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Sunnary

The acute oral toxicity screen with T-3421 vas conducted from

August 2, 1983 to September 7, 1981 at Riker Laboratories, Inc., St. Paul,

Minnesota using male and female albino rats ranging in body weight from
191-258 grams. The test article vas administered by sastric intubation at
Gosage levels of 5,000, 2,000, 500 and 200 ng/kg body weight with mortalities

of 10/10, 10/10, 10/10 and 2/10 noted respectively fron one hour to six days

post dose administration. The untovard behavioral reactions which occurred

auring the 12 day observation period generally consisted of hypoactivity,
Lethargy, prostration, diarrhea and unkempt appearance with the onset

occurring fron 1-30 minutes to day four post dose administration. Clonic

convulsions were noted in two aninals prior to death, trancient alopecia vas
noted in two anisals While dyspnea and salivation were noted in one anisal

uring the stuty. All reactions subsided by day eleven or death precluded
recovery. Body weight gains were noted in animals which survived the study

pericd. Necropsies performed at temination of the study revealed no visible

Lesions while hyperemic or hemorchagic lungs and/or hesorrhagic intestinal

cract generally were noted in the animals which died during the conduct of the

study. The acute oral LOSO of T-3421 is greater than 200 mg/kg and less than

500 ng/kg in sale and ferale albino rats.

Introduction
The objective of this study was to determine the acute oral LoSO of

7-3421 in albino rats. This study was conducted in accordance with the Food

and Drug Administration's Good Laboratory Practice Regulation of 1978. The
raw data generated by the Study Director and the final report are stored in
the conducting laboratory's archives.

3MA10019998
2811.0002

Summary 

The acute oral toxicity screen with T-3421 was conducted from 

Auqust 2, 1983 to September 7, 1983 at Riker Laboratories, Inc., St. Paul, 

Minnesota using male and female albino rats ranging in body weight from 

191-258 grams. The test article was administered by gastric intubation at 

dosage levels of 5,000, 2,000, 500 and 200 mg/kg body weight with mortalities 

of 10/10, 10/10, 10/10 and 2/10 noted respectively from one hour to six days 

post dose administration. The untoward behavioral reactions which occurred 

during the 14 day observation period generally consisted of hypoactivity, 

lethargy, prostration, diarrhea and unkempt appearance with the onset 

occurring from 1-30 minutes to day four post dose administration. Clonic 

convulsions were noted in two animals prior to death, trancient alopecia was 

noted in two animals while dyspnea and salivation were noted in one animal 

during the study. All reactions subsided by day eleven or death precluded 

recovery. Body weight gains were noted in animals which survived the study 

period. Necropsies performed at termination of the study revealed no visible 

lesions while hyperemic or hemorrhagic lungs and/or hemorrhagic intestinal 

tract generally were noted in the animals which died during the conduct of the 

study. The acute oral LDS0 of T-3421 is greater than 200 mg/kg and less than 

500 mg/kg in male and female albino rats. 

Introduction 

The objective of this study was to determine the acute oral LD50 of 

T-3421 in albino rats. This study was conducted in accordance with the Food 

and Drug Administration’s Good Laboratory Practice Regulation of 1978.    The 

raw data generated by the Study Director and the final report are stored in 

the conducting laboratory’s archives. 

2811.0002 
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Method and Results
Young albino rts? were used in this test. All aninals were held under

quarantine for several days prior to testing with only animals which appeared

0 be in good health and suitable as test animals at the initiation of the

study used. The rats vere housed in stock cages in temperature and humidity

controlled rooms and permitted a standard laboratory diet plus water ad

Libitun except during the 16 hour period immediately prior to gastric

intubation when food was withheld.

Five pale and five female rats wore administered the test material at

preselected dosage levels. The doses vere administered at a constant volume

of 10 ml/kg directly into the stomachs of the rats using a hypodermic syringe

equipped with an intubation needle.

After gastric administration of the test material, the rats were

returned to their cages and observed for the following 14 days. Initial,

seven day and final body weights, mortalities (Table 1) and adverse reactions

(Table 2) were recorded. A necropsy was conducted on all animals that died

auring the study as well as those euthanatized at the end of the 14 day
observation period (Table 1). The protocol, principal personnel involved in

the study, composition characteristics and Quality Assurance statement are

contained in Appendices 1 = Iv.

2xing Labs, Oregon, WI
Ralston Purina Laboratory Chow, Ralston Purina, St. Louis, WO
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Method and Results 

Young albino rats~a were used in this test. All animals were held under 

quarantine for several days prior to testing with only animals which appeared 

to be in good health and suitable as test animals at the initiation of the 

study used. The rats were housed in stock cages in temperature and humidity 

controlled rooms and permitted a standard laboratory diet~b plus water ad 

libitum except during the 16 hour period immediately prior to gastric 

intubation when food was withheld. 

Five male and five female rats were administered the test material at 

preselected dosage levels. The doses were administered at a constant volume 

of 10 ml/kg directly into the stomachs of the rats using a hypodermic syringe 

equipped with an intubation needle. 

After gastric administration of the test material, the rats were 

returned to their cages and observed for the following 14 days. Initial, 

seven day and final body weights, mortalities (Table I) and adverse reactions 

(Table 2) were recorded. A necropsy was conducted on all animals that died 

during the study as well as those euthanatized at the end of the 14 day 

observation period (Table I). The protocol, principal personnel involved in 

the study, composition characteristics and Quality Assurance statement are 

contained in Appendices I - IV. 

King Labs, Oregon, Wl 
Ralston Purina Laboratory Chow, Ralston Purina, St. Louis, MO 
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TABLE 1
ACUTE ORAL TOYICTTY STUDY - ALBINO RAIS

with T3020
Mortality, Necropsy and Boy Weight Data

TL mmm ayes @
dose & Animal Test Dey Number: Nusber Dead percent
(ng/kg) Sex Sumber o , 1a Suber Tesced bead
s000  w 3msSI 208 way) - s/s 100

IRIs5E 20 Gay) -
3m3855 197 aE) -
3m3856 205 (Hour) -
free Ne Gaye) -

soo FIT 11 Qe) - s/s 100
masa 00 Mou) -
R375 200 (How) -

Sr376 192 (How) -
ms77 25 ayn =

2000 nu 3msse 15 Gaye) - srs 100
3ms59 07 aye) -
3m3560 208 (ay 6) -
3m3561 27 Gaye) -
3mas62 00 Gay

2000 F 3ms7 199 ae - s/s 100
3m579 28 (Hour) -
3r580 200 (How) -
33581 05 ayn -

free 205 Qowr) -

s00 CM Rech 20 ayy - s/s 100
384071 Ww cay 8) -
3ra072 23 owe) -
34073 2 ways
3Re074 26 way a) -

so F 3ma00 200 way) - s/s 100
3ra107 200 way &)  -

3ra108 205 Gays) -
3r4108 2 Lay -
3ra110 198 day &)

3MA10020000
2811.0004

TABL~ i 
ACUTE ORAL TOXICITY STUDY - ALBINO RA£S 

wlth T-3~21 

Mortallty, Necropsy and Body Weight Data 

Dose -- 
(mg/kg) 

5OOO 

50OO 

2000 

2000 

5OO 

5OO 

Sex 

M 

M 

F 

Animal 
Number 

Individual Body Weights (g) 
Test Day Number: Nu.-ber Dead 
0 7 14 Number Te s~ed 

3R3553 
3R3554 
3R3555 
3R3556 
3R3557 

208 (Day 6) 
210 (Day 2) 
197 [Day 6) 
219 (i Hour) 
214 (Day 6) 

515 

3R3573 
3R3574 
3R3575 
3R3576 
3R3577 

191 (I Hour) 
207 (i Hour) 
207 (I Hour) 
192 (I Hour) 
209 (Day l) 

515 

3R3558 
3R3559 
3R3560 
3R3561 
3R3562 

195 (Day 6) 
207 (Day 6) 
209 (Day 6) 
217 (Day 6) 
207 (Day 2) 

5/5 

3R3578 
3R3579 
3R3580 
3R3581 
3R3582 

199 (Day 6) 
218 (i Hour) 
201 (i Hour) 
205 (Day 
203 

5/s 

3R4070 
3R4071 
3R4072 
3R4073 
3R4074 

210 (Day 3) 
212 (Day 4) 
213 (Day 6) 
217 (Day 5) 
216 (Day 4) 

5/5 

3R4106 
3R4107 
3R4108 
3R4109 
3R4110 

204 (Day 6) 
200 (Day 4) 
205 (Day 5) 
221 (Day 3) 
198 (Day 4) 

5/5 

Percent 
Dead 

I00 

Ioo 

I00 

io0 

io0 

i00 

2811.0004 
3MA10020000 
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TABLE 1 (concluded)
ACUTE ORAL TOXICITY STUDY - ALBINO RATS

with T-3421

Mortality, Necropsy and Body Weight Det

TT. ain sey wees GV
ose & Anioal Test Day Number: Nuzber Dead Percent
(ng/kg) Sex Number ° 7 16 Suber Tested Dead

200 uo 3ma075 51 Oey 6) - vs 20
374076 236 274 297
384077 253 303 336
34078 258 302 345
3r4079 48 269 27

200 Fama 20 230 243 vs 20
34112 a2 242 262
3Ra113 227 236 236
3R4114 28 253 257
3411S 25 Oey») -

Note: Figures in parenthesis indicate time of death

® Test article administered ss a suspension in water.
The approxinate oral LDSO is greater then 200 ng/kg and less than S00 mg/kg in fasted
male and female albino rats.

Necropsy
Necropsy of the animals which survived the observation period revealed no visible lesions
while necropsy of those animals which died during the conduct of the study generally had
hyperemic or hemorrhagic lungs. Hemorrhagic small intestine was noted at the 500 mg/kg
ose level and one animal from the 200 mg/kg dose group. One incidence of mottled liver
was noted at the 5,000 ng/kg level.

3MA10020001
281.0005

TABLE [ (concluded) 

ACUTE ORAL TOXICITY STUDY - ALBINO RATS 

with T-3421 

Mortality, Necropsy and Body Weight Data 

Dose -- 
(mg/kg) Sex 

200     M 

Animal 
Number 

Indiuidual Body weights {g) 
Test Day Nut,her: N~ber D~ad 
0 7 14 Nu_-uber T~sted 

3R4075 251 (Day 6) - 
3R4076 236 274 297 
3R4077 253 303 336 
3R4078 258 302 345 
3R4079 248 249 297 

200 F 3R4!II 220 230 243 1/5 
3R4112 212 242 242 
3R4113 217 236 236 
3R4114 238 253 257 
3R4115 225 (Day 5) - 

Percent 
Dead 

1/5 2o 

2O 

Note: Figures in parenthesis indicate time of death 

~ Test article administered as a suspension in water. 
The approximate oral LDS0 is greater than 200 mg/kg and less than 500 mg/kg in fasted 
male and female albino rats. 

Necropsy 
Necropsy of the animals which survived the observation period revealed no visible lesions 
while necropsy of those animals which died during the conduct of the study generally had 
hyperemic or hemorrhagic lungs. Hemorrhagic small intestine was noted at the 500 mg/kg 
dose level and one animal from the 200 mg/kg dose group. One incidence of mottled liver 
was noted at the 5,000 mg/kg level. 

2811.0005 
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ct Riker Experiment No: ”
aprppIn yl 7

PROTOCOL

TESmn OG ————————————

SPONSOR: aM__SeneilChiiedowen
CONDUCTEDBY: Safety Evaluation Laboratory, Riker Laboratories, Inc, St.Paul, Minnesota
estamos no
covmouaRTOlEEi
PROPOSED STARTING/COMPLETION DATE OF TEST. juoaky
TesTSYSTEM: fii z.0 A LD)
SOURCE: Fl 11s LV wr, (ISTCam, ti!

Sex: 1.
Nomber: | ©
Weight Range: _+7 = 7%nicPt

OBJECTIVE: The objectve of this test wil be to characterize the acute __27al toxicity of the test
aricle in abo IST Eiwere selected a5 a fest sysiem 0! 19poGuCbINY of
{esponse, historical use, ease in handing and genera avalabisy

METHOD: Theanimais wil be housed in stainless ste suspended wira mesh Gages intemperatureand humiccontoted tooms dung bol the Quaranine and es period, wih ood and water fered od ibfum®
Each animal wi be ented by color cod, according 15 he aborlony's standard aperating po:
cadre, whieh wil Corespond othe anal numbersonacardafxed1 he usa of hcage. A sna
dosage of 51. mgig wi be adminsiered each anima. however, his dosage eve Coss nol
‘docuatly chaacierae he toxcty of the teat ari, addtional animals il be acmisiered he test
aricle at supplemental dosage levels. Ary additional dosage levels wil be documented and fed win
his protoco, Toe test arte wil bs adinsiered fo th animals in he for feceved om te sponsor
er admatonof the ts! aril, he animals wil be reumed 15 ei cages and Coser or any
unlowsrd behavioral reacions forth flowing 18days. ial and val body weighs wib record. A
gros necrapsy wich wil include, but hot be mid to heart, gs, ver, Kidneys and genera gasir-
intestinal rac wil be conducted on al animals which ie GuFg the conducofth tes 25 wel 25 he
animals surviving est pers. Any Gros iomales Which aCoser during he conductof he
necropsy wil be recorded wih specific mention 10 the organ andr sil observed. The acu medial
Tethel dose (LD) of the tet ricewilbe caiulled. possi, using a probit analysis method a the
and oft observaion period. All raw dala goreate by th siucy Grectr and he nl repor wi be
Stored ne Riker Laboratores Archive, St Pad, Minnesota

R™TSIVED
2 Puina Laboratory Chow, Ralston Puna, St. Lous, Missouri
Ron wae Bw THAD Fae A flor 2 Jun 131953

Vout Fibro DsOF. To DING.
‘ mmo> fo Local L : a

Wl Led vr en ee SET
Sewer Da SigmarDam

aMA10020004
2811.0008

APPENDIX I 

PROTOCOL 

Riker Experiment No.: 

TEST" 

SPONSOR: 3M 

CONDUCTED BY: 

TEST ARTICLE" 

%’: ] ’}ox] t!t, .<.’cm: 

"o" " ’.:’:i~ ! C,".’~, : -~," :1 

Safety Evaluation Laboratory, Riker Laboratories, Inc., St. Paul, Minnesota 

T-- ’ 4 ~ ~ 

Division 

CONTROL ARTICLE: ’" 

PROPOSED STARI-ING/COMPLETION DATE OF TEST" ’" /.’5 
/ 

Sex:     I . 7. 
Number: . , ~ 
Weight Range: ..~.:.__ 

OBJECTIVE: The objective of this test will be to characterize the acute ,.~ra] toxicity of the test 
article in albino :’;:;-~         F:-       were selected as a test system for reproducibility of 

response, historical use, ease in handling and general availability. 

METHOD: The animals will be housed in stainless steel suspended wire mesh cages in temperature and humidity 
controlled rooms during both the quarantine and test periods, with fooda- and water offered ad libitumb-. 

Each animal will be identified by color coding, according to the laboratory’s standard operating pro- 
cedure, which will correspond to the animal numbers on a card affixed to the outside of the cage. A single 
dosage of £,’"’!L mg/kg will be administered each animal, however, if this dosage level does not 
adequately characterize the toxicity of the test article, additional animals will be administered the test 
article at supplemental dosage levels. Any additional dosage levels will be documented and filed with 
this protocol. The test article will be administered to the animals in the form received from the sponsor. 
After administration of the test article, the animals will be returned to their cages and observed for any 
untoward behavioral reactions for the following 14 days. Initial and final body weights will be recorded. A 
gross necropsy which will include, but not be limited to heart, lungs, liver, kidneys and general gastro- 
intestinal tract will be conducted on all animals which die during the conduct of the test as well as the 
animals surviving the test period. Any gross abnormalities which are observed during the conduct of the 
necropsy will be recorded with specific mention to the organ and/or site observed. The acute medial 
lethal dose (LD~) of the test a~cle will be calculated, if possible, using a probit analysis method at the 
end of the observation period. All raw data generated by the study director and the final report will be 

stored in the Riker Laboratories’ Archive, St. Paul, Minnesota.                              _ 

F_’r. _’7:K VED 
a_ Purina Laboratory Chow, Ralston Purina, St. Louis, Missouri 

a.. o ,-,_.,<... ,<,, JUN 13 19£3 

.... -...., 

’ "’( 1’ t ’ ’ ~+,,-’,L~..’~-’,~ 

,,. C. ._ or~..a~.. ~’--"" t*. t-~-- C..~--.~-, ..... ~ _.. .-. , ,’ 
Sponsor Date Study Director Date 

2811.0008 
3MA10020004 
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APPENDIXT(concluded)Seviations and/or azendmencs to protocol

1. _seskend observation for August 6 ard 7 were inadvertently missed and on

_sepemverde.

D.H. Markee, 3x. 0/5/83
Sudy Oicector =m

3. _bue to a delay in study conduct the proposed completion date should be amended
so 1/64.

5. u. arke, 3x. 12/29/83
udy oirector EX

wo

TT mm mene ae

.

wag omer an

5.

—wwe an

SMA10020005
281.0009

A~PENDIX I (con:luded) 
Dev%ations and/or Azendments to Protocol 

Weekend observation for August 6 and 7 were inadvertently missed and on 

September 3rd. 

D. M. Markoe, Jr. 10/5/83 
Study Director Date 

Due to a delay in study conduct the proposed completion date should be amended 

to 1/84. 

D. M. Markoe, Jr. 
Study Director 

12/29/83 
.Date 

Study Director Date 

2811.0009 

3MA10020005 
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ApoiDrx11

principal participating personnel Involved in che Study

sase funceson

0. K. Macxos, Jr, BS Toxscotogiat
Seay oarector

«© L. mens, 8 supervisor
Seow macng

<0. o'miley, 8 Senioc Toxicologist
Seuce roxicslogy

oc. pacers supervisor
Metaal Lanoratory

aMA10020008
2811.0010

Sr.ud¥ 

~x~�o 1o9-~ 

G. C. pecoce 
su~e~viso~ 

2811.0010 
3MA10020006 
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- APPENDIX 111

rest and/or Control Article Craracterization
£

KT 2-15 (ecsver)
T3431

1. The sdencity screngh, wniformicy, composition, purity or other per-
Ten Caietsrisieions of the Los aos Corersh ppstagess Jive
Set Geromines ams documenced sa of JE Moy G1 iS 2%

2. The method of synthesis or origin of the test and control substances, -

Te oe irhint ana the method of bioassay (if applicabie) is
documented yu Em

5. me sist of the tere ger cor aes tov be dete
Ieee or LiL be cecermined as of 26 Twi f3 mmc. =AT er

Ihe above information and documentation are located in the sponsor's re-
Cords.

Hi4 shslsz
Sonar See

cc pb widen 2362
Wc. he ComicK 220°C

WH. Reakon 223-656
d Panty 26-7

-— . ne
2 F 1

wa31198 uses

« 1 sad ALATA
« reas SARTY BYALL |

aMA10020007
2811.0011

APPENDIX I~I 

i0. 

Test and/or Control Article Characterization 

I. The identity strength, uniformity, composition, purity or other per- 
tinent characterizations of the test and/or control substances ~ave~_~= 

2. The method of synthesis or origin of the test and control substances, 
including their amount and the method of bioassay (if applicable) is 

documented ¯                         ~ 
yes        no 

3. The stability of the test and/or control substances have been deter- 

The above information and documentation are locatel in the sponsor’s re- 

cords. 

Sponsor Date 

2811.0011 
3MA10020007 
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Study Nou: LZT3ALC223

the final report examined against the raw data on IRE TN.1. 1)

to management on__fesseOFSPA

Leutien andmay a the Acute Toxicolosy Laboratory ate Snspaciad veskly

fg (ATR
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fr 2 LFF
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APgENDIX IV 

QUALITY ASSURAI~CE STATEMENT 

Acute Toxicology Laboratory Studies 

This short term study was audited by Compliance Audit, and 

the final report examined against the raw data on ~_, ~ ~ )’~ /~. 

The results of the audit were reported to the study director and 

tO management on     ~,.w-v-~ ¯ ~ ~ ,I~/~/ 

In additionto the data audit, different significanZ phases for 

studies underway in the Acute Toxicoloqy Laboratory. are inspected weekly 

on a recurring cycle, and the facilities are examined by Compliance 

Audit on a three month schedule. 

Compliance Audmt 

Date 

2811.0012 
3MA10020008 


