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+DATE 2 1/31/78 |

SUBJECT: EPA Reg. lio, 239-EULL, Crtho Triforine EC .
: (Ii,li’~[l,h-pipera.zinediy1bis(2,2,2—trichlomethy]idene)]bis[fomamide], R

-

" FRCM: R.B.Jaeger 4 s
e :

TO: Eugene Wilson

ma1l

Data submitted are reviewed as follows: --

1. "The Acute Oral Toxicity of Ortho Triforine EC", Envirommental Health -
& Toxicology, Stardard 0il Co. of California, 10419/T7, Study Fo.
S21113 (SOC/L 1655/31:48); submitted by Chevron Chem. Co., 1/3/T7
(Accif3256h ). -
a., Protocol: Acute Oral ID50

Substance Tesied: Orhto Triforine EC (lzboratory analysis of .

composition of materialttested was ihcluded)
Specics: Speasue~Davwley rats

Sex and Age: Adult M/F
lumber of Animels: 5M/SF per each of 4t and 6 cosage groups, respect:

Conduct of Test: -

Doging/Duration: Animals housed individually; fasted ovédrnight promm—

prior to ¢osing; free access to food and water during stucy. A
Single intregastric doses ranging frem 3.3 to 10 g/kg (males),
or 2.2 - 15 g/kg (females) of the undiluted test material were = -
administered o groups of 5 fasted rats, Five fasted animals of ¢
sex served as controls.

Observaticns: Animels weighed prior to treatment and 7 and 1 day
after treatment, Mortaliiy observed up to Ik dz\a.ys.

Ilecropsy: After 1k days, the surviving animals were sacrificed a

examinred “or gross pathological changes., The following organs anc ™
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tissues were examined: salivery glands, thymus, heart, lungs,
kidneys, adrenal glands, spleen, liver, gonads, pancreas, G-I
ti'a.ct, bladder, lymph nodes, vody fat, teeth, skeletel mmscle, ,L;:_ .
eyes and skin. ‘ P
b. Results:
Mortality:
Dose 1&4-Day Time to Time to ;1_
. (E/kg) Sex Mertality Death Recovery (3 ;{.
i =
2.2 Female 0/5 —— ———{a) lammnd
3.3 Male 0/% -— .
Female - 2/5 <1 - 1 days 2
5.0 © Male -~ 2/% <l - days <2 - <7 R
Male - - - i/5 <4 days L4 o
f Female 5/5 1 - 2 days — po—
: 7.5 Male 3/% 41l -<8 deys —_—
‘i Female 5/5 ~ 3 hrs-< 2 days -—
g 13 Male /s <1 day -—— -
| Female 5/5 ~3 - U hrs — .
k 15 Female s/5 v2 - 3 hrs —_—
2 "\
Ty -
(a) No signs of toxicity were observed at this dose level. e
i ‘ te
j LDgy (S5% Limits) Slope (35% Limits) .
Males 5.7 (4.0 - 8.2) g/kg 1.5 (0.38 - 2.2) s 7
[ -
Females 3.8 (1.9 - 7.3) =/kg 2.1 (1.9 - 4.2) c .
. < - N
A - -
J N
Toxicological Symptors: At higher doses the following were =
] e
5 noted: depression, weakress, coliapse, comvulsions, diarrhez, )
reduced food consumption ard death.
: [BEST AVAILABLE COrY 2
&
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Hecropsy: "lio gross pathological charges attributed to the
test material were observed.”

Body Weight: individual wts., etc. were not reported.

-
c.v Conclusions: ] A ;_:_
study is considered CORE:Guidelines.
Toxicity Category: III “CAUTION"
"The Acute Dermal Toxicity of Ortho Triforire EC"} Environmental Heddth _ _.
% Toxicology, Standard 0il Co. of California, 10/19/T7, Study Number ;’f\i

S-1114 (SOCAL 1066/29:Ll), submitted by Chevron Chem. Co., 3./3/7T

(Acc#232561 . )
|

a. Protocol: Acute Dermal LD50

Substance Tested: Same as 1, above ‘ 2
Species: Tiew Zéala.nd White Rabbits ;_:,,
Sex and Age: M (wt 2,11 to 2,77 kg) )
jumver of Animals: 6
Conduct of Test: ) =
Dosing/Duration: Animals housed individually; given daily rasion 2
of commercial lab. feed and free access to water. Fur on the :——
trunks of each rabbit was clipped free of hair on the day prior > :-
P
to testing. 3/6 rabbits had their skin sbraded. 5g/kg of test %~
material were applied to the trunk of each animal and held in i
contact by plastic sheeting. 6 control rabbits were also used. -
After 24 hrs material was removed from the animals. _: -
Observation: Animels observed for 14 days and sacrifieed. Animali .
were weighed prior to treatment, and <t T and 1L days after ":"—
treatment; weights compared to controls. RE
_ N

BEST ALMLECOPY ]
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" Necropsy: The fomowii}g organs and tissues were examined: thymu:

heart, lungs, liver, kidneys, adrenal glands, spleen, gonads,

G-I tract, pancreas,. salivary glaads, lymph nodes, bladder, bod;
teeth, skeletal muscle, eyes and skin, -
b. Results: | A

Mortality:

1/6 died 5 days after treatment.

i ) Observations: Less than normal food intake witiu accompanying wt. i"'“-:
-;H loss observed in 5/6 up to 8 days post treatmerb, Eleven days _
A

post treatment survivors were eating normally, gaining wt. and

appeared normal, exvept for severe skin irritation. The wis. of /

the treated and control groups were significantly different at - ]
Emor—1n
7 and 14 days (p< 0.01) ard (p< 0.05), respectively. -

lidcropsy: Anatomy of expired rabbit showed an enlarged, granulai
congested liver and leather-like necrotic skin, Survivors showe:
less than normal amounts cf body fat and areas of slegghirhk,
necrotic skin, and eschar formation.
ce. Conclusions:

Study is considered CORE: Munimm Data. However, since only malc

rabbits were tested the study does nct satisfy the requirement

female rebbits would

an Acute Dermal LD50 evaluation by itself;

need to be tested as well., See comments at conclusion of
registration review.

An ID50 evaluatdor was not conducted or reported. It can e

reasonsbly concluded that TAX the LD50 is greater than S5g/kg

for the male rabbit,
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3. "The Eye Irritation Potential of Ortho Triforine EC", Emvirommental
Health & Toxicology, Standard 0il Co. of California, 10/20/T7, Study
Number S-1115, (SOCAL 1067/30:72), submitted by Chevrom Chem. Co.,
1/3/7T (Acc#23256k) | o

a. Protocol: Primary Eye Irritation ‘;_":__f::
Substance Tested: Same as 1. above -
i
Species:New Zeaiand White Rabbit ’
Sex amd Age: M; age not stated
Humber of Animals: 6 =
PR
. . Lo g 2
Conduct of Test: ..
: —
Dosing/Duration: Animals housed individually; daidy ration of
commercial lab, feed and free acess to water, O.l ml of test
material was palced in the conjunctival sac of one eye in each ' .

of 6 rabbits. Untreated eye served as conﬁrol. Eyes were examinec -_:1
at 1, 24, 148, and 72 brs, and at 7, 10, and 14 days using the p—
modified Draize method.

b. Results:

- 5/6 rabbits demonstrated increased severity of cornedl opacity’ ey

up to 1k days (complete cornedl opacity, with rougheded cornea ,__,
and paanus). ) Z,_.":,
- mild iritis reversible to O at 10 days RS
- severe redness of conjunctiva (6/6 at 3 days, 5/6 at T days, :..,'
1/6 at 14 days), conjunctival sloughing was evident ~ '
- severe to moderate discharge and chemosis reversible to slight :_r
at Tdays and 14 days. X
c. Conclusions: \ ) B
Stuuy is considered CORE:Minirmm Data. :—,—
Toxicity Category: I "DAIGER" ——

BEST AVAILABLE COPY ] . 5
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The following were nojed: ‘ -

(1) irritation index not reported

(2) length of time material was an contact with eyes was not S

i

reported . =
I————————

(3) used only 6 animals with no indication that the effects of
washing were evaluated.

4, "The Skin Potential of Ortho Triforire EC", Environmen!al Health & r -
Toxicology, Standard 0il Co. of California, 10/20/77, Study Mumber .

§-1116, (SOCAL 1068/30:73), submitted by Cnevron Chem. Co., 1/3/T7 oy
(Acc# 23256h) . —
‘~
a. Protozol: Primary Dermal Irritation :
Substance Tested: Same as 1. above '
Species: Hew Zealand White Rabbit . / . ,
Sex dnd Age: Male; age not stated ) s ..:
" Humber of Animals: 6 ) . pr——

Conduct Of Test:

Dosing/puration: Animals housed individually and given daily

ration of commercial lab feed; water available ad lib, The fur - -

on the backs of 6 rabbits was clipped free of hair. 0.5 ml Of  jumm

1 test material was applied to ar intac' and abradef site on the : '--

4 back of each rabbit. Treated area was then covdred with a gauze .

- patch, secured by adhesive tape. The trunkof each animal was B
then loosely wrapped in a plasiic sheet, After 24 wr exposure '

’ the wrappings and test material vere removed. Irritation was ;{ _

' scored at 24, 48, 72 hrs and at 7 days using the modified Draiz { ’

: b, Resui-s: ' b
Primary Irritation Index 5.5/8.0 :«_.-._

- , There was virtually no difference between intact or abraded ;_.—

.
3
% ckin areas. Erythema remained severe (beet redness) with é
A
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/
eschar formation (inju;."ies in depih) at 7 days. Also noted

was white necrotic skin. Edema was moderate to severe at 7 days.

ce. Conclusions: ‘ f‘:*’t.
S{:udy is copsidered CORE :Minirmm bata. —
Toxicity Catefory' I "DM&GER" s
5. "About the Acute Inhalation Toxieity of 20} Ermlsion-Concentrate of
W-52l in SPF Rats", Laboratorium Fur Iharmakologie Und Toxikologie, .
. 3/3/72, Submitted by Clevron Chem. Co., 1/3/7T (Acc# 23256k) ;;;:-:..,:
2. Protocol: Acute Inhalation ICS50 : ;'i
Substance Tesled: Unknown? ' -
Species: SPF-Wistar Rats (Farbwerke IOECHST AG., Fra.nkﬁzrt/Mg’in)
Sex and Age: M/F, 60 and 82 days old, reppectively. : —_—
tumber of Anfmals: S5H/SF fer each of 5 doses (0, 5.1, 9.8, 20.6 st .
and 37.8 mg/1) -
Conduct of Test:
Dosing/Duration: 10 rots were housed in glass tubes with N
respiratory tubes within a 39 liter glass contairer, The air ::
was dried in ikree grades (potassium dichromste~sulphuric aecid, :—:——
sodium hydroxide, calcium chloride) before applying the W-52k : >
e;mlsion-concentra.te. Exposure Was 1 hr, Afterwards animals wei‘e ;. V'_.
housed iidividually and the cages illuminated and darkened at ks
12 hr intervals durirg the 21 day obserzation reriod. Food and
water available ad 1lib. Sixe of droplets were determined to ,, ,-,
be: T0% <I5u; 95%< 20 A . P
Observations: Gereeal benavior and condition and food comsumptior -~
determired weekly (a%t same day and hour of the day). ‘.:.;«
¥ l'ecropsy: All animals sacrificed by decapitation, exsarguinated, u—=—

dissec-ed and microscopically examined: heart, liver, ].v.mzi;s,7

spleen and kidreys.
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Behavior: Increased s3livation, serous rhinitis and sedation

as dose increased., Ataxia noted after 40 minutes of inhalation.

Fodd Conswmption/Body Wt.: No change from ‘control
Mortalily: Nore. | .
IC50 (21 days obs.) > 37.8 mg/l

Necropsy: o significant pathogical findings.

c. Conclusions:
Study is considered IIIVALID because the ‘Elateria.l tes‘ted was aof
completely, clearly, and sufficiently identified. Is rci the
same as the formulation for EPA Reg. Ho. 239-EULL? Onc:éi this
information is received the study will be upgraded to CORE:
Minizmum Data and will satisfy the requirement for an Acute
Inhalation 1IC50 study.

7 As noted above, Acute Dermal IDSO data is lacking with regard to the
female., However, sufficient toxicity data are available which indicaye:
(1) the female is not sufficiently more sensitive than the male (i.e. Acute
oral 1D50); (2) thés information together with the AD LD50 value for males
indicate it is suffiently great (i.e.>5 g/kg) to preciude further testing
in the femele; and {3) the product will be requized to carry maximum
precautionary labeling for avoidance of skin contact based om the Primary
De.mal Irritaticn Study in male rabbits (i.e. "DALGER. Do no= get on skin,
etc., etc.").

Further, TB-notes tre Inhalaticn 1€50 evaluation is unacceptable until
the questions raised abo*re' rave beer adequately addressed, with regard ‘o
that specific study.

TB notes alsc, the Tegistrant's label statement tertaining to emesis if
3 g
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material is swallowed. TB questions ti)is statement based on the apparent

corrosiveness of the material. As sucli, emesis may produce' further

complications and ulceration of the mucoid lining gf!'the esophagus and other

associated tissues. Consequently, TB will require justification from the

Regiétra.nt that emesis of ingested malerial is a proper and safe statement

of practival treatment., Until such information is received, proper preceutionary

labeling cannot be pﬁ:escribed and therefore, TB recommends against registration

until items _a.ddressed above are clarified,

A
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Yo, ,f{.'/— A0 f_.;/-:/;,-.. -
Robert B. Jaeger, Physioddgist
Toxicology Branch
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