necropsy findings. ALL of the dose levelsUsed in ‘the first group of pregnant rabbits vere 00 high to be tolerated
during a rabbit teratology study. Therefore, a second group of rabbits was
dosed at. lower cospound levels.
Second Group of Pregmunt Rabbits (50, 25, 10 and 0 mg/kg/day T-3141Coe)
he oral adainistration of T-3W41CEC at doses of 50, 25 ox 10 mg/kg/day did not.
result in coapound-related deaths. One death in the 0 Bg/Xa/day Group was due
£0 an intubation error. No signs of either abortion or resorption were
observed in the study. One 25 and one 0 mg/kg/day rabbit each had necropsyFindings of abortion or resorption. A body weight loss occurred in all three
compound levels becveen days Six and nine of gestation. The loss in body
weight coincided with clinical signs of either no or fu stools indicating the
Zabbits vere off fead. The body Ueight changes of 411 three compound levals
betveen days six and nine of gestation vere significantly different from the 0
53/kg/day group (Table 2). The compound-treated rabbits recovered fron the
iniedal weight loss caused by compound adainistration and by day 18 of
gestation vere gaining nore body weight than the 0 mg/kg/day group.

conclusion
he objective of determining an upper dose level for an oral rabbit teratology
study vas mec vith the second group of rabbits. The results suggest that the
30 ng/ka/ay dose level vould be an appropriate high dose in a rabbit
teratology study because a toxic effact of body weight lose occurred in the
absence of compound-related deathi.
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effects, clin~.cal signs and often necropsy f~nd±ngs. ~1 of the dose levels 

used ~n "the first group of pregnant rabb~s were too high to be tolerated 

during a rabbit teratology study. Therefore, a second group of rabbits was 

dosed at lower compound levels. 

Second Group of Pregnant Rabbits (50, 25, 10 and 0 mg/kg/day T-3141CoC) 

The oral administration of T-3141COC at doses of 50, 25 or 10 mg/kg/day did not 
result in compound-related deaths. One death £n ~he 0 mg/kg/day group was due 
to an Intubation error. No signs of either abortion or resorption were 
observed in ~he study. One 25 and one 0 mg/kg/dey rabbit each had necropsy 
findings of abortion or resorption, A body weight loss occurred in ali three 
cc~pound levels between days six and nine of gestation. The loss in body 
weight coincided with clinical signs of either no or few stools indicating the 
rabbits were off feed. The body weight changes of all three compound levels 
between days six and nine of gestation were significantly different from the 0 
mg/kg/day group (Table 2). The compound-treated rabbits recovered from r_he 
initial weight loss caused by compound a~ninistration and by day 18 of 
gestation were gaining more body weight than the 0 mg/kg/day group. 

Conclusion 

The objective of determining an upper dose level for an oral rabbit teratology 
study was met with the second group of rabbi~s, The results sugges~ tha~ the 
50 mg/kg/day dose level would be an appropriate high dose in a rabbit 
teratology study because a toxic effect of body weight loss occurred in the 
absence of compound-related deaths. 

3M MN01691773 

1264.0004 



co a

8, N
EME $888
3s

jg ooo FERS

i P cose

i P ao ee

35 2Bgl gece cee

32 feo on oo oo
LI i
5 ol % on so oo :

§ 3ooo no cone i
f

Ne won ooo i
§

of oo ot oo oo i

3]

s Ed sag§&¢ FE 35dE $35 ii
§Fs3ss fied £3- 88% eg wz nt

auores177

1264.0005

0 0 0 0 

0 ~ 0 0 

0 0 0 0 

0 0 0 0 

,-~ 0 0 0 

0 0 0 0 

.W 

3M MN01691774 

1264.0005 



- : “.

Table 2
Bral Rangefinder Study of T-3141CeC in Rabbits

Maan Bocy Weight Gain or Loss

oy 6 5 12 1s 18 23

© ma/xs/tay 26 14 31 S624 157
STAN. DEV 41.1 25.445.645.634.3 95. 4

0ma/ka/lay 47 -gg® 23 36 S5 219
STAN. DEV 16.6 37.452.8 85.596.9 45.3

8 mG/8ay 36 gost -7 ge 73 213
STAN. DEV 15. 4105. 4118.1 76.4 47.1 91.5

10mg/day gq 21% 12 13 37 ase
STAN. DEV23.662 6 25.072 5 20.5 62 7

2 significantly lover than the control (Dunnett's & test p < 0.05)
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--Significantly lower ~han ~he control (Dunnett’s t test p < 0.05) 
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Oral Rangefin~er Study of T-3141COC in Rabbits 
Individual Body Weights (g) and Mean Body Weights 

With Sta.,x~t, rd Deviations 

3     6     9    12    15    18    29 

NIB 2149 2177 2127 2180 2278 2709 2319 2362 
NIB 2158 2469 2495 2516 2585 2704 2687 296± 
NI8 21~3 2457 251! 2522 2522 2615 2636 2881 

DRV 3 6 9 12 15 18 ~9 

0tB 2152 2574 2632 2589 2627 2622 2707 2955 

OtB 2154 2118 216~ 2110 2029 2204 2299 2463 
OtB 2165 2523 2588 2545 2595 2685 2?56 7e29 
0tB 2t66 1878 1891 1821 1889 1981 199~ 2162 

2279 2726 2257 22~e 2~15 2770 2589 
ST/IN.     DEY~22. 4335. 5729. 83~?. 5355. 2417. 943t. 
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-Mopentix T (Concluded)

Oral Rangefinder Study of T-3141CeC in Rabbits
ngividual Body Weights (5) and Mean Body WeightsWith Standard Deviations

AY. 3 6 5 12 15 18 25

25 MG/KG/DAY
PiB 2155 1929 1972 1903 1951 2608 2055 2286
PiB 2156 2100 2141 2102 2103 2142 2164 2438
PiB 2157 1725 1753 1715 1681 1707 1816 2037
PiB 2156 2149 2216 1527 1745 1941 1964 220%
PiB 2167 2080 2098 2671 2014 1573 2121 2333
P18 2168 2900 2526 2727 2961 2962 1051 3067

MEAN 2147 2183 2074 2066 2126 2199 2411
STAN. DEV3SS. £357. 8346. 4435. S442 7435. 2262. €

ov 3 6 5 12 1s 18 25

10Maka DRY
018 2155 1693 1746 1765 1772 1034 1679 2009
018 2160 2123 2206 2056 2045 1951 1969 2222
048 2161 1804 1625 1941 1644 1897 1533 2153
018 2162 2141 2221 2168 2200 2271 2320 2532
018 2165 2585 2630 2620 2603 2542 2595 2669
@1B 2170 2088 2135 2117 2175 2233 2237 2400

MEAN 2073 2127 2093 2107 2120 2156 2344STAN. DEV310 4317. 7301. 6296. 0273. 1277. 6228. 3
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-N~dix x (Concluded) 
~ral Ra~eEin~er Study of T-3141COC in Rabbits 
I~uLividual ~�~y Weights (g) and Mean ~y Weights 

Wf~h Standard Deviations 

DRY 3 6 9 12 15 18 29 

25 MG/KG/DRV 

PLB 2155 1929 1972 1983 1951 2888 2855 2286 
PIB 2156 2188 2141 2182 2183 2142 2164 2458 
PLB 2157 1725 1753 i?i5 2681 i787 1816 2837 
PtB 2158 2t49 2218 1927 1745 1941 1984 2285 
PtB 2167 2888 2898 2871 2814 1973 2121 2393 
PIB 2168 2988 2926 2727 2981 2982 3851 3887 

MERN         2147 2183 2874 2866 2126 2199 2411 
STRN.     DEV399.8397. 8348.4439.5442.7435. 2362.6 

DRY 3 6      9    12    15    18    29 

18 MG/KG/DRV 

2t59 1699 1746 1766 1772 1824 t879 2889 
2168 2123 2286 2858 2849 1951 1969 2222 
2161 1884 1825 1841 1844 1887 1938 2153 
2162 2141 2221 2168 2288 2271 2328 2532 
2169 2585 2638 2628 2683 2542 2595 2669 
2t78 2688 2135 2117 2175 2233 223? 2488 

MERN    28?3 2127 2895 2187 2128 2156 2244 
STRN. DEV318.4317.7381.8298.8275.1277.6228.2 
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nr cane
E.G. Gortnor (ordained + 1)

. £6. samrecnt
We C. Meoraich + ¥. D. GRAfEith + P. A. Wel (5)
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M. ~’. Case 

E. G. Gortncr (¢,r~qinal + i) 

~. G~ Lampreoht 

W. C. McCormick ÷ F. D. Griffith ÷ F. A. Obel (5) 
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