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RETURN RECEIPT REQUESTE

FEUQ Q2-12-155
TNIT

Document Processing Center (TS-790) g 8‘? 20010 39 Z-

Room L-100
Office of Toxic Substances A
U.S. Environmental Protection Agency ~
401 M Street, SW Y
Washington, DC 20460 =

" .

Attn: Section 8(e) Coordinator (CAP Agreement) —

Re: CAP Aareement Identification No. 8ECAP-0110

Dear Sir or Madam:

Union Carbide Corporation ("Union Carbide") herewith submits the following
report pursuant to the terms of the TSCA §8(e) Compliance Audit Program and Union
Carbide's CAP Agreement dated August 14, 1991 (8ECAP-0110). This report
describes an acute toxicity study with CELLOSOLVE® (ethylene glycol monoethyl
ether; CASRN 110-80-5).

"The Subacute Toxicity of "Cellosolve™, Mellon Institute of Industrial
Research (University of Pittsburgh), Report 10-93, 9/3/47.

A complete summary of this report is attached.

Previous TSCA Section 8(e) or "FYI" Submission(s) related to this substance
are:

(None)

Previous PMN submissions related to this substance are: (None)
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This information is submitted in light of EPA's current guidance. Union Carbide
does not necessarily agree that this information reasonably supports the conclusion
that the subject chemical presents a substantial risk of injury to health or the
environment.

In the attached report the term "CONFIDENTIAL" may appear. This
precautionary statement was for internal use at the time of issuance of the report.
Confidentiality is hereby waived for purposes of the needs of the Agency in assessing
health and safety information. The Agency is advised, however, that the publication
rights to the contained information are the property of Union Carbide.

Yours truly,

William C. Kuryla, Ph.D.
Associate Director
Product Safety

(203/794-5230)
WCK/cr

Attachment (3 copies of cover letter, summary, and report)
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Summary

nCellosolve" was fed to rats in their drinking water for 90 days at
intake levels of 1.888, 0.735, 0.213, 0.052, and 0.0 gn./kg./day. The highest
level produced 100% mortality at thie end of 38 doses and the next highest level
produced significant effects on appetite, growth, and organ weight. Male rats
that succumbed to both of these concentrations showed micropathological testiculer
damage and the rats that received 1.888 gm./kg./day showed cloudy swelling of the
kidney and liver. The dosage level of 0.213 gm./kg./day showed no effect. In
accordance with Report 10-84 on Subacute Doses one would say that "Cellosolve"
shows some subacute action as the degree of chronic activity is higher than would
be expected from the acute toxicity of the material. "Cellosolve" is similar to
"Carbitol" CBM and GF in subacute oral toxicity.

poppa—yvd bram

Previous Work and.Literature

In late 1946 after we believed we had uncovered the reason for our
troubles with rat lung infections we desired to check our findings by running a
90-day oral dose study with particularly careful observation of the rats. It did
not seem wise to study a material of pressing current interest because we were
not certain that the work could be carried through satisfactorily. Thergfore older
materials for which comparative data were Gesired were selected. The chpice fell
on "Cellosclve" and methyl vCellosolve". A combination of accidents vitiated
the results upon the latter.

P
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The acute oral toxiecity to rats and guinea pigs of "Cellosolve" was
jndicated in a report dated 5-20-38. The LDSO'S were 3.00 (2.51 to 3.59) and 1.40
(1.22 to 1.60) respectively. Morris, Nelson and Calvery (1) repcrted testicular
damage in two-thirds of their male rats as a result of two years cf dosage to
2.16% "Cellosolve" in the diet as well as slight chronic kidney damage and no
chronic liver damage. They also reported few damaged testes, no chronic kidney and
slight chronic liver injury in the rats that received two years of dosage to
"Carbitol" while we indicated only one case of testicular damage and chronic
liver and kidney injury in our report 7-31, dated 4-17-47.

Sample

-} One gallon of comrercial grade vCellosolve" was furnished by Fellowship
' 155 on 12-11-46. No analytical details accompanied the sample.
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Subacute Doses

During a period of 90 days, doses of "Cellosclve" were adminjistered
to 4 to 8 male and 4 to 8 female Sprague-Dawley strain rats at known cpncentra-
tions in the drinking water. The animals received Purina Laboratory Chow Meal
as their dry diet. The control rats received identical treatment as did the
experinental except that no "Cellosolve" was placed in their drinking water.

Table 10-249 summarizes the results.
Table 10-249

Results of 90-day Doses in the Drinking Water

Dosage in gm./kg./day : 1.888 0.735 0.213 0.052 0.000
Concentration in the drinking water,% 2.56 0.64 0.16 0.04 0.00
Ml. water drunk/rat/day 8.168% 19.294% 25.391 26,029 26.789
Gms. déiet esten/rat/day : 4.080% 11.079%  13.057 14,009  14.513
Mean weight gain of surviving rats - +80.0%  +113.1 +109.5 +138.3
Mean body length in m.m. at sacrifice - 203.8% 213.6 220.2 218.2
Fatness (gms. per m.m. body length) - 0.976% 1.096 1.143 1.164
Liver weight on body weight corrected

for controls - 107.8% 99.1 95.7 100.0-
Kidney weight on body weight corrected

for controls ‘ - 112, 3% 105.5 95.9 100.0
Blood urea nitrogen, mgm./100 ml. - 22.40% 21.61*  19.96 17.89
Uninfected rats 16 11 8 6 13
Toxic deaths 16% 0 0 0 0
Mean no. of days to death 18 - - - -
Sets of tissues examined from

uninfected rats 5 10 8 6 13
Sets with major pathology 5 1 0 0 0
Sets with any pathology 0 0 0 qQ 0

* Deviation from control is statistically significant

Of the 16 rats dosed in the group that received the highest concentra-
tion of "Cellosclve", 1.89 gm./kg./day, or 2.56% of the water, none survived for
more than 38 doses, the mean number of days to death being 18. Their water and
food consumption was statistically far below normal. The 5 animals from whom
tissues were examined showed marked or general cloudy swelling of the kidney
tubules and of the liver as well as excessive pigment depositicn in the spleen.
Three of these rats were male and these all showed complete lack of sperm in
their testicles on micropathological examination. The same degree of kicney and
liver damage seen in ocur treated animals was seen in our coptrols tho . succumbed
leter in the experiment to lung infectian, :hbwever, none of the gross’ aulopsies
on the retg that received 1,888 gn./kg./day showed lung infection.
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Eleven wminfected rats received 0.735 gm./kg./day and these.showed
statistically significant decrease in water and food consumption, in mean welght
gain, body length and fatness of surviving rats, and significant increase in
liver and kidney weight as well as in blood urea nitrogen. Tissues were examined
on 3 male rats that succumbed and these all showed either immature oT degenerated
spérmatic elements. 0Only one of the 5 deaths could not be accounted for by lung
infecticn and no microscopic damage was reported for the rats that survived

90 Joses.

Of the rats that received 0,213 and 0.052 gm./kg./day of nCellosolve",
none of 8 and of 6 respectively showed any microscopic, appetite, or growth
damage &8s &8 result of their 90 doses. The blood urea nitrogen level of the 0.213
gm./kg./day group was slightly elevated but this is not considered significant as
the kidney did not show micropathological injury in these rats. Therefore, the
dcsage level of 0.213 gm./kg./day is accepted as the highest concentration of
nCellosclve" tested that produced no effect.

Literature Cited

(1) Morris, Herman J., Arthur A. Nelson and Herbert O. Calvery.
Observations on the chronic toxicities of prcpylene glycol, ethylene
glycol, diethylene glycol, ethylene glycol mono—-e thyl-ether, and

diethylene glycol mono-ethyl-ether. J. Pharm. and Exper. Ther.
s 266-273, 1942.
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Body Weight agd Organ Weight et Seorifice

Body . Body Fat- Liver

Length Weight ness Weight Teight Kood

Rat in in gm. per in in Yrea XK,
Sex No.  Em, e Ko V. W i
| 51385 222 287 1,293 8.90 2,18 20,75
51402 212 235 1.108 7.52 1.85% 18,29
1421 212 231 1.090 9.37 2,02 20,50
51384 211 210 0.995 8.20 1,75 17.75
r 51459 195 163 0.836 6.00 1.3 %.75
S1474 196 165 0.842 7.0% 1.52 27.00
51501 195 168 0.862 6.13 1.36 26,00
51/4% 203 187 0.921 7.3  1.% 20,65
51464 199 192 0.965 6,63 1.45 25,63
51479 193 164 0,850 6.19 1.29 23.00
| 51371 216 240 1.1 7.7% 1,88 19.25%
51373 225 284 1,262 8,60 1,96 15.13
81426 228 322 1.4 12,17 2.75 20,50
51427 227 290 1.278 11,20 2,41 21,63
) 4 51458 207 195 0.942 6,66 1.40 26,13
51471 205 176 0.858 5.46 1.40 20,75
51475 203 198 0,985 6,85 1.3 27,00
S1494 20) 183 0,901 6.4% 1.40 22,%0
| 51405 227 b ] 8 1.39 10,89 2.17 20,00
1414 233 n 1.333 11,70 2.3¢ 17.13
4 51456 222 U7 1,113 7.22 1.9 20,00
51476 213 21s 1,009 7.62 1.43 23,00
51499 212 a1l 1.624 7.00 1.58 18,25
X 51391 228 33 1.4 11,75 2,50 23.75
51425 226 255 1.128 8.8 1.80 18,63
51439 a%o 300 1.304 10,63 2.31 19,25
51374 230 9 1.517 13.20 2,57 16,00
51441 238 n 1.416 12,32 2,38 19,75
? 51453 202 197 0.929 6.93 1,%0 17.38
51482 218 231 1.074 7.22 6 14,75
51487 24 224 1.047 Te 1.5 13.75
51498 220 224 1,067 T.43 1,65 20,75
51463 206 W24 1,087 7.158 1,5 15.5%0
5147 210 als 1,038 7.58 1.6 18,63
51509 206 209 1.014 7.62 1.9 18.63
51510 212 an 1,047 T.41 1,68 15.75
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Growih, Fate, end Nicropsthology - 51
(Ses abbrevistions at end of table) "

M . M a -* -
e Rkl T -

sage Veight
at Yeight Days Io- K
/X8 Rat Start Change 1 7 feationm, ;
i
i
sss N 51394 192 - ? U -.. §
51410 112 - » 15 !
51413 sl - » 24 X, 1, sa, 8%, T H
S1430 134 - » 18 o it 8q, 8., T8 |
a1y 4 - » 1] 1,’x, 1¥, 87, T8 1
$1380 b - » » g
sl 128 - » n |
51434 108 - » 17 i
4 1444 120 - » 18 Do
5148 123 - » p V3
$148% 106 - » n
§1508 ﬁ - » 1%
LA VE - » S ;
5149y 18 - » 18 -
51495 1% - » é 1, IN, LW, 84, ST ; y
’Om B ,m‘ m - » “ )2 ) " Ll, 8@, 'T. h o ¢ }
51388 13 + 156 ] % I, XK, L, 3%, T ’
02 128 +120 8 % I, K, Ly 8, 8%, ¥ ]
51421 120 +m1 8 %0 o
51384 1) +«+mr 8 % I, K, L, 5, 37, ¥ | 1
m m - ' 71 )2 | ;m. w. 86. ”' ﬂ 1‘
51392 120 - » Kj 4 2 | .
m m - » .’ I. ﬂ. h'. 80. =z ,
y 51459 102 + Q s 90 K, L, 8, 87 i
2474 129 + 3 s % 1o Ko Ly 5, BT :‘:
sy? 1% - » ® w :
g1501 109 + 9 4 90 I Ko s By st :
S1449 122 + & s 90 I, K, Ly 8, 8T |
51464 120 + 72 s 90 I, Ky Ly 8, ST
suuT9 12 + 52 s 90 1,5, 8
m” 10‘ - ‘ '71 m I. t. L| '. ﬂ
0.21) | sy 17 + 123 s L I, I, In 3 8T, ? .
51373 138 + 149 s %° I, X, Ly 8, 8T 4 ‘
M6 m + 1” ' ” x' ‘. l-. '. ”. t
427 19 +15. 8 % I K Ly 80 8%, 7T
4 s145¢ 116 + M s 90 I, ks Ly 8, 8T
1475 127 + N L 9% 1, Kk, Ly, 8, 82
51494 104 +'P 8 90 I, K, L, 8, 8T

%
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Welght
at Veight Days 1In-
‘ Rat Start Change te fection,
Sox __ No, {ena.) {gps.) _Fate _TFate etc. _Mioropathology
X 51405 112 + 115 8 90 I, X, L, 8, 87, T
- 51414 1 + 935 8 90 I, X, L, 8, 8%, ¢
m 122 - ] " £} ‘g m'. SG, 8’. b 4
4 51456 116 + 131 8 90 I, X¢ Ly 8, 8T
51457 110 + 112 8 90 I, x, L, 8, BY
$1.,76 115 + 0 B 90 I, x, L, 8, 8T
51499 121 + 9% 8 90 I, X, L, 8, BY
| | £1391 133 4+ 202 8 90 I, X, L, 8, 81, ¢
51425 120 + 135 8 90 1,%x, L, 8,87, 12
51439 1 + 178 8 90 I, X, L, 8,87, ¢
51372 116 - D 87 LU
51374 124 + 225 8 §0 I,k L, 8, 87, ¢
5141 117 + 200 8 90 I, Kk, L, 8, 87, ?
y 51455 104 +4+493 8 $0 I, X, L, 8, BT
51482 104 + 127 8 90 I, K, L, 8, 87
S1487 1lik + 110 s 90 I, XK, L, 8, 8T
51498 114 ¢« 110 8 90 I, K, L, 8
51463 11 + 105 8 90 I, K, L, 87
51477 123 + 95 8 %0 I, %, L, 8
51509 108 + 101 ‘ 90 I, X, L, 8, 8Y
51510 113 + 109 90 I, Xk, L, 8, 8T




Abbreviationg

D = Died
K = K1lled to protect cage mates
§ = Sacrifieed for exsmlination

Ead = Middle ear infeotion
I8 = Lang infeotion seen grossaly.

(San31 letters indieate alighd or scattered patholegy,
espitals indicate marked or gumeral pathology)

I = Intestine, normsal

I = Kidney, normal n
Kw= ¢  cloudy swelling of oonvoluted tubniles
ix= * , ° . * loop tubules

L = liver, normal

le= ® , ocongested

Ig= ", free pigment
la= ", aloudy swelling

LIC = lung, congssted

8 = Spleen, novwal
s; = 8  excessive pigment
8% =§toflack wall, normal

? = Tostiocle, normal

= ® , sperm absent

o L * , immature pssrmatic alements

Ix = e , deganeration of spermatie eleminte




(e 3 UNITED STATES ENVIRONMENTAL PBOTECTION AGENCY
3 WASHINGTON, D.C. 20460

william C. Kuryla, Ph.D. OFFICE OF
Associate Director, Product Safety PREVENTION, PESTICIDES AND
Union Carbide Corporation TOXIC SUBSTANCES

39 Old Ridgebury Road
Danbury, Connecticut 06817-0001

FEB 27 1895

EPA acknowledges the receipt of information submitted by
your organization under Section 8(e) of the Toxic Substances
Control Act (TsScA). For your reference, copies of the first
page(s) of your submission(s) are enclosed and display the TSCA
§8 (e) Document Control Number (e.g., 8EHQ-00-0000) assigned by
EPA to your submission(s). Please cite the assigned 8(e) number
when submitting follow—-up Or supplemental information and refer
to the reverse side of this page for "EPA Information Requests" .

All TSCA 8(e) submissions are placed in the public files
unless confidentiality is claimed according to the procedures
outlined in Part X of EPA's TSCA §8(e) policy statement (43 FR
11110, March 16, 1978). confidential submissions received
pursuant to the TSCA §8 (e) Compliance Audit Program (CAP) should
already contain information supporting confidentiality claims.
This information is required and should be submitted if not done
so previously. To substantiate claims, submit responses to the
questions in the enclosure nsupport Information for Confiden-
tiality Claims". THis same enclosure is used to support
confidentiality claims for non-CAP submissions.

Please address any further correspondence with the Agency
related to this TSCA 8(e) submission to:

Document Processing Center (7407)

Attn: TSCA Section 8(e) Coordinator
Ooffice of Pollution Prevention and Toxics
U.S. Environmental Protection Agency
Wwashington, D.C. 20460-0001

EPA looks forward to continued cooperation with your
organization in its ongoing efforts to evaluate and manage
potential risks posed by chemicals to health and the environment.

Sincerely,

am——————— PN
Ter¥y R. O'Brya&n
Enclosure L;;Ltfifalq Risk Analysis Branch

(). Recycled/Recyclable
% 9 Primad with Soy/Canola ink on paper thal

contains at least 50% recycled fiber




Triage of 8(e) Submissions

MAR 0 8 1995

Date sent to triage: NON-CAP

Submission number: I, 2 ’:5:’2 A TSCA Inventory:

Study type (circle appropriate):

Group 1 - Dick Clements (1 copy total)
ECO AQUATO
Group 2 - Ernie Falke (1 copy total)
ATOX SBTOX SEN w/NEUR

Group 3 - Elizabeth Marnnsches (1 copy each)

CTOX EPI RTOX GTOX

STOX/ONCO CTOX/ONCO IMMUNO CYTO NEUR

Other (FATE, EXPO, MET, etc.).

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY

For Contractor Use Only

entire document: @1 2 pages " Z pages I '3 '

Notes:
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