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I. JF$lOPSIS 

The acure ora1 LD5O and 95% confidence limits of T 7121 in com- 
bined male and female rats were found to be 10391 (8269 - 12966) mg/kg. 
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I II. SST YATERIXL 
The test material was received from The Procter and Gamble ConFany, 

Cincinnati, Ohio on August 4, 1977. It was identified as "T 7121" and 
was received as a slightly yellow viscous liquid. 
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I III. METtIOD -- 
Twenty-five male and 2.5 female rats of the Charles River CD strain 

(obtained from Charles &iver Breeding Laboratories, Inc., Portage, 
Yichigan) weighing 202 to 262 (pre-fasting body weight) were used for 

this study. The rats were housed by sex in groups of 5 rats per cage 
in hanging wire-mesh cages in temperature and humidity controlled quar- 
ters. They were maintained in accordance with the recommendations con- 
tained in H.E.W. Publication No. 74-23 (N.I.H.) entitled "Guide for the 

Care and Use of Laboratory Animals". The rats were conditioned for a 
minimum of 7 days prior to study initiation. Water and Purina Labora- 
tory Chow were available ad libitum, except for an overnight period of - 
18 l/4 to 19 l/4 hours immediately preceeding oral administration dur- 
ing which food, but not water, was withheld. 

The test material was administered orally by gavage, as received, 
undiluted, at the following dosage levels to male and female rats: 

5126, 8137, 12918, 20507 and 32.555 mg/kg. 

Five rats of each sex were used at each dosage level. Volumes ad- 
milnistered were as fallows: 

5126 mg/kg level - 5.03 ml/kg 
I 8137 mg/kg level - 8.05 ml/kg 

12918 mg/kg level - 12.78 ml/kg 
20507 mg/kg level - 20.28 ml/kg 
32555 mg/kg level - 32.20 ml/kg 

Observations for pharmacotoxic signs and mortality were made at 
l/4, l/2, 1, 2, 4 and 24 hours and daily thereafter for a total of 

14 days. Body weights were recorded prior to fasting, immediately 
preceding dosing and at 14 days. All rats which died on study were 
subjected to gross necropsy examination as were all survivors at the 
end of the 14-day observation period. 
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A. KORTXLITY X&T LDjO VALUES: 
Dose - Mortality Data 

Dosage 
Level 
w/kg 

I 

Number of Deaths 
_ Hrs. j Days Total 

o-4 1 1 2 3 4 5 6 7-7.4 Xortalities _ 2. 
M FjM 741 F N F M F M F M F Pi F 1 Hale 1 Female 1 Total 1 

Acute Oral LDj., and 95% Confidence Limits 

Combined Male and Female Rats: 10391 (8269 - 12966) mg/kq. 
Statistical Reference 
Computations were performed by Mr. R. Bruce, Statistician, 

Procter and Gamble Company, using the computer program BLISS 17, 

written by D. J. Finney, University of Edinburgh, Scotland. 
B. PHAR?iACOTOXIC SIGNS: 

See attached Appendix 2. 

C. BODY WEIGHTS: 

All surviving rats exhibited normal body weight gains with the 
exception of 2 males at the 5126 mg/kg level, 2 males at the 8137 

mg/kg, 1 male at the 12918 mg/kg level and 1 female at the 20507 mg/kg 

level all of which exhibited less than normal body weight gains and 
1 male and 2 females at the 5126 mg/kg level which showed body weight 
losses. 
D. NECROPSY FINDINGS: 

Necropsy observations were noted as indicated on pages 5 and 6. 
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I 1. Rats whit 

Cross Necropsy 
Observations: 

Partially cannibalized 
Wet abdomen 

Yellow material around 
anogenital region 

Lungs, congestion 
Thymus, hemorrhage 

Stomach, distension 
Stomach, gas filled 

Stomach, fluid filled 
Stomach, glandular muco- 

sa, scattered erosions 

Stomach, non-glandular 
mucosa, thickened 

Stomach, non-glandular 
mucosa, ulcerated 

Stomach mucosa, conges- 
tion 

Small intestine, red 
fluid filled 

Intestines, distension 
Intestines, fluid filled 
Intestinal mucosa, con- 

gestion 
Kidneys, yellow foci 
Cecum, filled with green- 

ish brown fluid 

died durin% the studv oerind: L 

Dosage Level mg/kg 
Number Exhibiting Sign/Xumber Becropsied 

8137 12918 20507 32555 

291482 
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2, P,atr; whi.ch were sacrificed followi.na, 14 days zf observation: 

Gross Necropsy 
Observations: 

Dosage Level mg/kg 
Number Exhibiting Sign/Xumber ~ecropsied 

No gross lesions 

Lungs, congestion 

5126 8137 12918 20507 

Male Female Male Female Male Female Xale Female 

21’4 111 l/l I / 
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Dose level g/kg bv 
Xusber of animals dosed 

. AU dam are 5aseCi on sanple as received. 
: 

Sacple ?reparacicc: - g of St-pie vas ti:~x:d rrf,zf: - (31 (=-I) 

solveat to n.eke a dcsing solution of 
-- I - (w/w> - WV). . 

. 
SpecLflc Gravi:y:. !r, al of saz$le ueigied /&2.0 3 at 2.4 *C, 
S.G. = ghl. 1. o-2.0 

Avg. ptefasted weight of sum%vors .2.i’-24’3.6 g 
Avg. 14 day weight of s~r7ivots 2.77. T f . 



Dose level g/kg SW XI 3 -y 3&G Cods T- 71 a/ - 
Xunbei of aaizals dosed x312 5 52X12 - 5 

a 

AU data are btscGi on sazqle as received. 

Sample ?re?aration: - g df saqle was zixed tith - (a) Cdl 

solvent - to n2k. a dosing solution of 

Specific Crav ity:- zt1 of s&ple veighed /Or// s at 22 'C, /t-J -- 

Avg. prefai,ted weight of .swTfvors -\ \ ? i \ - g - 
Avg. 24 day weight of survivors qC-j:.(o g 
Total Dead: ,Vale i F-ale 3. 
Animals Raceived: CL. R* %&? / 



’ . 

/ // ‘- w.5, XP?!3DIX 1 

Dose level g/kg bw ],>*T/y T&G Csde -i= 7[2\ 
Number of animals dosed lid e 5 fez2al.e 5, 

All dax. are basEi cn sazqle as received. 

Sample Pre?araiicn: - g of saqJlc vas z.5xxi =Trh '- (g> Cd) 

solvea , to make a dosing solution of 

- x - (w/w) - (v/v). . 
. 
Specific Gravity:. /@ nl of .sa&le weighed /L-& //g at 2 a ';, 

S.G. = /* 0 li g/d. 

Avg. prefasted weight . g 
Avg. prefasted r;eight of survivors 7iJci.q g 
Avg. 14 day weight of survivors ?2+.5 rq 
Total had: Sale i$ . Feztale cft 
~ntils Received: C.R. 

/ 



' Dose level gfk3 bv he ScTJ ?&G Code 7,al Y - 
Nunber of ani=aLs dosed Kale 5 Fens1 2 5 

. 
. AU. data are btseZ on sanple as received, . 

Saple ?re?araiion: - g of saqie vas tixed with - (g) Cdl 

sofvene to n&e a dosing solu:ion of 

id---* - (v/v) --WV> l .  

.  

Specific Grad ty  : .  /O al. of s&ple veighed /6,// g at 21 .c, 
S.G. = )* o// g/ml. I 

Inditidual Anf:nal Data . 

- 
Avg. prefasted weight . g 
Avg. prefasted weight of survivors 2310 - !z 



All c?acz are base2 on saaple as received. 
: 

Smple ?re?aration: A ,g of sanple vas tixed VLtl?i - (g) cd.1 

solvent - I .- _- --___- - to make a dosing solr::ion of 

'-==--* - (w/w) - (w/v). . 
. 
Specific Gravity:. io al of sar$le weighed ,,' /o* // g 
S-G. = ,/s 0)) g/d. 

Indfvl.dual C.nhal Data . - 

Avg. prefasted weight 240 e -2 
Avg. prefasted weight of suz-vi~or~ _cr g 
Avg. 14 day weight or' survivors - g 

Fezsale q 
2,129 
/ 

. 
. 

. . 



ACUTE. ORAL TOXICITY 03SERVATI(?N DATA 

Y3:or rctlvlty lncres3c 

!?:or acttvfty dccrcarc 

?tsplrrtory rate increase 

Prsplrrtory rate decrease 

ilr4c body tremors 

Ccirre body tremors 

blrnchtng 

Cyrnol is 

Crsplng 

'.'f:tfnal firlpfng ' 

3ltrrl.er 

'II0 trcctlon 
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3c( 1 t.iJ.+ 
Qt/tnift~- 

t 

Uorktr't fnltlals rQ 

--L-----.---- 

-- -- 

-- 

,.~~~ 

+ 

-p-1__- 

----- 

-i--- 

II_:---- 

----- 

Days 
P 5 ----A--- 6 1 7 0 !I 

-.- I _I- 
------ 

I__. -_I_-- 
-_I_- -- 
----m-- 

.* --_I- 

--__I-- 
----I I 

I -- .------ _-.-_I- l-1 

)t- 

_I- 

12 13 14 --- 
- --- 

_I_- 
-I__- 
II-- 
--- 
--- 

l -,--- 
I_-- 

i-c --- 
-.-- 

II_- 
--- 
-------;I---- 

_~i 

-- .-__ 
---- 
-I__- 
-II_- 

J.+-l -zQ-p. 

ions) S3eclal f!oIcs: (Includfnq Necropsy Observat -- 

. 



.- 

APi'EtL 

r 
6 7 A 

-- 

-- 

-- 

-- 

-- 

_I_- 

--- 

----7-- 

_I_- 

-- 

c!) 
-- 

-- I 

Sxcfal tSotcs: (Includtq Hccropsy Obscrvatlons) - 



..- 

; 

-. 

-. 

~ 

- . 
- . 
- . 
_ . 
- _ 

i 

_ - 

_ _ 

-- 

i 

- -. 

-- 
. _ 

-.- m - 
. 

-- ---* r 1 _I-- 1; PI__ --- c -- --- -- _I-- 

~~ 

--- --_I_- --- -I__.- --- TJ -yj-q-z -- 

I-It-i--l‘ 

Uorker”: InitlalJ 

Swclal Elotcs: (including flccropsy.0bservatians) * .------_I 



-3-J 61 ii R ----T-r2'13 Ix_-.-- 
r-l ---- 

-----l---!-- -, -- 
---L------i- i- 

1_- 
-- 

l 1 -- 
-- I --- ------i‘--- f- -- 

I. -I__ 
-I-- 

1 -I---l- 

._I ---l---l-- ---- - 1 I --- II;z -f-f--i- 
r___ --.+.J.- I 

I I 

-- .- 
T- 

z- 
_I--- 

I i-i 
_I--- 

I 

- . - - -- 
I- L . - - -l-l-l- -- 

m*\ -5h -.L- 

_Sxcfa\ Notes-: (Includiq Necrapsy Observatlom) 



, 
/ 1% 08 3- 

-__.. - __...G - 

--- 
___. I___. .._- _  - . 

. APi'EtlDin- 

r 

m* 
-l--- 
--1- 

I -- 

-- 

-L 

-+- 

---I .I 
-_I 

I_- 

i. 

-__I 

IAN-@ ‘S;h Jw\ 

- . 

S3ecial f!otcs: (Including kcropsy Obscrvatlons) 



Dose le?xl g/kg bw E"&c Cod2 
Nmber of anhals dosed ?tale ie3a le 

Al,1 da:.a ate based on sanple as received. 

Sample Ircparation: g of sample vas nixed wirh (g> (ml.1 

solvcn t to make a dosing solurion OZ 

-2 (w/w) (v/v>. 

Specific Gravity: ml of sarzple weighed 8 

. 

at "C, 

Avg. prefasted weight 
L 

s 
Avgi prefasred weight of sumivors 
Avg.. 14 day weight of survivors 

Total De&: Hale Fe3al.e 
. 

. * . 

Uorket's Sfgnature Date . . -- -- 

Cotroboroting Wiiness Dare 
. 

. . . - . 

.-.-a- .  - . *  - - 
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PdG Code 

ACUTE ORAL TOXICITY OtMRVATION DATA --- 
. . . . 

. No.. o'f Males/Females Affected - Blank Square = Normal' . ..e. . ..--_ - 

. OOS~! kk fj/kg oor;e TllllC - Close Oate 

sv"'T(\:Is: Ji me- 
Y3:or rctlvlty lncrearr 

Yz:or dttlvlty decreard 
Ptfplrrtory rate irxreise 

Lrspirstory rate decrr?rre 

fire body tremors 

C::rSt ludy trw3rs 

htrnching 

CYit iOSlS 

tie:pitwJ 

;:r;nlrtat l;rtptnlJ 

Oiiurt.cir 

PIlO Erectton 

Gll.Cl-: 

Worker's tnttfslr 

-- 

-- 
3 -La 

- 

---- 

I___-- 
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ec te r 5 C,zble 
S:andard Procedure f - iOi Tcxicclofical Zvalrra:icn 

Acute Oral 'Toxicity - Rats 

Dare: : 

Purpose: 

Animals 

Procedure: 

Issue $2 

To mersure tfie acute oral ' - i3x1cicy or a sunscancc 2.n 
order that it might be compared to more faniliar 
materials. 

X2t.S, Charles River Caesarean-derived, 190-270 g, can- 
ditioned co the environment Ear a ~5nimcm of 7 days. 
Maintain the anixals accordir,g to .sCand;lrds 012cilnec! 
in the Guide For the Care and Use of Laboratory A~inals, 
DHE'W No.. (XX-74-23), 1974. 

Place 10 animals in each group,.divided equally by sex. 
Determine prefasted and fasted body *-eights. Fas: chc 
animals for 12-20 'hours before admiriistering the ces: 

f material.. 

Dissolve or suspend the test material in an approprLace . vehicle at the required concentrations and record quan- 
tities mixed. Deliver the test mar;rial into :he 

stonach of tkie animal frcm a syringe fitted vich a 
size 8 c2cheter as a s;ornach tube or frcm a syr5nge 
fitted with a X+-gauge t:li.::a1-feeding needle. 

<<. . 

Choose 4 dosage levels, with t3e lowest being approxi- 
c mately the highest no-death dosage level observed in 

range-finding studies, or Sei,ng esrimated from prior 
results tirh similtr compounds. Unless ocher<ise 
specified, choose higher dosage levels according to 

. a geometric progression of 1.4 (i.e. the second dose 
equals the first dose x [3..4]2, the third dose equais 
the first dose x (l.4]3, etc.). Administer each 
dosage level to one group of 20 aniznals. Adjust the 
dose for each animal according to fesred weigh: to 
give the spec ffied quanrities of material per unit 
of bodf weight. Administer additional dose levels, 
as needed, so tha: the total. number af dead Is suf- 
ficlenr to calculate an LI)so value. Imediately after 
tosing, return the animal to ad libitum feeding. iiecord . 
tL.1 of the above information on the '(LD5C Record of 
Individual Dose Level" sheet (Appendix i). 

Observations: Observe the animals and their behavior a: intervals of 
35, 30, 60, 120 and 240 minutes ar'cer dosing and daily 
thereafter for 1G days. Use the "Toxicity 0bserva:lon 
Data" sheet (Appendix 2) to record synpcoms snd number 
of animals involved. Unusual observations or symptoms 
not listed on rhe "Tox;,=i,cy'Qb.~rva:4cn-i)~~"~~~.ecr -.m -- 
should be no:ed virerc appropriate (under "Sy~p~,oms" or 
'*Special Naccs"). Necrapsy ail animafs ch;t: die dtlring 

.? the course of :!Ic? srudy. A: 14 days, =ci& ~11 suryrivinn, 
animals and record weights. Kccropsy surviving animals 
and examine them grossly for aSnormaLities. 

. 
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