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o 'Attenﬁicn‘>8*(e) Cobrdinétor”r

"'1Dé§ii§ir}of,ﬁadam:,,

" previous TSGA‘section"a(e):notificatibn,onrr' e [
4..-(N_ethyl;N-z-hydroxyethyl)-2-methy1phenylenediaminesulfate, S
7,',1otherwisefknbwn'am CD-4. The notific&tiqn,has'been;identified'by,; e
.. EPA control number 8EHQ-1185-0575, R L At

,:n'acute'ofai LDSO;stﬁdyiinrmiée,,'L{E;f Lo

: ,'study”inJmicé'wasicdnduéted'in drderftozinveStigate whether the
,j,kidnéyltcxicity,observedjin,rat wo 30 1 D of i SR
: ;’Spééies;:,The results indicate s'were,obse:yéd R
~in mice o y at the se of 200 mg/kg. Comparison of the
. mouse data with the preViougly‘Submitted>&cute,ratrdata;indicate,,,—
..~ that the rat 1serregthan;anaorderfofimhgnitude, '
"',:the;kidnéy[effects,, B Lol e

",Théfig,vivg‘acute dermal,dOSingistudyTiﬁ,rats'Vas,cﬁnducted SRR
e begausé,a'calchlatibﬁjbased on anteVioﬁsly,submitted,1grvitror',, SR
- jdeimal:pgnetrgt1dnjstud?jsuggestedithat toxic amountg of CD-4 may oo
~be absorbed from solutionsthrough/ratskin,The‘resuitsfromthe L
“dn vivo study showed th - dermal ‘application of a highly .
cbncentrated,sblgti ‘Tesulteq 7no;kidney7oridther,tgrgetférgan'
toxicity'ina/sensitiveSpecies.-These-datasuggest’thattheig'
1vo:ateofabso:ptionthrough'thevskinmay'be an important
éctqrfin,limiting*thertbkiéityfdfncneé aftgrfdetmal;@xpésureg— E
(1.e., the rate o kin absorption after dermal exposure may not .
icient to ult in an acyt ,toxié}blbod'concéntratiénzdf
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c;rFebruary 16 1988

ic;STUDY DIPECIOR

'?i;Douglas C Topping, Ph D., DABT

'2”,orgga SCIEEIISTS/TECHNICAL PERSOBHE

",fJohn W. Mogher, B.S., and
. Chris M. Ashley, Study Technicians :
"Milan S Vlaovic, D.V. M., Ph D., Pathologist

- PURPOSE/OBJECTIVE

711?The purpose of the study wag to estimate the single dose dermal LD50 of the
L test compound in male and female rats and the clinical signs of toxicity
‘ r_'~associated with a single dermal dose.7 7: e . T : e

'aarnsm SUBSTANCE,>LV;V

Ghem;cal Rame°' 2—((4 Amino—3—methy1pheny1)ethylamino)ethanol sulfat
;;A;;grna;e;xgme; .




'HA;'ﬁjs;ﬁ}if—=f

- : Male and,remale T : O
S ;Body Weight Range at Dosing (g) (H)__‘”O = 294 (F) 199 - Zzé_
'r'Age° Approximakely 1= 39 weeks old : . : :

'f i’gg BAEQRY AHQ EﬂMIRGNMEEIAL CQNDITIOH
' ',Housing

‘V:All animals were 1ndiv1dua11y housed 1n suspended stainless steel mesh cages.r;a'ffi

AL photoperiod of 12 hours from 6-a.m, to 6 p m. was maintained. Room R :

" temperature was maintained at 70-74° F. Relative humidity was maintained at SRR

. 46-50%, except for one day when the room was washed. On this day, relacive :
e humidity reachsd 97% transiently, and room temperature 1ea*hed 78°

B ) ;et and Water

rAgway@ Prolab Animal Diet (RMH 3000) certified pells*s, and water,
: .obtained. from the Monroe County (NY) Water Auth 0r1ty, were provided ad
~“1ibitum. No. ‘known contaminants which wgh;d interfete with the outcome of the
study: were expected to be. present in feed or water from these sources.rrf" i
o Analyoes of feed and results of quarterly analyses af water are maintained on ,”
'file within the testing laboratory. S ' : :

' _I_s_gm;gr_x

, 1¥Anima1s were 1solated and mon tored for st least five days after arrival :
i before release to the testing facility. : &

. Am_n_@_l_ugn_t__iﬁcag_m

o t;'All animals were identified by = gsﬁshmbef’and ﬁn;gﬁelﬁfnumﬁersdfmstsi;ésff;sg;7:,

"‘if<TEST PROCEDURES AND CONDITIONS

7f:Test Procedure Guideline

'4OECD Guideline fqr Testing of Chemicals* ;Guidsiine:ébz;épstsgzifiﬁs§'i19 1




,n'mg campound/kg bcdy waight)rr
o ZOOG, O(Cantrol) 7 : , . 7
'11 2000 mg/kg males*l 371 - 375 2000 mg kg females':,4@1;;4505;{f";

S0 mg/kg males., 376 77380 T ,_57 0 mg/kg females.i 406 - 410
,g 0s ing Regimen | : ' :

LA single dose of the material was. placed on a flber pad having dimensions of
‘j[approximately 4 x 5 cm. Distillud vater was applied to the pad in sufficient =
“quantity to dissolve ‘the test material, The pad was then applied to the skin i

“of the back of- each animal after the hair had been removed with an electric
~ “clipper.. - An occluaive wrap vas used to hold the pad- against the skin for 24 .
“hours. At the end of the exposure period, residual teat material was removed -
with running water., ~Control animals were treated in an identical manner, .
except that only distilled wvater was applied to the ‘iber pad. L

'tVControl Substance
Distilled—water,

,rr egic;e .

"1:, Distillvd water

c LINICAL OBSERVATIOES 5

- Animals were observed the day the wrap was removed and once each workday

- thereafter for the duration of the test for a total of 14 calendar days.
Observation included, but was not iimited to, ‘examination of the hair, skin,"
‘eyes, motor acﬁivity, feces, and urine. Animals were checked for mortality on'

':f; weekend d&ys.,;

"qBODY WEIGHT DETERMINATIOWS

 ;;1 Body weights were collected on the day of dosing and one and two weeks after
,,V 'uosing.r,, T . o R ; . Rt

"?ﬁ'ggckopsy ¢



E follows.

"f,LD50 IN FEMALE RATS z QQQ m?/ks - 95% C. I Ho range calculable

;ﬁ:':jNo doselmortality curve was conﬂtructed as one value is 1nsufficient to L
Vrii;jconstruct a graph. Such graphs. become statistically useful only with the use
sfi,of large numbers of animals and dose groups., R : S

'NO. RATS |NO. DEATHS|  TIME OF DuATH  |WEIGHT GAIN®|WEIGHT GAIN#|
ROSED(M.EDL (M.F) . .l "355154E1*1kiﬂ§ﬁ¥ﬂ4ﬁl; s

o | 55 | o0 | - 7'5+,5+‘, 7",;5¥;5¥g7';7 :

:,ﬁumbef'af—ahimals'gaining,wéight:ﬁ,f,r
= Bumber of animals losing weight - -

W "‘4+‘
({84

i S SUHMARY OF CLINI»AL SIGNS SR [ L
*DOSE {mg{kg} ~1’5 CLINICAL SIGN S ST NO OF RATS AFPECTED et

2000 R Purple Staining of the Skin"x  , 'SH 5F 77
o Cliinically: Recavered from e T AMG AR
' Staﬁning E ' : T KON O Lt L R

o0 | Clinicaliv Normal ',j' o sMsE

ffﬂEcROPsy AND ISTOPATHOLOG FIﬂDI GS.

',:See the attached pathology report for necropsy and histopathology fiadings. 1   _7i7'

f‘DATA ANALYSIS

he  data were analyzed uuing the method of Weil (1952) :Thé r¢su1té'vere'és: ;i

' LDso IN MALE RATS: - 2000 Q,/kg'- 95% C.1. ;ﬂ__g'gge calculable




ghly concentratec u :
2000 mg/kg. t-related abnormalities 0bserved in anima
,_admi istered a limit dose of 2000 mg/kg ‘consiated of purple discolorat
the skin of the back at the. site of application. ‘The staining graduall:
rjzfdiminiehed ‘and by the day of scheduled necropsy, only one wale and one
S hads residual discolovation of the skin. Abnormal findings noted at necro '
'»},consisted only of the aforementioned purple . staining in two snimals. No'signs
. of prgan toxicity were observed., The kidneys and hearts were processed for -
_microscopic evaluation. Ho treatment-related chenges were noted in these LT e
. organs, No abnormal clinical signs or ‘nicroscopic abnormalities were noted in””,'<r
- animals receiving cniy distilled water.  The 2000 mg/kg dosc was a
‘“nc—moxic-effect dose for rats of both 8exes, - .

';fQONCLUSIOV

1,Based upon the criteria set f01th by Hodge and Sterner (1949), the teet
Vmatexial vas classified as at’ most, slightly toxic. =

VDATA?STORAGE '

i‘ The final repcrt, tiseues, paraffiﬂ blocxs, slides, date sheets, and a11
"{',non_perishable rav data have been stored in the HAEL archives.

' cip'srATEMENT:f’

S This - study was conducted according to Good Laboratnry Practice for Ronciinical,ﬂf
" ‘Laboratory Studies as promulgated by the Food and Drug. Administra ion,.
21 CFR Part 48, December 22,-1978; and Environmental Protection: Azoney. Goed
: Laboratory Practice 5tandard 40 CFR Part 792, Hovember 20, 1983, This study
o was conducted in compliance with OECD Guidelines for Testing ef Chemicals.

MCE STATEMEE

';:*QfLTherQuality A:suraﬁce statement pertinent to this study is appended



