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'fDchment Control Officer (WH 557)
~Information Management Divibion"
-~ 0ffice of Toxic:Substances . S
ULS. Environmental Protection Agrﬁcv,'°
CLA 4 01M Street, S. W. - R
: iWaqhington D Co 20460

ifDear qir ot Hadam. ;f'i”i'f 2

“This is in réqponsejtéﬂMf;,Frank D. Kover's letter of December 23,
71985 to'Dr. R. L. Ralefgh requesting furtber information J",', 3
-subsequent to our submission on 2- -((4-Amino-2-methylphenyl)~
czvsethyl dmino)ethanol su]fate (hPA Documen L Control Number “
"f}srno ~1185-~ 057J) o : S Sl

‘Specific information requeeted b FPA ia given below"f,

777ﬂ~a,l Pravide ‘a full cop} of thc 1 nal'rqport.r

"The Submission was baeed on- an oral LD50 studv.' A c0p¢ of
-  the final report, 1ncluding ‘the ‘protocol, ‘gross and * e
5histonathological examiﬁation, and statistiual analvses, js’f,
"fenclosed with this 1etter.r' : , , e

"*W? Describe actionb taken to warn workers and others,rs

,?We have updated our’ Materjal Safetv Data Sheet (NSD%} and
,7,ilabe1 to refléct our findings., A copy of the MSDS with the
~ - new label 1s'enclosed for your information.' As Indicated: A
- “in’'the dinitial submission, our current handling pregaution« e
",have bren reviewed an,rure believed adequate.,r P

"EASTMAN KODAK COMPANY:
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yio 8 rong oxidizc
composition Products

Svstemic PXpO&UYL may caUSL kiinev An )uty'

Harmful if 1nhaled

IaREEER

,Dust may ‘cause upper respilatorj tlﬂCL 1er£1L*nn.,“

Lontagt with the powder cau rause'cy¢ irritatieg,; Lo

(2 Causpb skin irriLaLion.;rCan c3usé:hﬁ‘al1e:gLé;$'

;Harmful or fata} if Pwalloweq.; S

7L‘eaL h}nrtﬁmdL1Cu}L
ttentiun if aympa IS petq¢ L, 5 -




Acute Oral LDSG
Skin bsoxp ion
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~ o Radish s
Qf?eLLuge : 10 mg/er:V""

'S?PDIILG »z}fcrs

f;f;\o Advcr(e }ffrctq at
;;Harigoid 3Qb,mbtf(l:,
7 Radish 100 mg/L - -
'=1;1Larn1:,'2'100'my/1
: 00 mg /I

:'.::i;:::ts,_n._mrx“l::::*z:t:n- ‘kz..m::t:a:n*::"’“’s;..::zﬂ::

. SECTION xzrr'iﬁAxséoaTATLowE"

,"nsportatinn information 1cgilring Lhis product, please whonﬁ LHP
Distributicn Center nearest you: Rochester; NY (716) 254-1300; 0Oak Bro
(al?)r654 53ﬂ0 Lhu\blee, GA (404) 455;01?! Dallas, TX (214) Zél—lﬁl L

e Uhﬁublléﬁoerata} Health Safety, and Human Factors Laboratorv_—;
: hodak Company, Rochester, New York . S

1dust.,Hyg. Aesn QuarL 16:23;:




PATHOLOGY m' PDR‘I

,';C§@P9Qﬁd' 2 ((A—Amino- ~methylpheny])cthylamino)cthdnol uulfate Sl
?»Luf je (l l)(ealt) cp4 Lo '

Male rats given 25 50 100 or 200 mg/kg of the Lest compound and Do
V,ermale rats-given 25,50, lOO 200 or 400 mg/kg of the test ‘compound . Lo fr,
,i;determine approx1mate 1Lbs50 values were necropnied. Necropny findinga L
: jand lesions observed: during. histopathologic exnmination of Belected
: ,tissues are: listed in ‘the attached tables (Tablea 1~ 4) :

i The majnrity of lesions listed on: these tables were: coneidered ,
'jcompound or exposure~related Necropsy'iesions which were not compound -
oL exposure—related included multiple red or grey. foci in the lungs, a

't:jdysolastic rt. kidney 1in Rat 4365 a hypoplastic rt. ureter in Rat 436 a T
" displaced rt. adrenal gland in Rat 436, and hydrometra In Rat. 220.
*,irHistopathology lesions which were not. compound or exposure- ~related -

included perivascular: mononuclear cell cuffing, interstitial

ar:,inflamuation, centriacinitis and chronic- bronchitis in the lunge, focal

'_ ‘chronlc {nflammation in the liver, dysplasia of the rt. kidney in~ Rat
'436 and hypoplasia of the Tt ureter in Rat 436.

. The remaining 1esions were considered due to exposure to the teet
- compound either ‘directly or indirectly. The kidneys, lungs, ‘thymus,
- :1dver, ‘heart, spleen, stomach, duodenum, ‘and_testas were altered by this o
. exposure. The effects observed were related both to dose and ‘to- the N
r,‘length of Lhe survival period following dosing.r

The mosi consistently and severe]y affected ‘organ ‘was the kidney.,:e

All animals examined: showed leslons of. renal toxiclty and-at least some [

" _of the: 1esions observed in other- organs -are probably- aecondary to renal

'"':'toxicity ‘or renal fallure. At necropsy, the -most common clhiange - was-

_pallor or yellow discoloration of the entire cortex:: Renal medullae were

S 'generally darker in color than normal. . Affected kidneys were also

: frequently enlarged.. Petechial hemorrhage was observed on the cortical
f'surface of ‘the kidneys from Rat 225, The microscopic appearance varied
:,'depending on-how soon the ‘animal was necropsied following ‘exposure and. .
. ‘how severe the initial response was. The sarliest and most severe- lesion -
- was coagulation necrosis of tubular epithelium in the entire renal '
“cortex, - Animals which survived this phase showed sloughing of the renal

ubular epithelium ‘into the tubular lumen: producing glanular and hyelin o
casta which obstrurted .many ‘tubules.  ~Specimens from survivors showed
lated renal tubules- ned by thin ‘basophilic: epithelial cells, The—'

nterstitial response included congeetion, edema, fibrosis,: and minor ,
mononuclear inflammatory. cell infiltrates. Glomeruli generally appeared
uninvolved except where glomerular adhesione accompanied interstitial
fibrosis. - Females were: generally more severely affected. than males.
Urinary bladders from Rats 206 a 208 contained red—brown urine.,‘rf




VAcc.,No, 049847
’Study No. 85*0087;

: Lung lesions related to exposure were sﬁcn only Jn fsmdlc rdts that
jdied spontsneously.r Neﬂropsy lerlons included apleal. lung lobes which
were dark-red (Rats 218 and 226) and- the accumulation: of reddish fluld in";
the thorscic cavity (Rat: 209). Hicroscopic pulmnnary lesfons included

'perivascular edema, perivascular hemorrhage, necrosia of pL;ivusculsr

u51ﬂfl&mmat0ry Cellsy congestion of" pulmonary vessels; an embolus in thfvf SR

,PUlmOﬂarY artery, and alveolar fibrin deposition,  These lesions prnbablyj*l
-frenres - secondary vascular effects due to renal fallure.,;, :

'°7 Thymic lesions were also only seen in femﬂlcs dying snontaneously 7

£ following dosing (Rats- 218,°225,°226,-206-210), Necropsy lesfons

Ancluded grey: discoloration, hcmorrhage, ‘or reduced- alze.: Plcroscopic

'*f,lesions dncluded atrophy, cortical necrosis, ‘and hcmorrhage < These are':is

likely to be secondary lesions ralated to stress or sgonal chnts prior,f"

';frfto death and not related to direct chemical toxicity. P

o Heart leslons werc seen at necropsy in females dylng spon;aneously .
'following dosing ‘(Rats 218, 225, and 226)., Hicroscopically, ‘these -

"flesions were seen as foci or areas of myocardial cell necrosls usually

“with’ infiltrates of acute inflammatory cells. In Rat 225, “thrombi were

- 'geen in the heart and in- myocardial vessels and some necrotic areas:- were"’77'
B apparently due to infarction.r ' : S

5 Liver lesions were only seen at lechal doses: 1n females (Rats 218
5223 224,7225, 226,206,208, and 210)., Necropsy findings were - livers

fﬁf,that were darker in color than normal probably due to congestion, Four
~»livers were examined microscopically (Rats. 218,-225, 226, and 209)
'jiqistologic lesions included congestion, swollen hepatocytes, and

l;periportal cytoplasmic vacuoles in hepatocytes.~ ;

Splenic necropsy lesionb included an enlarged spleen in male Rat uJ9 ,,’i

;; }a small spleen in female Rat 225, and. pale spleens in femate Rats 206,

208, and’ 210." ‘Microscopic changes included lymphoid hyperplasia (Ratr

7h‘459) and atrophy of red and white pulp (Rat 225). It is likely that

chese changes are secondary or agonal 1esions.

Necropsy 1esions n- the stomach inCluded white disroloration of the

7 'fnon—glandular gastric mucosa in male Rat 466, bile stained: gas*ric mucosaiirji:l?f¥

-of ‘female Rat 225, hemorrhage into ‘the" stomach wall of female Rat’ 209
- -and the presence of fluid 1in the: stomach of Rat 209 The abdominal
':'cavity of Rst 209 also contained fluid : :

e Testicular necropsy lesions,included small testes which appeared to
i hes atrophied in Rats 461 and 463 and soft testes in Rat 465.77‘ E
”~i7’Microscopica11y, Rat 463 showed focal hypospermatogenesis in which




xindividual tubules bad rhduced spermatcgeaesis.t,icstES ixomrkata 463 and

1465 appeared histologica]ly nuxmal and:-no 1euicnu werc found which could
be correlated with the necropsy 1esionsb :

N p e
“L.O’Dono‘tﬂ%fo V.H.D., 'phb o




