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1200 Pennsylvania Avenue, N. W.
Washington, DC 20460

Attention; Section 8(e) Coordinator

Re: TSCA Section 8(e) Submissions
Dear Sir/Madam:
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3M Company ("3M") requests that EPA place the attached studies in the
TSCA Section 8(e) docket. We have included a master index for these studies
identifying the study title, test substance and CAS number. A Confidential Business
Information (CBI) version of this index and the studies also is being submitted today
pursuant to EPA procedures. 3M has not provided CBI substantiation with this
submission, but would be willing to do so at the Agency’s request.

3M has concluded that data in these studies may not be, strictly speaking,
“corroborative” of previously reported or published information as defined in EPA’s
reporting guidance or otherwise potentially may warrant 8(e) submission based on
EPA’s reporting guidance.

3M appreciates EPA'’s attention to this matter. Please contact the
undersigned if you have any questions or require further information regarding this

submission.

Very truly yours,

QIR Kithning €. Rtk qeny

Dr. Katherine E. Reed, Ph.D

Staff Vice President

Environmental Technology and Safety
Services

(651) 778-4331

kereed@mmm.com
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Master Index to Studies Submitted Under TSCA 8(e) by 3M Company on September 24, 2004

(Confidential Business Information

2:&? Eye lrritation wnca< -
Rabbits

[

Redacted)

Guinea Pig Contact Dermal
Irritation/Sensitization

20% solids (Ethomeen S/12 1.0M with diethyl
sutfate 0.94M); B0% water [Ethomeen $/12 = R-
N(Et)+(C2H4OH)2 where R=C18 with 1-2
double bonds]

20% (61791-24-0 with 64-67-5); 80% 7732-18-5

Primary Eye Irritation Study -
Rabbits

Butanoic acid, heptafluoro-, calcium sait

2366-98-5

Acute Oral Toxicity Screen with T-
2712CoC in Albino Rabbits

perfluorohexanoic acid

307-24-4

Primary Skin lrritation Test with T-
2725Ec (Repeat Application) in
Albino Rabbits

[ )|

[

Acute Ocular irritation Test with T-
2725Ec in Albino Rabbits

[ ]

[

Sensitization Study with T-2741AC
in Albino Guinea Pigs

[ ]

[

in Pregnant Rats

Oral Rangefinder Study of T-3140BS

1-[3'{perfluorooctanesulfonate) anilino amide]-2
potassium 3,4,5,6-tetrachlorophthalate

57589-85-2

in Pregnant Rats

Oral Rangefinder Study of T-3139BS'

80% 1-[3'<{perfluorooctanesulfonate) anilino
amide}-2-potassium 3,4,5,6-
tetrachloraphthalate; 5% C7 homolog: 5% C5
homolog: 5% C4 homolog; 5% C6 homolog

80% 57589-85-2; 5% 68541-01-5 ; 5% 68541-02-6;
5% 68568-54-7; 5% 68815-72-5

Acute Occular Irritation Test with T-
2997CoC in Albino Rabbils

perfluoroethylcycichexylsulfonic acid diethanol
amine salt

sait of 133201-07-7 and 111-42-2

Sensitization Study with T-3386 in
Albino Guinea Pigs

[

In Vitro Microbiological Mutagenicity
Assays of 3M Company's
Compound T-3411




Master Index to Studies Submitted Under TS

Acute Oral Toxicity Screen with T-
3448 in Albino Rals

(Confidential Business Information

68% poly(oxy-1,2-ethanediyl), alpha-[2-
E:Z_z:ovﬁ:mamnmzcogﬁﬁwcso:éwiso_a
hyl}-ormega-hydroxy-; 12% polethylene glycol;
7% water: 4.86% poty(oxy-1,2-ethanediyl),
alpha-[2-
Esﬁxnm:.maoomaco.d:mv{vmc_?:émi:o_az
yi}l-omega-hydroxy-; 4% residual organic
fluorochemical; 3% heptadecafivoro-1-
octanesulfonic acid; 0.81% poly(oxy-1,2-
ethanediyl), alipha-{2-
Tzix::aoom::oqgozivm::ozémiaaoﬁé
omega-hydroxy-; 0.3% 1,4-dioxane; 0.2% n-
Qsﬁnﬁzcoaoﬂmnomcaonmiuo&:s alcohol;
0.03% linear n-ethyl
voaco..ooﬁmamm::o:waam

CA 8(e) by 3M Company on September 24, 2004
Redacted)

4.86% 56372-23-7; 4.05% 68298-79-3; 3.24%
68298-81-7; 3% 1763-23-1; 0.81% 68298-80-6;

In Vitro Microbiological Mutagenicity
Assays of 3M Company's
Compound T-3516

{ 1

Acute Dermal Toxicity Study with T-
3451 in Albino Rabbils

C8F17SO2N(CH3).Na

Unknown

Acute Oral Toxicity - Method,
Summary, Pathology; Primary
Dermal lrritation - Method,
Summary; Primary Eye Irritation -
Method, Summary; Guinea Pig
Maximization - Method, Summary

Acute Oral Toxicity - Method,
Summary, Pathology: Primary
Dermal Imitation - Method,
Summary; Primary Eye irritation -
Method, Summary;

Dermal Sensitization Study in
Guinea Pigs, Maximization Test -
Method, Summary

4 Hour Acute Aerosol Inhalation
Toxicity Study with T-3825 in Rats

Primary Eye lrritaiton/Corrosion
Study in Rabbits

4-Hour Acute Aerosol inhalation
Toxicity Study with T-3825 in Rats

68% 29117-08-6; 12% 25322-68-3; 7% 7732-1 8-5;

0.3% 123-91-1; 0.2% 1691-99-2; 0.03% 4151-50-2




Master Index to Studies Submitted Under TSCA 8(e) by 3M Company on September 24, 2004
(Confidential Business Information Redacted)

T.3820: Acute Inhalation Toxicity
Test

[

T-3821: Acute Inhaiation Toxicity
Test

[

T-3845 Acute inhalation Toxicity
Test

heptafluorobutyryl chloride

375-16-6

Evaluation of the Acute Inhalation
Toxicity of T-3920 in the Rat

{ ]

I

Primary Eye Irritation Study in
Rabbits - Method, Summary

Decanoic acid, nonadecafluoro-, ammonium
sait

3108-42-7

Acute Oral Toxicity Study in Rats
(OECD Guidelines)

95% ammonium perfluorodecanoate; 5%
ammonium perfluorooctanoate

5% 3825-26-1

Acute inhalation Toxicity Study with
T-4129 in the Rat

{ ]

(

Acute Inhaiation Toxicity Study with
T-4130 in the Rat

{ : ]

[

Acute Oral Toxicity Study in Rats;
Acute Dermal irritation Study in
Rabbits; Acute Eye lrritation Study
in Rabbils

Dermal Sensitization Study in
Guinea Pigs - Maximization Test

Mutagenicity Test on T- 4413 )

Assay with Duplicate Cultures

Mouse Lymphoma Forward Mutation

Acute Inhalation Toxicity Study with
T-4354 in the Rat

Primary Dermal Irritation/Corrosion
Study in Rabbits

[ ]

Acute Inhalation Toxicity Study in
the Rat with T-4397

[ ]

Primary Eye Iritation/Corrosion
Study of T-5261 in Rabbits

lithium tetrafluoroethane-1,2-disulfonimide

Acule Inhatation Toxicity Evaluation
on T-5231 in Rats

{ ]

4-Hour, Acute Inhalation Toxicity
Study with T-5305 in Rats

[ ]

4-Hour, Acute Inhalation Toxicity
Study (Limit Test) with T-5343.1in
Rats




Master Index to Studies Submitted Under TSCA 8(e) by 3M Company on September 24, 2004
(Confidential Business Information Redacted)
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4-Hour, Acute Inhalation Toxicity

Study With T-5306 in Rats [ 1 [ ]
4-Hour, Acute Inhalation Toxicity

Study (Limit Test) with 7-5357.1 [ ] [ ]
Acute Dermal Toxicity Study of T-

4201 in Rabbits Lithium Bis(Trifluoromethanesulfonyl)imide 90076-65-6

SubAcute 28-Day Oral Toxicity with

7-2816 by Daily Gavage in the Rat

Followed by a 14 Day Recovery

Period [ ] { )|
Subacute 28-Day Oral Toxicity with

T-2816 by Daily Gavage in the Rat

Followed by a 14-Day Recovery

Period [ ] [ ]
Acute Inhalation Toxicity Evaluation

on T-5187 in Rats [ ] [ ]
T-4240 4-Week Oral Toxicity Study

in Rats { ] { ]
Dermal Sensitization Study of T-

5473 in Guinea Pigs - Maximization

Test [ )| [ 1
4-Hour, Acute Inhalation Toxicity

Study With T-6698 in Rals [ 1 [ ]
Acute Inhalation Toxicity Evaluation

On T-5708 in Rats [ ] [ ]
7-5486 Assessment of Cardiac .

Sensitization Potential in Dogs octafluoropropane 76-19-7

Acute Inhalation Toxicity Evaluation

on T7-5655 in Rals [ 1 [ ]
T-4201 4 Week Oral Toxicity Study

in Rats with 2-Week Recovery

Period Lithium Bis(Trifluoromethanesulfonyilimide 90076-65-6

T-5658: Eye Irritation 1o the Rabbit _ |[ 1 [ ]
Acute Inhalation Toxicity Evaluation

on T-5715 in Rats [ ] [ ]
Acute Inhalation Toxicity Evaluation

on T-5716 in Rats [ ] [ ]
Acute Inhalation Toxicity Study of T-

5724 in Rats [ ] [ ]
Acuta Inhalation Toxicity Study of T-

5725 (Resin Solution) in Rats [ 1 [ ]




Master Index to Studies Submitted Under TSCA 8(e) by 3M Company on September 24, 2004

Acute Inhalation Toxicity Study
(Limit Test) of T-5927 in Rats

(Confidential Business Information

Redacted)

Acute Inhalation Toxicity Study of T-

5928 in Rats (LC50) [ 1 i 1
Acute inhalation Toxicity Evaluation
on T-5829 in Rats [ ] { 1

Single-Dose Intravenous
Pharmacokinetic Study of T-5363 in
Rabbits

Single-Dose Intravenous
Pharmacokinetic Study of T-6030 in
Rabbits

[ ]

5-Daily Dose Dermal
Absorption/Toxicity Study of T-6029
and T-6032 in Rabbits

87-93% fluorinated alkyl alkoxylates; 4-10%
linear N-ethyl perfluorooctanesulfonamide; 2-
4% poly{oxy-1,2-ethanediy!), .alpha.-{2-
{ethyl|(pentadecafiuoroheptyl)sulfonyljaminojeth
yl]-.omega.-methoxy-; 0-4% residual organic
fluorochemicals; 0-2% c8 sulfonamide; 0.1-1%
1-heptanesuifonamide, N-ethyl-
1,1,2,2,3,3.4.4,5,5,6,6,7,7,7-pentadecafiuoro-;
miscellaneous components {each less than 1%)

87-93% 68958-61-2; 4-10% 4151-50-2; 2-4%
68958-60-1; 0-2% 31506-32-8; 0.1-1% 68957-62-0

Single-Dose Intravenous
Pharmacokinetic Study of T-6061 in
Rabbits

Single-Dose intravenous
Pharmacokinetic Study of T-6065 in
Rabbits

Single Dose Intravenous
Pharmacokinetic Study of T-6063 in
Rabbits

Acute Inhalation Toxicity Study of T-
6235 in Rats

Primary Dermal Irritation/Corrosion
Study of T-6402 in Rabbits

Dermal Sensitization Study of T-
6402 in Guinea Pigs- Maximization
Test (EC Guidelines)

{ ]

{ 1

Acute Eye Irritation/Corrosion Study
with T-6318 in the Rabbit

1-Butanesulfinic acid, 1,1,2,2,3.3.4,4,4-
nonafluoro-, Sodium Sait

102061-82-5




Master Index to Studies Submitted Under TSCA 8(e) by 3M Company on September 24, 2004
(Confidential Business Information Redacted)

Primary Skin _inmm,.,u: / Corrosion
Study with T-6567 in the Rabbit (4-
Hour Semi-Occlusive Application)

=
b

Assessment of Contact
Hypersenitivity to T-6318 in the
Albino Guinea Pig (Maximization
Test)

1-Butanesulfinic acid, 1.1,2,2,3,3,4,4,4-
nonafluoro-, Sodium Salt

102061-82-5

Single-Dose Intravenous
Pharmacokinetic Study of T-6502 in
Rabbits

Single-Dose Intravenous
Pharmacokinetic Study of T-6504 in
Rabbits

Single Dose Intravenous
Pharmacokinetic Study of T-6506 in
Rabbits

{ ]

A Study for Effect on Embryocfoetal
Development of the Rat (Inhalation |20-80% methy! nonafluoroisobutyl ether; 20-
Administration) 80% methyi nonfluorobutylether 20-80% 163702-08-7; 20-80% 163702-07-6

Bacterial Reverse Mutation Testof T
66395

{ ]

[ 1

5-day inhalation Toxicity of

Perfluorocyclohexene ([
6878) in Rats

LT

70% crude perfluorocyciohexene; 30%
perfluoromethylcyclopentene

70% 355-75-9

5-Daily Dose Dermal
Absorption/Toxicity Study of T-6502
and T-6503 in Rabbils

[ 1

Primary Eye Irritation/Corrosion
Study of T-6786 in Rabbits

Lithium Bis(perfluoroethylsulfonyl)imide

132843-44-8

Primary Dermal Imitation/Corrosion
Study of T-6804 in Rabbits

Lithium Bis(perflucroethyisulfonyl)imide

132843-44-8

5-Day Inhalation Toxicity Screen of
HFE] ]

¢c-C6F110CH3

4943-08-2

Primary Eye lrritation/Corrosion
Study of T-6804 in a Rabbit (OECD
Guidelines)

Lithium Bis(perfluoroethyisulfonyl)imide

132843-44-8

Acute Oral Toxicity Study of T-6804
in Rats (OECD Guidelines)

" |Lithium Bis(perfluoroethyisulfonyl)imide

132843-44-8

Dermal Sensitization Study of T-
6908 in Guinea Pigs, Mazimization
Test (EC Guidelines)




Master Index to Studies Submitted Under TSCA 8(e) by 3M Company on September 24, 2004
(Confidential Business Information Redacted)

Eye Irritation/Corrosion Study of T-  [N-Me Fos Amide-Triphenylbenzy! Phosphonium

4127 in the Rabbit Chioride Complex; D-1624 31506-32-8
Single-Dose Intravenous
Pharmacokinetic Study of T-6924 in

Rabbits [ 1 { |

ez

Dermal Sensitization Study of T-
6924 in Guinea Pigs- Maximization
Test (EC Guideiines) { | [ ]

Dermal Sensitization Study of T-
7003 in Guinea Pigs - Maximization
Test (EC Guidelines) { )] [ 1
Report of Sera and Liver Data for [ |N-ethyl heptadecafiuoro-N[2-

] Monoester - Preliminary ADME {phosphonooxy)ethyl] octanesulfonamide
Study in Rats diammonium salt 67969-69-1
I ] Diester-Pharmacokinetic
Study in Rats (Study No. T-7043.1, jammonium
DT-26) bisjethyl perfluorooctane)suifenayijphosphate 30381-98-7
Single Dose intravenous
Pharmacokinetic Study with T-7082

in Rabbits [ ] { ]
N-ethy! heptadecafiuoro-N{2-

[ ] Monoester - Pharmacokinetic {phosphonooxy)ethyl] octanesulfonamide

Study in Rats (Study No. T-6997.2) |diammonium salt 67969-69-1

Determination of PFOS Presence
and Concentration in Serum from
the Dermal Absorption Studies of T-
7106 and T-7107 in Hra:(NZW)SPF
Rabbits [ ] [ 1
Dermal Sensitization Study of T-
7285.5 in Guinea Pigs -
Maximization Test (EPA/OECD
Guidelines) [ 1 i ]
Twenty-eight Day Repeated-Dose
Oral Toxicity Study of T-6861 in
Rats Lithium Bis(perfiluoroethylsulfonyl)imide 132843-44-8
Twenty-eight Day Repeated Dose
Oral Toxicity Study of T-7005 in
Rats [ 1 [ ]




Master Index to Studies Submitted Under TSCA 8(e) by 3M Company on September 24, 2004
Redacted)

Acute (4-Hour) Inhalation Toxicily of
Test Aimospheres Obtained after

Heatling { }in Rats

(Confidential Business Information

Toxicokinetic Study of
Perflurcoctanesulfonamidoacetate ([
}; T-7071.2) in Rals

perfluorooctanesulfonamido carboxylic acid

2806-24-8

Acute Nose-Only Inhalation Toxicity
Study of T-7087, T-7088, T-7089
and T-7090 in Rats (Limit Test)

—

Acute Ocular irritation Study of T-
7485 Applied to New Zealand While
Rabbits

potassium nonaflucrobutanesuifonate

29420-49-3

Toxicokinetic Study of
Perfluorooctane Sulfonamide
(PFOSA,; T-7132.2) in Rats

perfluorooctanesulfonamide

754-91-6

Acute Four-Hour Inhalation Study in
Rats

Perflurobutanesulfony! Fluoride (96-98%) And
Perfiuorosulfolane (2-4%)

96-98% 375-72-4; 2-4% 42060-64-0

Primary Eye Irritation/Corrosion
Study of T-7508.2 in Rabbits

{

L

MV31 K-Salz; Test for Primary
Dermal lrritation in the Rabbit

[

[

Assessment of Acute Oral Toxicily
with T-7560 In The Rat {Acute Toxic
Class Method)

Acute Eye Iritation/Corrosion Study
with T-7560 in the Rabbit

[ ] Potassium bis-
(perfluorobutanesulfonyl)imide
Repeat Dose ADME Study in Rats

Potassium bis(perfluorobutanesulfonyl)imide

129135-87-1

Toxicity Study by Repeat Dose
inhalation Administration to CD Rats
for 4 Weeks

Perflurobutanesulfonyt Fluoride (96-98%) And
Perfluorosulfolane (2-4%)

96-98% 375-72-4; 2-4% 42060-64-0

A Sub-acute( 28 Day) Inhalation
Toxicity Study, Including a Recovery

1.1.1,2.2.4,5,5.5-nonafluoro-4-(trifluoromethyl)-3

Study, with T-7479 in Rals pentanon 756-13-8
Xenochemical Receptor trans-

Activation by Perfluorooctane-based

Chemicals perfluorooctanesulfonamide 754-91-6




Master Index to Studies Submitted Under TSCA 8(e) by 3M Company on September 24, 2004
(Confidential Business Information Redacted)

84% 1-octanesulfonic acid,
1.1,2.2.3.3,4,4,5,5,6,6,7,7,8,8,8-
heptadecafluoro-, polassium salt; 5.5%
potassium (perfluorohexyl)sulfonate; 4%
potassium nonafluorobutanesuifonate; 4%
potassium perfluoroheptanesulfonate; 2%
potassium perfluoropentanesulfanate; 0.5%
unknown

84% 2795-39-3; 5.5% 3871-99-6; 4% 29420-49-3;
4% 60270-55-5; 2% 3872-25-1

95% N-ethylperfluorooctanesulfonamidoethyt
alcohol; 5% 1-heplanesulfonamide N-ethyl-
1,1,2,2,3.3,4,4,5,5,6,6,7,7,7-pentadecafluoro-N-
(2-hydroxyethyl)-

95% 1691-99-2; 5% 68555-73-7

Acute Inhalation Toxicokinetic Study
of Perfluoroctanesulfonyi Fluroide

(POSF) T-7098.4 perfluorooctanesulfonyl fluoride 307-35-7

Five-Day Inhalation Toxicity Study of

HFE{ ]inMale CD Rals ¢-C6F11-CF2-O-CH3 181214-67-5

Acute Toxicity Screen of

Perfluorocyciohexene (T-6878) in  |70% crude perflucrocyclohexene; 30%

Rats perfluoromethyicyclopentene 70% 355-75-9

[ ] (7-7056)

Toxicokinetic Study in Rats [ ] [ ]
N-Methyl Perfluorobutyisulfonamide = 95% 1-

Assessment of Acute Oral Toxicity |Butanesuifonamide, 1,1,2,2.3,3.4.4,4-

with T-7601.3 in the Rat (Acute Nonafluoro-n-Methyl; 5% N-Methyl-4-Hydrido-

Toxic Class Method) Perfluorobutyisutfonamide 68298-12-4

Subchronic 90-Day Oral Toxicity
Study with T-7320 By Daily Gavage
in the Rat Followed by a 28-Day
Recovery Period

[

Protein Binding of Perfluorobutane
Sulfonate, Perfluorchexane
Sulfonate, Perfluorooctane Sulfonate
and Perfluorooctanoale lo Plasma
{Human, Rat, and Monkey), and
Various Human-Derived Plasma
Protein Fractions

84% 1-octanesulfonic acid,
1,1,2,2,3.3.4,4,5,5.6,6,7,7.8,8,8-
heptadecafluoro-, potassium salt; 5.5%
potassium (perfluorohexyl)sulfonate; 4%
potassium nonafluorobutanesulfonate; 4%
potassium perfluorcheptanesuifonate; 2%
potassium perfluoropentanesulfanate; 0.5%
unknown )

84% 2795-39-3; 5.5% 3871-99-6; 4% 29420-49-3;
4% 60270-55-5; 2% 3872-25-1

potassium nonafluorobutanesuifonate

29420-49-3

potassium (perfluorohexyl)sulfonate

3871-99-6




Master Index to Studies Submitted Under TSCA 8(e) by 3M Company on September 24, 2004
(Confidential Business Information Redacted)

H bl i
potassium perfluorooctanoate

2395-00-8

Five Day Inhalation Toxicity Study of
{ }Monochioride,[ ], and 205367-42-6 (n-isomer) and 221617-86-3 (I-
HCFC225cb in Male CD Rats C4F9-OCH2ClI isomer)
¢c-C6F11-CF2-O-CH3 181214-67-5
CF2CICF2CHCIF 507-55-1
Toxicokinetic Screen of | J(T-
7483) in Rats C7F15C(O)N(H)CH3 89685-56-3

84% 1-octanesuifonic acid,
1.1.2,2,3.3,4,45,5,6,6,7,7,8,8,8-
heptadecafiuoro-, potassium sait; 5.5%
potassium (perfluorohexyl)sulfonate; 4%
Low Level Oral potassium nonafluorobutanesulfonate; 4%
Perfluorooctanesulfonate (PFOS)  |potassium perfluorcheptanesulfonate; 2%
Dose Toxicokinetic Study in Rats:  |potassium perfluoropentanesulfanate; 0.5% 84% 2795-39-3; 5.5% 3871-99-6; 4% 29420-49-3;
Serum and Liver PFOS unknown 4% 60270-55-5; 2% 3872-25-1

10




CONFIDENTIAL BUSINESS
INFORMATION SUBJECT TO
PROTECTION UNDER THE
TOXIC SUBSTANCES CONTROL ACT
AND OTHER LAWS HAS BEEN
REDACTED FROM THIS DOCUMENT

3M Strategic Toxicology
Laboratory

Final Report DT03 (T-6875. 2 T- 6374 2; T- 6876/
X I?/

Date: 5/21/98
Study Title: Five Day Inhalation Toxicity Study ofE jmonochlonde [ ]a.nd

“Jin Male CD Rats
Test number (sample): T-6875. monochloride (C4F9-OCH2CI)
. T—6874.2 C8H3F 130)
T- 6876 CF2C1CF2CHC1F

Laboratory Project Identification:  DT03
Initiation Date: 3/3/97
In-Life Completion Date: 3/4/97
Research Client: 3M Performance Chemicals and Fluids Division

3M Center

Building 236 -

Saint Paul MN 55133-3220 ' \
Testing Laboratory: 3M Strategic Alternative Toxicology Laboratory /

3M Ceanter , ' ;
Building 270-SB-181 : |
Saint Paul, MN 55144

Author: Andrew M. Seacat
Approved By:
y @ﬂ//ﬁ@{ : ~ ‘/3 / Aco3
Paul H. Lieder Completion Date

Study Director




DT03  (T-6875.2; T-6874.2; T-6876.1)
Study Title:  Five Day Inhalation Toxicity Study of[ Jmonochioride resisf k-

6874.2), andf_ T-6876.1) in Male CD Rats

: Key Personnel :

Five Day Inhalation Toxicity Study of,{ _Jmonochloride J and]_

"Male CD Rats_ : ,

Study Director: Paul Lieder Ph.D. D.A.B.T. Toxicology Specialist’
3M Medical Dept. /Toxicological Services :
3M Center Building 220-2E-02
Saint Paul, MN 55233-3220

Study Toxicologist: Andrew M. Seacat, Ph.D. Senior Research Toxicologist
3M Medical Dept. /Toxicological Services
3M Center Building 220-2E-02
Saint Paul, MN 55233-3220

" Necropsy: Mrs. Jill Hart, and Dr. Eldin Lamprecht
Histopathology Dr. Eldin Lamprecht
CONFIDENTIAL BUSINESS
INFORMATION SUBJECT TO
PROTECTION UNDER THE

TOXIC SUBSTANCES CONTROL ACT
AND OTHER LAWS HAS BEEN
REDACTED FROM THIS PAGE

TJin



DT03  (T-6875.2; T-6874.2; T-6876.1) _
Study Title:  Five Day Inhalation Toxicity Study of[ ]monochlon'dc (T-6875.2)[ :](r.

6874.2), and[_ j{msve.] ) in Male CD Rats

SUMMARY

All three male rats in Lhc[ ]monochloride (T-6875.2) group showed lack of
weight gain and an increase in liver/body weight ratios of approximately 20 %. Histology
revealed dark staining and binucleate hepatocytes in the liver. Protein was present in the

roximal tubules and glomeruli of the kidneys. Clinical chemistry analysis revealed that

onochloride significantly lowered trigliceride, levels in the blood. Thef

monochloride also raised serum alkaline phosphatase levels approximately ten fold in one
animal.
The three male rats in Lhe[ J(T-6874.2) group had enlarged kidneys that were
~ 74% greater than in the control animals and enlarged livers, with liver/body weight
ratios that were ~ 72% greater than controls. One animal died during the 4th hour of
exposure on the 5* day of treatment. Histology revealed dark staining hepatocytes and
mitotic figures in the liver. The kidneys showed mineralization, inflammation, tubular
and medullary degeneration, with protein in glomeruli and tubules. , '

The animals in the 1(7-6876.1) group had liver / body weight ratios
that were an average of 8% over control and no effect on kidney weight. Histology
revealed dark staining hepatocytes in the liver, and tubular necrosis with protein in

glomeruli and tubules of the kidneys.

FORWARD

: The study was conducted in the spirit of Good Laboratory Practice
Standards without compliance to a specific regulation or standard. Paul H. Lieder,
Study Director and responsible for the design and supervision of the test
atmosphere and monitoring system. Andrew M. Seacat, was the Study
Toxicologist and conducted all laboratory operations and author of the report.
Mrs. Jill Hart, and Dr. Eldin Lamprecht performed the necropsies and histology,

respectively.

CONFIDENTIAL BUSINESS
INFORMATION SUBJECT TO
PROTECTION UNDER THE
TOXIC SUBSTANCES CONTROL ACT
AND OTHER LAWS HAS BEEN
REDACTED FROM THIS PAGE




DT03 (T-6875.2; T-6874.2; T-6876.1) _ ,

Study Title: Five Day Inhalation Toxicity Study o{ jmonochloride (T -6875.2)[ J(T.

6874.2), and[_ ;:(T.sm.]) in Male CD Rats -
INTRODUCTION

A. OBJECTIVE : :
The objective of the study was to det rrrﬁne toxicity and
an

hepatic peroxisome proliferation effects o monochloride
vapor administered by whole body exposure to male rats Tor six hours per
day for five days. The toxicity of the test compounds were compared to C-

225c¢bh.

-Due to the death of the rats exposed to[ ]at 10,000 ppm in
experiment DTOI, a repurified lot of] i jwa.s used in this experiment,’
and al] the other compounds remained the same in both experiments. In
DTO03, liver, lung and testicular tissues were collected and preserved in
10% formalin for histology. Additional liver samples were.collected,
frozen in liquid nitrogen, stored at -70 °C for possible future analysis of
increased fatty acid B-oxidation activity, an indicator of liver peroxisomal.

proliferation induction.

1L MATERIALS AND METHODS

A. THE TEST ATMOSPHERE

1. Test Articles: e test articles were identified as:
a.) T-6875.2;[ onochloride is a volatile liquid. (NB

JC4F9-OCH2Cl, A.M. Bauer 236-3B-89, Deasity
1.59 g/ml, Molecular Weight 223.45 g/mol). 10,000 ppm.
b.) T-6874.2; ot 1, Finished groups ¢c-701 KOH
KMnO4 TMD, F.E. Behr 236-3A-02, 2/24/97. Density 1.72
g/ml, Molecular Weight 362 g/mol. 10,000 ppm.
c.) T-6876;[ _P9.9% is a volatile liquid.
(CF2CICF2CHCIF; M.G. Costello 208-01-01) was used as
a positive control for peroxisome proliferation without
acute toxicity at 10,000 ppm.
d.) Air was used as a control.
2. Inhalation Exposures _ :
Four groups of 3 male CD rats were exposed in whole-body inhalation exposure
chambers to vapors of[ ]Cl an at target
concentrations of 10,000 ppm, or to room air for six hours per day for five days.
Clinical observations were made daily afier the exposure period ended. Body
weights were recorded at the end of the study, and iest animals were compared to
controls. Blood samples were collected from all animals prior to necropsy and the
liver, lungs, and testis were removed from each animal and weighed.

The test atmosphere containing the test compounds was generated by an
evaporation technique. The vapor generation system consisted of a 50 ml
Hamilton gas-tight syringe pump containing test article delivering the test fluid at
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a constant flow rate into a stream of air. The air then entered the exposure

chamber. After passage through the chambers, the atmosphere was automancally
by sequence, or manually monitored by sampling with a Hewlett Packard Gas

Chromatograph, using a 250 pl injection loops.

1 RESULTS AND DISCUSSION:

Please refer to Table 1 for body weight, organ weight, and blood chemistry analysis data.

Control group:
Three male rats with an average wexght of 323 g gained an average of 9  11.5 g during

the 5 day treatment period. Their livers were 15 + 2.3g with a liver to body weight ratio
of 0.044 = 0.01. Histologically, there were no significant changes present in the hver,
kidneys, lung or testis. Blood chemistry was normal.

All three male rats in theE Jrnonochloridc (T-6875.2) group lost 4.67 £ 1.15 g
of body weight and had liver/body weight ratios of 0.053, which is approximately 19 %
greater than in the control group. Histology revealed dark staining and binucleate ‘
hepatocytes in the liver. Protein was present in the proxunal tubules and glomeruli of the
kidneys. Clinical chemistry analysis revealed thaL ;monochlonde significantly
lowered trigliceride levels in the blood to 55% that of control values. Thc[f j
monochloride raised serum alkaline phosphatase levels approximately ten fold over
control values in one animal only, : .

One of the rats in the[ ~_J(T-6874.2) group dies during the 4* hour of
exposure on day 5 of treatment (the last day), and only body weigh data was recorded for
that animal. The three male rats lost 43.7 + 13.6 g of body weight during treatment with
their final weight averaging 83% of the control values. Organ weight data for the two
surviving rats indicated enlarged kidneys that were ~ 74% greater than in the control
animals and enlarged livers, with liver/body weight ratios that were ~ 72% greater than
controls. Histology revealed dark staining hepatocytes and mitotic figures in the liver.
The kidneys showed mineralization, inflammation, tubular and medullary degeneration,
with protein in glomeruli and tubules. Clinical chemistry on the two surviving rats i
revealed significant increases in BUN, AST, ALT, LDH and Creatinine levels, indicating
that kidney damage, liver enzyme effects and cell lysis had occurred.

The animals in thc[ (T-6876.1 ) group gained and average of 2.3 +
4.16 g during the treatment period. had liver / body weight ratios that were an average of
8% over control and no effect on kidney weight. Histology revealed dark staining
hepatocytes in the liver, and tubular necrosis wnh protein in glomeruli and tubules of the

kidneys.
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