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X. z,@«Dichlamph@n@xyacetic acid butoxyethyl ester: 2l-day
permal toxicity study in New Zealand White Rabbits. HRID Ne.
£14079-01,

Groups of five male and five female New Zealand White rabbits
recelved 15 six hour dermal applications of 2,4~
pichlorophenoxyacetic acid butoxyethyl ester (2,4-D BEE) in corn
oil at 0, 50, 150 or 500 mg/kg/day. Dermal irrvitation observed. at
the site of application of various animals in &ll dose groups,
including the controls, included erythema, edena and scaling.
Histopathology revealed slight fibrosis, epithelial hyperplasia and
scute inflzmmation at the trezted skin of some males and females
frem all dese groups, imcluding the control. There was no evidence
of systemic toxicity; 2,4-D BEE had no adverse e¢ffects on survival,
body weight gain, clinical signs, hematology and clinical chemistry
parameters, absolute and relative organ weights, gross pathology,
or histopathology.

HOBL= 500 ng/kg/day (HDT) for derml irritation and systevic
toxicity.

CORD CLASSIPICHTION: Minimum; saﬁtisz‘:iem “the quideline reguirements
(82-2) for a 2i-day darmal toxicity study.

7. 2,4~D triisopropanolamine salt: 2i-Day Dermal Toxicity 3Study
in Hew Zealawnd White Rabbite. HMHRID Fo. 414067%9«02.

Groups of five male and five female New Zealand White rabbits
received 15 &1y hour Germel applications of 2,8~D
triisopropanclanine salt (2,4~D TIPA) in distilled watexr at 0, 100,
450 or 1000 mg/ko/day. Dermal irritation wag Linited to very
slight, transient erythema at the application site. Histologically
‘they were characterized &s very siight or slight inflammatory
resction of the dermis sean in two animals at 100 mg/kg/day, four
at 350 mg/kg/day, and five at 1000 ng/kg/day. The inflavmatory
reaction was confined to the superficial dermis; no epidermal
tesions wevre sech. 2,4-D TIPA did not induced systemic toxicity;
ao trostment-related offects were obgervel on survival, body weight
gain, cliniecsl signe, organ velights, hewatology and clinical
clomistyy, ovgan welghts, gross or bistopathology.

fOBLes 1000 mo/kg/day  (HDT) for dermal irvitation and systenic
toxicity.

COnE CLASSIFICHTION: Minimum; satisfics the grnideline requirements
(82-2) for a 21-&7y

- germal toxicity study.
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TII. 2,4=D isopropylamine salt: 2i-Day Dermal Toxicity Study im Wew
7ealand White Rabbits. MRID No.434879-03.

Groups of five male and five female New Zealand White rabbits
received 15 six hour dermal applications of 2,4-0 isospropylasnine
salt (2,4-D IPA) in distilled water at 0, 50, 128 or 150 ng/kg/day.
Treatment caused doss-dcpendent dexmal irritation manifested hy
slight, transient erythema at 50 wy/kasday, slight erythers and
gealing at 125 wg/kg/day, and slight o moderate erythema at 350
mg/kg/day. Histologically dermal legslong were characterized as
focal or wultifocal irritative effects, namely, inflammatiow end
epidernal hyperplasia:; lesions were seen only at the 1285 and 350
ng/kg/day levels. No histopathological dermal lesions were seen
at the 50 mg/kg/day. 2,4-D IPA did not induce systs lc toxicity
which was evident by the lack of effects on survival, body weight
gain, clinical signs, hematoclogy ox clinical chemistry paranetsrs,
organ weights, gross, or histopathology. ‘

HONLs 50 wg/kg/day for dermzl irrit: tien; 350 mgrkg/day (HDT} for
gystemic toxicity.

08I 125 wy/kg/day for dermal irritstion.

CORE CLASRIPICRPIod: Minimums satisfies the guideline reguirements
(82-2) fov a 2i-day derme’ toxiclity study. ;
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This Dats Eveluation Report (DER) summarizee the resulis of
& Zl-day dexmal toxlclty etudy in rabbite with 2,4-
pichlorephonouyacetic acld, butouyethyl ester (2.4-D BEE).

WISERIALG 1D METEADS

5. Tosk Nakoriels 2,4-Dichlevepheonouyacetic Rold,butoxyethyl
ester (2.4~0 LEE)

Iot Ho. AGR 376426

Xﬁ E‘s’@‘g K=007728-008
goriptions bark Asbern

mwm,yi 94.,6%

Komusenaltys gtebility and h@m@g@m&my’ of a,«&u@ BEE
dege solubions vas determined concurrently
with this study

% Past huninsie:
Rabbil

How z:mmm White
Pive Fowut

%m o evaluwate the Jderual
% &,4-D DER following repented
v dosg mv@m for the zxumy
5 fi‘%m mﬂm ~GA areal appllicatiens ef
sriel ot ¢ rate of 1.7 wi/kg,. This
fovel of 2024 ng 2,4=-D BEE/wg/floy or
id egulivelant. @wm@ to jyritation at
diiuted 1:3 with cerm ell and
wt & rate of 1.7 wifkg vhich
G By 4,4 D DEE ox 36% myskg 2.4

rapulis ef the pre s etudy, the dose
v gtudy were 56, 180, and 800
ren diluted in oorn ell, and the
&mmgm of give nule and five

23 6f 3% deruel appliestions
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reosis
S

T R S S S S B S S D P B, TR

©y Mg

5 ’ e




08185

£, Preatnant Procedure

Animzls were acclimated for at least 14 days prior to the
initiation of the study. -All rabbits were acclimated to an
elasiic jacket (used to holl the test material and dressing
in dermal contact) for at least four days prior to the first
application. A&n area, approximately 10°'x:15 cm on the back
of each roibit was clipped free of fur prior to the initiation
of the study and as necessary thereafter. ' 'A dressing
congisting of absorbent gauze and non-absorbent cotton was
wsed to hoid the test material in dermal contact. The jacket
angd dressing ware removed approximately six "hours after
application and the test site was wiped with a water-dampened
dieposable towel Lo remove any residual test material. :

5. Brperimental Prosedures

Parageter Time measured
Censyal eppoaranca Daily
Dere=al observations Daily
Body walght -Weekly
Hepatolowy At termination

vosrlit (HOF;
globin (HGB)
laukosyte counl (WBC) :
ibivocyte Count (RBC) \ a
platelets (PLAT) ‘ e
Leukoovie Differential count
Cellular moyphology

¢iinlcal chemistrys &t termination
caloium
Chloride
Plhicaphorous
Potassium
Sodium
Bikeline Phosphatase (AP)
gerom Alanine aminotransferase (SGPT)
Sorve hepartate Aminotrensferase (SGOT)
Aibunin (ET.E)
Bilood creatining
Plood Ures Nitvogsh
GlLobulin (GLOR)
Givooge (GLO
Total biliruk
Yobel protein
Albunin/globulin ratic

T
y

in (TBILL)
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6. PTorminstion

At termination, bhody weights were obtained, and all animals
were subjected to a complete gross necropsy. Liver, kidney and
restes were weighed, and organ weight to final weight ratios-
were calculated on all animals. Representative samples of all
tissues/crgans were preserved in 10% formalin. =~ :

7. Elstopabthology

Histologic evaluation of normal and treated skin, liver,
kidney and any masses or lesions were made on all control and
high-dose animals. ‘Histopathologic examination was extended
to lower dose eanimals and consisted of skin from the
application site and skin frow an adjacent site, as-well as
any greossly visil le lesions.

2. &takistical Analyses

Body weights, absolute and relative organ wveights, hematology
and clinical chemistyy dera wers analyzed by Bartlett's test
for esuality of variances. If the Barlett's test rejects the
egquality of variances, the paranetey was flagged Tor careful
evaluation of results. Pody wvelghts wers then analyzed by a

wres-wsy repeatad measures AROVA, hematoliogy and clinical
smistry parswmeters, teraminal body weaights, crgan weights
(absolute and relative) were evaluated by a two-way analyeis
of vaviance. Lf significant dose effects were determined in
the one-way BANOVA, then seperate doses were compared to
controls using one-way ANOVA'g with Bonferroni®s Correction.

RESULEE

(i) . Epobe study
In the probe study, when tested at 2024 mg/kg/day, irritation
and moderate to severe erybthema, ¢4 well defined edema and
to severe fissuring was ohserved atbt the site of
1 Giluted o 13 vith-corn-oil, and applied
7, wall defined erythema was seen at the test
mic toxlcliy was chsexrved. Beged on  thsag
., 50, 100, or 500 nyg/kg wos selected as the dose levels
» 2i-day etudy.

at 56z wg/ky/
gite. Ho eyst
resul
for i




(ii). 21=Day Stua :
1. Survival: No mortality cccurred during the study

2. Ciinical Siong: No treatment-related clinical signs of
toxicity were observed.

3, rpal  Observationss signs of localized reactlon to "

'&;K‘@&%ﬁfﬁa@ c@%ﬁ;ist@d of dermsl irritation at the site of

application in-various animsls in all dese groupe inciuding

the corn oil contrel. Twe male and two female contrels hed

silight, transient eduma and/o¥ scaling. Ons female comnbrol

had very slight erythcema abt the test site. &t the

50 ma/ky/day level, 4 usles and 3 females showed very glight b
erythews and cdema, and one ferale had slight sceling at the : .
tect site. All animals at the 150 mg/kg /day level developod I
elight erythema and edema, end ¢ fomales had glight scaling : ‘
at the test site. Well defined erythema and edoems were r /

present in 5 males and 4 femzles &b “the highedose :

(500 ne/kg/day) . In addition, slight scaling at the test site

was observed in both sexes of rabbits at the high dese.

4., Bodvy Relohibs  Treatw
welghts @il enimnle <

wit hed no edverse -effect -on- bedy
ilice) fott or ware near  thely
dn tlon.

pretreatment body welghts at temw

feslly er @%ﬁs@%@%é&lw
<&n hepstelegy or ¢iialcal

chie : grouns wvhen oompored te
Lppe trel growp values. L

§. bk htgy Mo trestashievelated

effacts wore noted lative ergen volehts. Yhe
staticticslly sign chosrvod in sheolute liver

wolehts of both cexes of robbite ab the 108 ﬁ@jﬁ@;@&f was not
congidered ogloally eignificant since ithe
ince 5 W e : adent, €there wes ne gffest on
roelative 11 stopatholegy ehovwed ne evidensse
of liver &ay Wi, «

o s Trestwentevelsted gress pstholeglesl
che &m p sileght ¢o siight deraal
il . at the sdd-apd high-dsaa
GEGY et o ond sgeles weve oboerved in
on bncldence @.  The suthers ntated that

vosh  gress potholegical
] k st {Coral soering) Vae pest
1y due geination of the onimails and the aubueguent

7 which OOGUES.
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8. ' pathology: There was no evidence ol pathaolor “eal
changss m%wmm:mm te 2,40 BEE. leslons ckusyved - €he

appilcation wsite were acute inglammation, KR
%yg&mgﬁ%i& end fibrosisy these leslons vere gl 1 tha
contrel and treated groups and shoewed nedther 1 - .. OBES

por trend (Table i). Blstopathology af the Mm’ B .y ﬁ%@
from high Goce emlmale rvevesled neo evidence <
eonielty.
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Tn o 2iedev dermel touielty study, 18 vepeuled dermal
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Thie Duta Bvaluation R@yﬁmﬁ (DER) summarizes the results of
& 2ieday dermel texiclty study in rabbite with 2,4-D

sriicoprepanclaning salt (2 &0 TIPAY .
ﬁﬁm MREERTRLE AND HUTROBRR

§. Tept Hotezisls - 2,4-0 Troilcoprepanolanine galt
(2,4=D TIPR}
Lot Ho. ROGR 276428
K=008866-004
Tl , hubsy
Buritys 72.2%
Honoponeltys ghakility and h@%ﬁg@mﬁﬁﬁy of 2,4~0 TIPA
done o lutlons vae deternined @mwmmmz,y
with the study.

2., Posl Dy

gncciont
ﬁ%@&ﬁﬁz

‘W@ﬁ&@%@.xﬁm“,‘@@ﬁv@w P&«
Chow 42322

Qi}@ Bopeobe cbely wan eond te gvaluste the Guraal
%i%&ﬁi«; @u 25 wdiluted 2,40 TIP4 following
sl & @ﬁmﬁ@ dosw lovels fer the
e rvecaived eight  dermel
@f %% %@@@ m&t@ﬁi@l &t & rate of
o Thig e dod o & dose level of 1474 ny
:wjk@jﬁﬁy er &E% B m@fﬁmg 2,46=D aoid eguivalont.

co of the probe study, thoe deas
s phudy vere 106, 356, ox

L owas dliuted in ﬁﬁm&ggl@@

1.7 mifks. Groups of five

&@@% & total ef 1% dorpel
&l (weohonds ond helidaye

~w§\w$@ﬁ diotilled wvater 8t

A groul was cleo ueed for the
@i@% ag@w@f&@@%%@@g&@ﬁﬁm@ @@1@“




of each rabbit was clipped £
of the study and as neces
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4. Trostuent Procedure

Animals were acclimated for st least 14 days prior to the
initiation of the study. &All rabbite were acclirated to an
elastic jacket (used to hold thg wberial - &resai

im‘&@rm&l‘c@nﬁ&@t}:f@x;&tgx ask
ap@li@&%ﬁ@ngé,Anﬁaﬁawg,&gym@‘

consisting of absorbent gauze
used to hold the test material in
and dressing wvere removed appr Lely €i
application and the test site was w with & wster-daupened
disposable towel to remove any residual € materisl.

5. Bwxporimental Procvedures

General appearance ; :. _ Daily
Dermal observations ‘ - Daily

Body weight - Weekly
Hematology &t termination

Hematoorit (HOT)
Hemoglobin (HMGB) :
Leukocyte count (WEC)
Brythroeyte Count (REC)
letelets (PLAT) e e
leukocevte DI ferential count
cellular morphelogy ‘

Clinical chemistry: : oAk tovminabisn
Caloelum ‘ S : :
Chloride
Phosphorous
Potassium
Sodivm .

Rikaline Phosphataze (AP)

serun Alanine aminotransferese (SGPT)
Seruwm Aspartate hainotrensferase (8G0T)
Albumin (ALE) ‘
plood creatinine

Blood Ures Nitrogen (BUW;

¢labulin (CLOB)

Glucose (GLLU}

Potal hilirubin (TBILIL)

Total protein

Albumin/globulin ratio

13
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€. Torpinetion

At terainotion, body weights were ebtained, and all animals
were subiected to & couplete grous necy DEY. tdver, kid

RN
sestes wore volghed, end organ welght to final welght ratioco

vere onlculated on ell anfuals. Representative yies of all
tiosues/organs WeLe proaseyved in 10% f;@m@xmy =

9o Eistopatbeleyy

Histolosie evalustion of noxmal and troated skin, Livez,
kidnsy and any FoGsef oY leglent wore wmade on &ll eontrol and
high~dose anl . Hiztspethelegle exanination vas extended
to lever dose ouimels and consleted ef ekim from Che
spolication site and ekin from an adjacont eite, az vall ae
any grossly visible leslong.

. @Gististionl Rualyses

53

pody wolghte, eheslute end relotive organ wolghts, hematolegy

and aiiniesl chowlobey dob o &hElveed by Burtleti's teat

ality of verianoes Baprletttle test rejests the

ey of varlenges tor wes flagyed for caveful
3 £ results.

wvolehts were then annlyeed by &
FEOVh, hooatology end slinlcael

fy welghte, oxgan welehle
vated by o tue-uey anslysis
doce affects wore devermined in
peparate  doser wore ecsrpared teo
Mhte with Denferroni's Correstlion.

Awved
pignitis

permel epplicatic: of 1474 ng 2,4-D TIPR/kg/dey cnused very
» ab the dexmal elte after the £ivet

1o otber elons of deymal lrvitation

i
sove noe cione of eyotenis teuwieity.

8, 356 and 1000 nyflg ves celecked
we 2ieday etudy.
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No mortality occurred during the study
2. f}j%@%ﬁm@go No treatment-related clinical signs of

toxieity were obsexrved.

3. gl Ohoey Qg s Localized ﬁ@m@al irnitation at-the
&p@{lﬁg “,*&%gggﬁ mﬁt@ ‘wue limited to very siight, transient
w%hmm ehaaxved in five animals &t the 300 mg/kg/day group,
pvo enimale st the 350 me/ke/day groups, and three animals at
¢ha 1660 ng/ke/day group during duys 1 through 6. After day
gy, there were no elgns of dermal irritation at any dose
level. :

&. Body Heloht: No adverse effects vera seen on body welght
in m*ﬁhwx gax ot any dose level: sll-animals gained welght or
were neoy thelr pretreatwent body-welghts at termination.

a3 1 gvs Ko blol mimiw m': statmtimmy
&mam; ehang wore eeun ol h@m‘mm@'ﬁc PErawters .
e, &»wmimim@ iy significent ¢ifferonces ware -seon in-
M.mim@ chemictry parenctoers (TBILI, ALT, BUN, TP) in
sabed groups when @ww red Lo appropriate coxresponding
groun valuas. How ', cince the values weve within
s wits, and £ re was ne evidence

5 GG Were nut consldered to be

5 7;*/ gﬁ&mdg_ &f‘;@ ﬁ‘mmm@n'&:wmlm@&
: Wb od : raiative orgen mm& % for
wole o ﬁﬁm ¢ rebblte.

Fatholn

s Ho trostrentorelated grogs pathclegleal

J«;‘*?mﬁ.my revesled very slight,
> ¢he devmie st thoe test gite ia 1/5
ol ‘m@ ngfle/days /5 wales and I/5
wy s angd %m wales and 3/9 females ab
Mmu 1 female at tha high-doana
@m inficometion &bt the trestwent
« goione  wvere oonfinsd te the
m@ ; snidernel leslons  were sest.
che 1iver and widneye frem h&% ﬁ@m aninals
enca of systewnie mwmm:y
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DISCTSBION

In a 21-day dJdermal toxicity study, 15 repeated dermal
applications of 2,4-D TIPA at 0, 100, 350 or 1000 mg/kg/day
produced no severe dermal irritation. Localized signs at the.
application site were limited to very ‘'slight, transient
erythema in a few animals up to treatment day 6. The
application site of 3all treated rabbits was within normal
1limits during the remainder-of the study. Histologically, the
dermal lesions were diagnosed as very slight or slight,
multifocal inflammatory reactions. These lesions were seen
in 2 low dose, 4 intermediate dose, and 5 high dose rabbits.
come animals in all three treatmwent groups had no lesions at
the application site. 2,4-D TIPA did not induce adverse
effects on =urvival, body weight, hematology and clinical
cheristry p: cameters, absolute and relative organ weights, or
gross or histopathelogy.

COMCLUBION

Under the conditions of this study, a NOEL of 1000 mg/kg/day
1o established for both dermal drritation -and systemic
toxicity of 2,4-D BEE. '

CORE CLASBITICRATION

2o Yo

Vinlwam: this study setisfies the guideline requirements

&
(82-2) for a dermal toxicity study.
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PRIMARY REVIEWBR: Jess Rowland, Toxicologist t)&w Gswtang / 73/ 1w
' Toxicology Branch II, Section II (H7059C)

EECOMDRRY REVIEWER: K. clark Swentzel, section Head ;%352?7
Toxicology Branch II, Section II {H7059C)

pATE EVALURZION BERORT

SYUDY e 2i-Day Dermal, Rabbit
MRID HO. 41407903 CRETHEL B0.3 315AE

PRET MATERIRL: 2,éwnichlaroyh@mmxyae@tic Acid,
igsopropylamine salt

BYROWYNHS 2,40 Isopﬁapylamine galts (2,4-D IPAR)

STTDY BUMEER: K=-004725-004

DROEBOR: DowElanco

PEGELE FACILITY: The Toxicology Besearch Laboratory
The Dow Chemical Company
fidland, WX

FEPLE OF BETORE: 2,4~D Isopropylamine salis 21-Day Der sl Toxicity Study
in New Zealand Wnite Rabbits. ;

RUSHORE: f.J. Mizell, L. Btkin, R.T. Haut end K.E. Stebbing

LEORT ISOURD: Fabruary 20,1990

GULLITY RASULRANOR: 5 oguality essurance statenent was pxsvi&ﬁéa

COHGLUBTON: Grovps of five male and five female Wew Ze:sland White rabbits
received 15 six hour dermal applicationz of 2,4~D Iscprop iamine salt (2,4~
D IPA) ip distilled watex at 0, 50, 125 or 350 mg/kg body veight/day. Dose-
dependent dermal irritation ohserved wers slight, transient erythema at the
lou-doss, slight exytchema and scaling &b the nid-doze, and slight to noderste
ervihema abd scating at the high-dese. Hist loglcally, dermal lesions
characterizad ag focal o¥ multifocal irrit tive effects {inflammation and
epidermal hvporplasia) weke saan only at the 125 and 350 mg/kg/day groups;
no histopathological dermal lesions vere seen at 50 m@fkgfﬁay”gx@@p; Thers
wae no evidence of eyztemic toxiolity: no syeatnes ~ralated effects wevre geen
on supvivel, clinical eigns, body wsight gain. henatolegy er - clinical
chenistry pareneters, oxgan weights, gross pathology or histomathology of

) 1iver. Under the conditioens of thig study, the no-cbaexved-
effocb-lavels (WORLE) ecstablished were ﬁ@»m@/kg/é@y’ﬁ@z’@@xm&lfimriﬁﬁti@n and
150 wigfkg fony for the systemic texieity of 2,4=D. TYIPA in rabbite. The
Jovecteshesrved-aifect-loval (LOEL) for Germal irritation was 129 ug/lkg/daey.

conn CLASEIFICATION: Mindmum; this study ¢otisfies the guldeline requirements

(62-2) for & Zi-day dermal touicity study.
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FITRADUCTION '

oiis Data Fvaluation Report (508} euvnmerizes the remults of

a 21-day dermal toxlicity study in rabbits with 2,4-D Iscpropylanine
galt (2,4~D IFR). ‘

b

FOUBRIALE BWD HETHODS
1, Test Neoterial: 2,4-D Isopropylanine salt
: (2,4-0 IPA) ~

Lot Ho. RGR 276461
ID Wo.e ¥ 00475004
Dagoripbion:  Anber
Purity: 50.2%

Homogeneitys  Stabllity and howogenelty of 2,4~D IFR
dese solutions vas deternined concurxently
with the study.

%, Peat L inslos
5y Rabbit
New Zesland Whlete
Five Menthe
ot provided
BOVEGE fueleton Bosesveh Products Ing., Denver Pa.
weing:  In indlvidual cuges ‘

: parine Cortificd Che - 8323
Waters a8a Jikilun

£

foombnd boglon

¥4 jzd

kel
o
&
34
)
=3
o
“2
&
e’%b
iié;

1 of undiiuted 2,4-D IPA fel lowing ropented
2 ; te ald in detereining dese levele for the 3i-day
fage ol

Cudy ablile re &8 three dermsl applications of
the undliuted test matecisl ab & zabe ef 1.7 wi/Hg. This

covrespondsd o a doss of spprovinately 1008 ng 4&,4~B
En/ke/day or TE8 wy/kg/lng 2,6=0 acld eguivelent. Ouing to
ippitation observed at this level, the piterial wes éiluted
5:% with distilled vater & splicd to ansther rabblt &t a
vote of 1.7 Riske which coreupended to & dose of 301 g 4,4~
D TRR/kg/day oy 235 wy &,6-D soid eguivalent.
(i1). Based on the resulte of the probe study, the dose
levols soloctod for the 2i-day ghbudy vere 80, 12% or
356 wg/kgfday.  She test piel wes Gilutsd in dlutillied
veboy, and the decing velune vad 1.7 mifke. Greupe of five
sle rabbits voselived a tekel of 15 dermal

vileatiensg duy
eraluded) . €ince thls sbudy e condusted concurrent with the
sieday otudy with &,4-D Priiscpropencionine salt (MRIU Beo.
£140%9~02) , one cenbrel grovy doned with dlstilled waler &%
o rate of 1.7 mi/kg wag cmpleyed for both studles.

oy

T - o e - A

i

& prebe %%m@y wan confucted to evaluste the dersal

s g 2i-gny inberval (veshends emd hulideys




e ‘%ﬁé& ul Procodere

ocimols were scclimated for at least 14 days prior te the

initistion of the study.

slastie jacket (used te hold the to 't material ané dressing
in dernal contect) for &bt least fouxr
application. &n ares, spproximetely 10 ¥ 15 om on the back
of cach rabbit wes clipped free of fur prior to the initiation
af the cbudy and &% --nec '
copsisting of ehoovbent ¢nuse end non-ghsorbent cotton was
yoad te hold the test moeterial in dermal contact. The juckst

and  dreseing were renove

cpplication and the test eite was wiped with a water-dampensd
disposshle tovel O rewmeve any residual test material.

5. Euperinontel Procedures

DOBEANGD
vabliong

eilulay worphelogy

. ehoniateyy
' alun
thiovido
Phosphorons

Sodiun
Alkeling
Sorys diand
Sorun Asportate
Bibwwmdn (AL}
pioad ovestinise
Bleods ©

2iebulin

Fhoophatase (AR}
za sminobr
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A1) rebblits were scolimated Lo an
days prior to the firet
egsary thereaftevw. A dressing
sppreoximately oix -hours after
Daily .
Dally '
weekly
At termination
o
At termin :ion ‘
nafernge (ECPT;
rage (BGOT)
= s o 1§
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6. Termination

At termination, body weights were obtained, and all animals
were subiected to a complete gross NeCropsy. Liver, kidney and
tegtes were veighed, and ovgan weight to final weight ratios
were calculated on all animals. Representative samples of all
tizsues/organs were preserved in 10% formalin. IR

%, Hictopstuelogy

Histologic evaiuvation of normal and tr.ated skin, liver,
kidney and any masses or lesliong were made on all control and
high~dose animals. Histopathelegic examination was extended
to lower dose animals and consisted of skin from the
application eite and skin from an adjacent site, as well as
any groesly visible lesions. ‘

g, @tabistienl Analyces

pody welghte, sbsolute and relative organ weighte, n@maﬁﬁlngy
and elinical chemistry data were analyzed by Bartlett's test
for cguality of variances. If the Barlett's test rejects the
eguslity of varviances, the paranster was flagged for careful
evaluation of regults. Rody welghts were then analyzed by &
hros-wny repesled measures ANOVE, hematology and clinical
chewlstyy pore 'eters, terminsl body weights, organ velghts :
(sbeelute and yelative) were evaluated by a two-vay analysis
of verisnce. If signifisant dose effects were determined in
the one-way ANOVA, then separate doses were compared to
controle using one-way Bonferronlls Corrvection.

BEAULES

(1). PFrobo study

In the probe study, vhen tested at 1008 mg/kg/day, slight
erythena and slight edows, a8 wall as necrosis was secn at the ;
trentment site. then diluted to 1:3 with digtilled water, and

epplicd et 301 ng/keg/dey, slight erythema was pre eal in the-

crented srem. Ho systewle toxlclity wes obsarved at elithsy

level. Boged on these vesults, BCG, 125, and 350 wy/kg wvas

pelocted as the dose levels for the 2i-day ¢ wly.

&
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(ii).

1. Suxvival: No mortality occurred during the study

2. Clinical Sions: No treatment-related clinical signs of
toxicity were observed.

3. Dexmal Obssrvations: Dose-dependent dermal irritation
cheerved at the application egits was - characterized -as
slight, transient erythema at the low-dese (50 ng/kg/day)
slight erythema and scaling at the mid-dose (125 mg/kg/day),
and elight to moderate erythews at the high~dose (350
ng/kg/day) . In addition, three males and one female at the
high Gose had scabs/crusts and scattered necrosis at the
application site. No dermal irritation was seen in rabbite
receiving distilled vater only. One male rabbit at the high
dose was not troated after the second application due to
clipper ahrasions which becane nacrotis and edenatous.

4. Pody Weleht: No adverse cffect on mean body weight was
sean in either sex at any dose lavel; all animale -gained
velght or wers neay thelr pretrestment body welghts- at.
terninatlion.

Fholoay: No blologically . or statistically
an nges wvere seen in heopatolegy parameters. A
atstisbically significant difference hotussn high dose and
conkrel phosphorous lsvels wes stbributed €o the normal
variability of this peremeter in rabblite and v .3 considered
¢ bo ef ne toxicological signiilcance.

6. Absolvte and Relative Ovesr Jobter Ho trestuent-related
effects wers notad on absolute ox rolative organ weights for
wale or fewsle rabblts.

7. Gross Pathologys Fo treetment-related gross patholegical
slterations of the skin were soon in robblte wveselving
Gletilled water or the lowedose (%0 mg/hg/day). In rabblte
at the 12% and 350 wmg/hg/fdey dege levels, dermal leslions
eonfined o ¢the trestwent erea conslated of one, or @
cowsiration of wowe than one, &f the following: thickensd
gkin, nd hyperenia. The cutaneous loslions vere
doas-dovendent; /9% moler and /9 femalen &b the 129 mg/hg/day
group and §/5 and /8 rles ab the 330 ng/hofday group. Mo
othar trestnont-related gross pothologleal changes wers soeh
abt any levsl.
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6. Histopatholegy: No histopatholeglcal lesions wers seen

in the skin of rabbits receiving the vehicle or the 50 my Z.4=
D IPR/kg/dey. Dermal leslions cbserved at the 125 mg/kg/day
group inciuded slight pultifocal dermal inflammationm,
suléifecal hyperkeratosis, focal kevatoslis,

a8

parakeratosis, and focal parekerstosis. Cutencous lesions at
the 350 ng/kg‘day inclnded very slight multifecal dermul
u G S L hyperplasia,
puliifocal porakerstosis, wultifeosl hyperkeratosie, mederate .
‘focal suppurstive epldermal {nflanmation, very siight ¢o

{nflammation, very slight to moderate egide

poderate cermal €ibyoels ( Teble 21). Histaopatholegy of the
iiver end kidneys from high dose eninsles revealed no ovidence
of systemic teuwlelity.

DIECUoezoN

tn a 2i-day dezual toxieity ghudy, rebbites zecelved 18
repsated dernal applicetions of 2,4-D IPR ot ¢, 50, 125 op 350
mosia/day. Dore~dependent dermal irritation
plight, transient eryiheong &t the SO mgfka/day oroup La
isdenate erythome, cdema, end coallng b the 350 nglho/sday
' .o or hictolecleel dermel lesiens vere ssen i
lowedoso. However, &b the mid- (135 ng/kg/dey)
(350 wg/he/day), hlstepatholegy reverled foonk
ippitative effgotg ab the domal eite. The
coneioted of Iinflasmetion end epidevmal
: E{@@ﬁ@:ﬁfﬁ;}ﬁ of there lesions were graded on vary
ol \V%é %

Y lestor

% ‘m_,%gj,,
plioht op ‘
exhibited noderate suppurative inflammation of the epldermis,

modevats epldermal hyperplasia, end Bodanate dernal fibeosis.
vedent, hosatology end clinlesl cheniotry parametora, sboeluta
snd roletive organ welghts, o guose oF isktoptholegleal
chongos in the liver and kidney:.

CONBLUSECH : -

Under the conditione of this study, the HoBLe establiched were
§¢ no/kg/day for dorwal ireitacion and 350 ng/higfdey for
gy@%ﬁm@% coulelty. The LOBL wes 3128 ng/lkg/dey for dGormel
Lrritation.

COPT CLAOEEPECRTION

vinieung taie study catisfles (he guideline requirdme
(622} for & Cermal touieley study. ~

noed  Sremn

one feusle rebblit at the Rﬁi%ﬁwﬁﬁ%& e

aid net induse odverse effecte enm survival, hedy




gable %, Dorpal Lesiene At applieation Gite im Pubbite Receiving 3181
fpplionticns of 8,4°Y tsopropylonine salt (8,4-D IFA).
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