ation Section
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<~ In response to your request of 10/23/85, on behalf of the
National Toxicology Program, for information on methyl ethyl

ime (MEKO) and alpha methyl styrene (AMS), we are submitting
-the following:- - - - —— SRR e

‘1. Methyl Ethyl Ketoxime

- - @&« A 2/14/86 memorandum from G. M. Rusch to R. L. Feder which
... ...documents our 1984 submission to EPA of toxicological test
-~ data and contains a copy of a sensitization study report
: which was summarized in that letter and may not have been
transmitted to EPA at that time. ‘

i

Jitd LddU
- 03A1303Y

@

} ;;P;h5F“£> b. A 3/13/86 memorandum from P. O. Milley to R. L. Feder which
el ,,w£2222£i§§§1;hg;mgggﬁag;ggigg; Nrocassine. nraduatio. __

.. mEIsgy pPEAVAGGLALVI AT
importation volume, and consumption by various
applications.

c. A Product Safety Data Sheet.

d. A 11/18/85 memorandum from D. W. Stidham to E. J. Freeman
which summarizes historical data and monitoring results
concerning MEKO production at Allied's Hopewell, Virginia
plant and contains a copy of a report summarizing area

monitoring during the application of alkyd paint containing
MEKO and methyl ethyl ketone.

e. A 3/21/86 memorandum from J. E. Blum to file which
summarizes information concerning MEKO air and water
emissions at Allied's Hopawell, Virginia plant.




' Mr. L. Borghi L
T *"*"*’*’Dynmt:"'t:orporati'on* T e
April 15, 1986

Alpha Methyl Styrene

a. A 12/12/85 memorandum from S. L. Elishewitz to R. L. Feder
which provides information concerning manufacturing and
processing methods, current production/importation volume
data, intermediate and end use information (including
consumption by various applications) and environmental data
(including fraction released to the environment,
concentrations in waste streams and ambient environmental
media and degradation/persistence). This memorandum also
contains copies of Allied's AMS product specifications,
PSDS and other product literature. ‘

A 3/6/86 memorandum from E. J. Freeman to R. L. Feder which
summarizes AMS sampling data, both personnel and area
samples, from 1976 to 1985.

It is our hope that your program has not been seriously
inconvenienced by the delay in sending you this information.

Very truly yours,

R-HEdev

R. L. Feder
Director-Product Safety




OUEST FOR INFORMATION ONPEKD .

d nd -d{ us ‘d their request for infor-ation on
0 “When-1 told him we had submitted most of our
toxficology t ta to Mr.-Robert Jones at EPA during 1984, he
uested a copy of the transmittal letters. He was also interested
opy of -the one report we did not submit (a sensitization study)
f inforntion \ve may have on exposure potential.

" To assist you in preparing the response, a copy of the two Jetters
“ "of transmittal for our 1984 submissions to EPA and a copy of the sen-
T sitization study report {MA-224-82-2) are attached.

o o sm-w;

Attachlent

sec: AMF. mmi
T File

*Transmittal memo only




Allled Corporation

Corporate Health,

Sslety and Environmental Sciences
P.0. Box 233:7
Morristown, New Jersey 07960

July 6, 1984

M. E. RINEHART
JuL1 01984

Document Control Assistant

75-793, Room E220
Unitec States Environmental Protection Agency

401 M Street, S.W.
Washington, DC 20469

Attention: Mr. Robert Jcnes
Re: Methylethylketoxime (MEKO)

Dear Mr. Jones:

A letter was sent to your attention on March 5, 1984 from Joel B. Charm, the
Director of Corporate Product Safety, Allied Corporation. Included as part of
that communication were summaries of recent tests of the inhalation and dermal
toxicities of MEKO to laboratory animals.

The complete reports have recently become available and Mr. Charm asked me to
forward them for your information. The titles are as follows:

*Acute Inhalation Toxicity Study of MEKO", Report No. MA-224-82-7

“Acute Dermal Toxicity Study of Methylethylketoxime (MEKO)",
Report No. MA-224-82-9

it you shouid have any questions concerning ihese

contact me, (201) 455-4492.

Sincerely

LhAE ,wzé,w

R. J. Buccafusco, Manager
TSCA Compliance

Enclosures (2)
cc: J. 8. Charm

bcc: R. L. Feder
H. C. Fogle

H. €. Rinehart

. E. Sorapure

fo ”-lley
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Methylethylketoxine (MEKD)

 oeer e, Jones:

, , inf5prévfous*' conversations with-you, Allied Corporation has- indicated its willing-
-~ pness to-supply EPA-with copies of reports relating to the toxicity of methyl-
~_ethylketoxime (MEKO). ~The available reports are enclosed. '

Studiesonthe achté ‘dermal and acute inhalation toxicitj of MEKO have also been .

.~ performed and reports of these studies will be submitted when completed in
. approximately three (3) months. The information, however, on those studies has
_been included in the summary below. A full scientific critique is to be prepared
“‘on ‘the publication by Mirvish (“Carcinogenicity Test of Acetoxime in MRC-Wistar
 Rats™, JNCI, Vol. 69, Ku. 4, October 1982, Pgs. 961-962) and this will also be
submitted to you when complete.

- The data on MEKO have been summarized below by our toxicologists.

1. Acute Oral Toxicity (See references 1-5, inclusive)

In mice, the LDgg was reported to be 1.0 g/kg. For rats, 2 separate studies
gave results of 2.3 g/kg or 3.7 g/kg, respectively. (By the subcutaneous
route, the LDgg in rats was 2.7 9/kg). According to the classification of
Hodge and Sterner, the compound would be considered *slightly toxic". The
principal toxic effects of MEXO observed in acute studies included:
{ncreased respiration; reductions in spontaneous activity, motor coordina-
tion and muscle tone, and increased vocalization/irritability. At high dose
Yevels, tremors followed by loss of the righting reflex and complete sedation
(narcoleptic effect) were noted. Death generally occurred in the first two

- days following dosing. Kurita suggests that the acute toxicity is similar to
methylethy!l ketone. "

2. Inhalation Toxicity {See references 1 and 3)

In an old (1958) study, rats were exposed to an essentially unknown (but
apparently high) concentration over a period of 2 hours each day for 10 days.
All-exposed rats went into a-stupor or became unconscious. _Recovery was
complete roughly 1 hour after removal from the chawmber. )




2. Inhalation Toxicity (Cont.)

The study by Kurita provides even less detail excep® tnat exposure seems to
have been continuous to a saturated vapor. While death eventually occurred,
this may have been due to lack of food and water intake while in a som-

nolent condition. In a recently completed, but as yet unreported study,
Fisher rats were exposed for single 4 hour periods to 0.19, 1.45 or 4.83 mg/1
of MEXO vapor. There was no mortality although the high dose group showed
evidence of anesthesia after exposure. Produc-ion of methemoglobin was noted
for the mid and high level. Minor changes in hematology or clinical chemistry
noted for all groups are still being evaluated.

3. Riceated Dosing Tests (See references 1 and 7)

Kurita reported on 2 study in which MEXO was administered subcutaneously at
dose levels of 0.1 m1/kg to 0.5 ml/kg daily to rats fer four weeks., He
observed a narcotic effect soon after dosing. Among the signs of toxicity
observed during the study were 2 depressfon in growth rate, decrease in
erythrocyte number and hemoglobin, secondary leukocytosis, lymphopenia,
hypertrophy and congestion of the spleen and atrophy of other iymphatic tissue.
A decrease in various serum proteins, diminishad activity of erthyrocyte and
serum cholinesterase and possible impairment of the clotting mechanism were
also noted.

A thirteen week oral gavage toxicity study was performed on MEKO for Allied
at Hazleton Laboratories in 1977. MEKO was administered at doses of 25, 78
and 225 mg/k 3/day. No mortality, changes in appearance or behavior, or ab-
normalities in urine values were observed in the rats during the study.
©’ight to moderately lower mean body weights ana food consumption were 1totad
2. the high dose level at eight and thirteen weeks in the males. All of the
treated groups from both sexes showed dose related decreases in erthyrocyte
count, hematocrit and hemoglobin values and displayed a moderate to marked
Jreticulocytocic. Meinz Lodies, occacional siderscytes, polychromasia, baso-
philic stippling and Howell-Jolly bodies were general 1y present in the mid
and high dose groups. Blood chemistries revealed an elevation of total bili-
rubiy and erthyrocyte cholinesterase in mid dose males and high dose males
and -wmales. Alkaline phosphatase levels of high dose males alsc increased.
A s°° 1t depression in blood urea nitrogen and plasma cholinesterase levels
wer: .oted in the high dose level female group.

Dose related increases in the absolute and/or relative weight of the spleen,
liver and kidney were observed in all treatment groups. The spleens and
1ivers appeared large and/or darkened upon necropsy. Histopathological ex-
amination revealed extramedullary hematopoiesis and increased amounts of
greenish-brown pigment located in macrophages of the spleen and liver,

Kidney sections revealed an accumulation of greenish-brown pigment located in
macrophages of the spleen and liver,

Kidney sections revealed an accumulaticn of greenish-brown pigment ir “he
epithelial cells lining the proximal convoluted tubules. These data - -dgest
that MEKO induces a hemolytic anemia in the rat with compensatury ¢-... o-
pofesis. A NOEL (no observable effect level) was not establishes wt waj
predicted to be less than 25 mg/kg/day. .




es of rabbits producing

d necrosis, chemosis and

eye frritant. A study using
iced ocular injury could be srevented
- Kurita trdicated that, in rats, there

, 12ation (See references 1, 9 and 10)
has been reported to cause mild dermal irritation fn the rabbit in two

dies, ' The irritation disappeared within 72 hours of exposure in
studies. " :

... MEXO produced somewhat equivocal results in a topical sensitization test
R Buehler) and positive results in a maximization sensitizatfon test
- (Morganson-Kiigman), both using guinea pigs. There is no evidence, however,
of any cases of human sensitization by MEKO in production workers nor any
suggestions of such in users by virtue of the lack of customer complainis.

- Kurita dosed rats with MEKO in vaseline dafly for 5 weeks and found only der-

--matological effects. In a recently completed, but as yet unreported study,
_rabbits were dosed for a single 24 hour period with 0.02, 0.2 or 2.0 ml/kg,

- Mortality occurred in all animals at 2.0 ml1/kg, but there was no mortality at
lesser doses. Methemoolobin formation was noted at 0.2 and 2.0 ml/kg and a
small increase in reticulocyte levels was seen at 0.2 ml1/kg. There were no

- effects on the blood at 0.02 mi/kg. Nervous system depression (miosis) was
the predominant toxic sign for acute doses.

6. Dermal Toxicity (See reference 1)

o o Mauatic Toxicity (See reference 11)

A summary of aquatic acute toxicity data available on MEKO is presented in
the following tadle:

Species Dose Time of Exposure Effect
Bluegil! sunfish 2116 mg/L 28 h LCso
160 mg/L 48 h LCso
69 mg/L 72 h  Lesp
48 mg/L 9 h LCs0
1900 mg/L 24 n ECs5p
750 mg/L 48 h ECso

280 mg/L 48 h




7. Aquatic Toxicity (Cont.)
These data suggest that MEKO can be considered toxic to both fish and daph-
nids although relatively more toxic to the former.

NEXD was found to biodegrade in an aqueous medium containing a low microbial
concentration. Based on a calculated octanol/water partition coefficienl of
Xow = 3.98, it is suggested that MEKO would not o.cumulate in aquatic organisms.

8. Genetic Toxicity (See references 14 and 15)

MEKO has been evaluated for potential to induce mutation using the Ames
Salmonella assay and the sister chromatid exchange (SCE) assay in Chinese
hamster (CHO) cells. MEKO failed to induce mutavions in the Ames assay. In
addition, no increase in SCE was seen following exposure to the compound.
This data in combination with the result of a preliminary transformation
assay using Syrian hamster cells suggests no presumed oncogenic potential

for the compound.

9. Absorption and Distribution (See reference 6)

The similarity of LDgg's in rats dosed by either oral or subcutaneous routes
suggests rapid absorption from the gut. In a study utilizing 14 C-labeled
MEKO, pregnant female mice were given a singie oral dose of this compound on
day 14 of gestation and ore male was administered MEKO via intratracheal in-
jection., The animals were sacrificed at 0.33, 1.0, 3.0, 9.0 and 24 hours
post-dosing. Whole body autoradiography revealed that MEKO was rapidly
absorbed from the sto.:ach and lungs. Widespread uptake and distribution of
the label over the entire body of the animal were noted. The tissues with
the highest concentration of MEYO included bone, bone marrow, liver, gall-
bladder, nasal and bronchial epithelium, pancreas. seromucus and salivary
glands, spleen, intestinal wall, and thymus. Urine ard bile contained sig-
nificant activity throughout the study. Intestinal activity was minimai,
*This suggests that MEKO is primarily excreted via the kidneys. Of particular
interest is the observation that high concentrations of MEKO were detected in
the liver of the fetuses at 24 hours. This concentration was greater than
that seen in the liver of the mothers,

10. Yetabolism

The metabolism of MEKO has not heen specifically studied, By analogy with
acetaldehyde oxime, it is expected that the compound would be split to form
MEK and hydroxylamine ana furiher handling as such. The toxicology of MEK
has been extensively described and is being addressed by the Chemical
Manufacturers Association under a voluntary test program with EPA. A review
on the toxicology of hydroxylamine has been prepared and is awaiting publica-
tion in CRC's Critical Reviews in Toxicology. Of particular interest is tha
fact that hydroxylamine has been described as possessing possible carcino-

static properties.

The summary of the data provided in this cover letter can be considered as public
information. However, we do request that the full copies of all Allied sponsored




S bee ' nd used safely for many years. Allied
presenteg ‘supports. the conclusion that MEXe can continne to be
; W,

Stncerely yours,

g9 & Cleom

AN
Director, Corporate Product Safety

Jotlgbl

attuchnents

el Dr. C. S. Aaron

. Dre W, Ee Ringharf,







LETHYLKETOXIME (MEKO) .
M5, 1984

tal Studies on Methylethylketoxime Toxicity by Hideo
f-Hyglene,-Magoya-Untversity School of Medicine
d. Sci. 29: 33-418, 1967.

Hgthyltthy! fkétﬂoxine (816) - Pure Oral LDgq Results in Sprague
- Dawley Rats, Project No. MA-65-78-2, Sample No. 34972-5 (Memo

2 t0:Dry - Se Zakhari from R. J. Tivey dated 8/14/78).

AOB-Ethyl Methyl Ketoxime SU-23; BC 72137, Final Report (Report
-to-Nattonal Anil”: : Div., Buffalo 5, NY from Syracuse University
Institute, Syr -~ -, NY dated 2/13/58).

-~ One, Y-358956.
~ Methyl Ethyl Ketoxime (B13) - Impure Oral LDgg Results in Sprague

1980 Registry of Toxic Effects of Chemical Substances, Volume

~ Dawley Rats, Project No. MA-65-78-1, Sample No. 34972-5 {Memo to

S. 2akhari from R. J. Tivey dated 8/14/78).

Specialty Oximes, MA-13A, Transmittal of Pharmacon Research
Foundation, Inc. Reports on Autoradiographic Studies of Acetalde-
hyde Oxime (AAQ) MA-13-77-62 and Methyl Ethyl Ketoxime {MEXO
MA-13-77-61, CMA Report MA- - rom G. M. Rusc ted 8/17/81).

13-Week Toxicity Study in Rats, Methyl Ethyl Ketoxime (AGB) Final
Report (submitted to Allied Chemical Company, Morristown, N) from
“Hea1eton Laboratories AmeriCa, InC., 1783/77)e

Test For Eye Irritants, Methyl Ethyl Ketoxime, Code: B8-16,
Project No. MA-65-78-3, Sample No. 34972-5, Notebook Reference
#35013, pp. 17-18 (Memo to Dr. D. M. Aviado from 8. J. Dunn dated

9/8/78).

Primary Dermal Irritation Test, Methyl Ethyl Ketoxime, Code: 8-16,
Project No. MA-65-78-4, Sample No. 34972-S5, Notebook Reference
#8008, pp. 26-30 (Memo to Dr. D. M. Aviado from B. J. Dunn dated

9/14/18).

Guinea Pig Skin Hypersensitization Test, Methyl Ethyl Ketoxime,
Code: B-16, Project No. MA-65-78-5, Sample No. 34972-5, Notebook
Reference #8010, pp. 94-100 (Memo to Dr. D. M. Aviado from B. J.
Dunn dated 9/18/78). '




, . REPORTS SUBMITTED
TO EPA RE METHYLETHYLKETOXIME (MEKO)
WITH LETTER DATED MARCH 5, 1984

(Cont inued)

Reference No.

11. Environmental Screening, Studies of Methyl Ethyl Ketoxime (MEKO)
Project No. MA-65-78, Report No. MA-65-78-6, Sample No. 34972-5,
34993-14 (JTC Environmental Consultants, Inc., Report #379 dated

2/6/19).

Transmittal of Report Methyl Ethyl Ketoxime (MEKO), MA-224B,
Evaluation of Methyl Ethyl Ketoxime in the Ames Salmonella
Mutagenicity Assay, Report No. MA-224-82-3, dated 10/26/83.

Q

Evaluation of Methyl Ethyl Ketoxime (MEXO) in the Sister Chromatid
Exchange (SCE) Test: In Vitro Results in Chinese Hamster Ovary
(CHO) Cells, Report No. MA-224-82-5, dated 11/11/83.




:;oepartue'utf’otl'l’oi’icol'oy ‘Report No. MA-224-82-60 entitled

1 Sensitization Study: Guinea Pig Maximization Test of Allfed

porat fon Department of Toxicology Sample No. 8211-74pA",

= -Methylet hylket oxime- (MEXO), Sample No. 8211-74A, was assessed for its

- _potential to produce dermal sensitization in female Hartley strain guinea
pigs. The test procedure was validated concurren

tly with a standard posi-
: '!:ﬁlg,g@tgl,,,mgt!,al.,,dinttnochlombenzene,r using-animals from the same

.- . MEXO produced dermal sensiti 2ation reactions in at least eight of ten
U guinea pigs, classifying it as a strong dermal sensitizer. Dermal contact
- “with MEKO should be avoided, as the results of this test suggest that it
may represent a potential sensitization risk for humans. ;

“., 74

cc: B, A, Burns*
€. W. Callahan
R. L. Feder*
P. L. Foreman*
S. C. Gad
Jo A Hathaway
Te M. Hellman
D. Levine
P. 0. Milley
W. E. Rinehart
A. C. Smith - Archives
;?{orution Services
e

H. Fleig, BASF AG, INT-2470, 6700 Ludwigshafen,
Federal Repudlic of Germany (mailed 6/21/85)

*Transmittal memorandum only




DERMAL. SENSTTIZA/1OM STUDY:
Guinea P16 Maximization Test
ofF ALLIED CORPORATION DEPARTMENT OF ToxicoLoey
SampLs No. 8211-74A

TOX Computer #MA-224-82 60
= 9/6/83

gZ;%‘QA (: é_ﬁyé_
Joseph’/C. Siglin, H

Assoziate Toxicoloy
Study Director

¥DRL Study No.: 7705

Submitted to: Allied Corporation
Morristown, NJ 07960

9! | S

. -~

Date: August 25, 1983 ' Peter J. "{ecci Ph.p.
President
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The positive control material used for this study (1-

chloro-2, (-dinitxobeniene) produced dermal sensitization in a

- Séparite*"qroup"'bf* 10 animals indicating that the test system

- coulddetect potential dermal allergens.




PDRL Study No. 7705

---INTRODUCTION

The purpose of this study was to evaluate Allied Cor-
poraction, Department of Toxicology sample no. 8211-74A for
its potential to produce dermal sensitizaticn using the
guinea pig muximization test. This study was conducted in
accordance with the regulations for Good Laboratory Practice
as described by the FDA (21 CFR Part 58) and FDRL Standard
Operating Procedures. All original data and pertinent re-
cords have been retained in the FDRL archives and are a\.rail-
able upon request.

Initial range finding studies were conducted from June
28, 1983 to July 4, 1983. The main stﬁdy was initiated on
July 7, 1983 and completed on July 31, 1983.
MATERIALS AND METHODS

The study protocol is given in Appendix I.

Sample Identification

Tne test articie was received at FDRL on June 23,
1983 and was identified as follows:

Sponsor's I.D. FDRL I.D.

Sample No. 30424 83~-0494
DOT No. 8211-74A .
MEKO (AOB)
The positive control material (l-chloro-2, 4-dinitro-
benzene) was purchased from Fisher Scientific, Rochester, NY
and was received at FDRL on March 31, 1982. This material was

identiﬁed as follows: -




cati ! (NIB) 78-23.
‘rhirty-eight female nartley derived albino guinea
4 were obta:l.ned from Charles River Breeding Laboratories.
' 'lui.ngton, MA. The an:lmals were- individuaily housed in

wi.remsh bottoxn cages in an environment-controned room and

d' access to food mm Animal Feed A, certified feed, Zeigler
Brdthérs, Gardners, PA) and fresh tap water ad libitum. An-
:huall used for the wmain study were allowed to acclimate to the
laboratory environment for a period of 14 days prior to initi-
ation. These aninals weighed in the range of 204 to 315 grams

~and were 5-6 weeks of age at study inftiation.

Experimental Procedure

'—pp;e Range Finding Studies A

Topical and intradermal test article dose range

finding studies were conducted simultaneously prior to the start |
of the main study. For both studies, dermal irritation was
evalnated according to the Draize system (Draize, 1965).

For the topical range finding study, the test

article was diluted with propylene glycol to produce concen-

-2-




FDRL Study No. 7705

.trations of 25, 50, 75 and 100% (undiluted). The shaved dorsal

surface of 4 guinea pigs (nos. 7705031-034) was topically
zveated with 0.2 ml of each concentration (4 distinct application
sites) contained on 2 x 2 cm patches of Whatman filter paper.

The patches were occluded using Blendern® tape followed by an
elastic bandage overwrap. The animals were unwrapped and the
patches were remove_d after an exposure period of 24 huars. For
each treated site, the degree of dermal irritation was evaluated
at 24, 48 and 72 hours after removal of the patches.

For the intradermal range finding study, the test
article was diluted with propylene glycol and with Freund’'s
complete adjuvant (FCA-50% in distilled water) to produce con-
centrations of 0.1, 1.0, 3.0 and 5.0%. The shaved dorsal surface
of 4 guinea pigs (nos. 7705035-038) was intradermally injected
with 0.1 ml of each »concentration (8 distinct injection sites)
using a 1 ml twberculin syrix;gé wit .
each injection site, the degree of dermal irritation was evalu-~
ated af. 24, 48, 72, 96, 120 and 144 hours after injection.

Main Study '

The experimental design and treatment schedule
for the main study is given in Table 1. Specific details not
included on this table are discussed below:

Induction: Ten animals were randomly assigned
c1:0'1:_he test group, the vehicle control group and the positive

control group. On day 0, the fur in an area of approximately-




ons were given to each

g a1 ml tuberculin syringe
jections flanked the

Specif:lc applications are given in

' On day 7, the area over the shouider region that .

mivedthe i.a. 1njections was again shaved on all animals.

' Exactly 07-'3;1\1, of the appropriate material (see Table 1) was

sp*fead*over a2 x 4 cm patch of Whatman filter paper and then
. -applied to the exposed skin. Each patch was occluded using

Br‘leuaem. tape followed by an elastic bandage overwrap. The

“animals were unwrapped and the patches were removed after an

exposufe peri.od of 48 hours. )

Challenge: On day 21, an area of approximately
3x3cm wgs'shgved on both flanks of all animals to expose
virgin sk:l.n fxaetly 0.2 ml of the appropriate material was

spread over a 2 x 2 cm patch of Whatman filter paper and ap-

- plied to the appropfiate virgin skin site (see Table l)l. As

before, patches were occluded using Blenderm® tape followed by
an elasfic bandage overwrap. After an exposure period of 24
hours, the animals were unwrapped and the patches were removed.

Dermal irritation was evaluated by the Draize system at 24 and

- 48 .hours after patch removal.




FORL Study No. 7705

Daily Cbseﬁatiom:_ Daily observations were

recorded for all animals noting appetite, elimination, general
appearance and behavior, and any sign of toxic effects. Mor-
tality checks were conducted twice daily.

Animal body weights were determined and re-
corded on days -7, 0, 7, 14 and 21.

Terminal Sacrifice: At study termination, all

‘animals were su.crificed by exposure to Co, gas and then dis-~

carded.

Analysis of Data: The percentage of animals in

the test group that showed a positive (sensitization) response
following the 6l.a11enge 2pplication was calculated. The sen-
sitizing potential of the test article was then classified

using the system of Kligman (1966), as follows:

a - Sensitizing Potential
Sensitizing Rate”™ (%) Grade Classification

> 0-8 Weak sensitizer

9-28 Mild sensitizer
29-64 Moderate sensitizer
65-80 Strong sensitizer

81-100 o Extreme sensitizer

2 0% = non sensitizer.




DRL Study No. 7703

irritation scores obtained
":catio :6: the test article to the

anima vere conparcd to those scores

test gro, aninls using an extension of the

Ranie Flnding Stud:les
7 _ The individual and mean dermal irritation scores ob-
] ta:lned from the topical range finding study of MEKO are given

in Table 2. The indj.vidual,and mean dermal irritation scores

S obtained from the intradermal range finding study are given in

. Tables 3 and 4. Test article, vehicle and positive control

g&t@rhl concentrations chosen for use in the main study are
specified on Table 1.

Daily Observations and Body Weights

T an ini'mi‘ls appeared normal and healthy over the

course of the study.
Individual and mean body weight data are given in
"Table 5. As indicated on this table, the mean body weight of the
tesf.veh.tcle control and positive control groups increased weekly.
Analysis of Data ‘

Individual and mean challenge application scores are

given for the test, vehicle control and positive coatrol groups
"in Tables 6-8, respectively. Additionally, Table 6 gives the
" percentage of animals in the test article group that exhibited
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a positive (sensitization) response. From these data, the sen-

sitizing potential of MEKO was rated as strong-extreme.

CONCLUSION

Allied Corporation, Department of Toxicology sample no.
8211-74A (MEKO) was evaluated for its potential to produce
dermal sensitization using the guinea pig maximization test
technique. Using the system of Kligman (1966), the sensitizing
potential of MEKO was rated as strong-extrene.

The positive control material (DNCB) produced substantial
erythema and eschar formation following the challenge appli-~
cation. This reaction indicates that dermal sensitization to
DNCB had occurred and thét the test system could therefore
detect potential dermal allergens.
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292.5.
228.0 $29.1

233 274

' 362
319
320
326
327
326
323
324
309

321.0 366.8
£21.4 .5 223.0

. ih:lght loss obsexrved at day 14 is attributable to an. imporativ-
sipper tube which was found on the animals' water bottle.

U ‘ bﬂumtamotthonightlouobsunﬂatdqﬂhmtm
Experimental minipulation (48 hour -occlusive wrap) is eouhhuc to be a
cuntributing factor 1n the loss obuxvul at dny u.‘ S :




Table . o msuay-o.vm‘

: tnaividual and ulll Challcngllnplication !xytha-a SGomcc
- ~{(Tast -Article Group)

. : Hours After Patch ne-ovh
Animal Mo. . 24 48

56\ MEKO in
propylene glycol
(Test Article)

RO NN
NN O N

Mean
+S8.D.

Percent of Positive .Responsesbz S0%

Grade and Classificatiohb: V - Extreme . IV - Strong
sensitization . sensitization

100% propylene 7705001
glycol 7705002
(Vehicle) 7705003
7705004
7705005
7705006
7705007
7705008
7705009
7705010

-N-N-N-N-N-N-N-N-N-
CoLCoOoOCOCOOMmMO

Mean

Sigm.ficantly different from challenge application scores obtained from test
article treacment to the vehicle control group (Mantel, 1963).

.. b System of Xligman (1966).
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!l«':un After Patch Removal
Animal Ro. 24 48

0.1% DNCB in 7705021
propylene 7705022
glycol = 7705023
(Positive Control) 7705024
: : 7705025
7705026

2705027

7705028

7705029

7705030

A ANOLAWLILN
[ [ N »
bbb hwaw
L AL ) [

- Mean
ts.n.

1008 propylene 7705021
glycol 7705022
(vehicle) 7705023
7705024
7705025
7705026
7705027
7705028
7705029
7705030

]
o
1]
o
0
o
-0
o
0
o

~N-N-N-N-N-N-N-N-N-]

Mean

. Indicates the presence of eschar tissue.




