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SUBJECT: Label safety review for registration of the fungicide 'ORTHO Rose
Diccase Control' (6.5% Triforine - 1,0 -[1,4-piperazincadiyl-bis-
(2,2.2-tr1ch1oro—ethy11dene)]—bis-[fbrmamide] to be sprayed on roses,

_crape myrtle, phlox and zinnias. A

- . »
At T

FROM: T8 | L s
13: Froduct Manager

File Symbol: 239-EUGL

Applicant: Chevron Chemical Company
Ortho Division
940 Hensley St.ect

Richmond, California 94804 S R
Chemical Name: MN,H*-[1,4- {nerzinediyl-bis-(2,2,2~trichloro~
ethyl1dene§]-bls-[formamide]. |
Other Hames: Triforine [
11-524 :

LA
e a?

a compound of Celamerck s T e

Trade’ Name: ‘FunginexR is a regfistered trademark for Triforine, ....:.-

ppme .
e .

The toxicity data does not support the labeling as submitted.

The eye irritation study with the undiluted 5.5 EC formulation pro-
duced corneal opacity which persisted for fourteen days. This necessitates

-+ _ the use of the signal work °'DAHGER' on the front panel and the precautionary... .
- wording as follows: o et

-

1. Causes eye damage .

2. Do not get in eyes

3. ¥ear goggles or face shield

4, First Aid
in case of contact flush eyes with plenty of water. Call a
physician.

TB further recommends that this product be registered only for
non-domestic uses and that the front panel of the Jabel indicate this
restriction. )
iote:

Wwith the exception of the three-generation rat study (C. . ﬁoehringer )
Sohn, May 31, 1974) and the mutagenicity study with albino mice (18T Ho.

622-05459, October 15, 1974}, which were not reviqued for this registration,.- -
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‘the remaininq studies submitted (including long-tenn studies). were re-- i'."".‘;':.‘ -
. viewed by R. Coberly of T8, 2/26/75, in conjunction with Registration | -Soi=m T _

Ho. 279-EOO0N-2990. h ] - 3::5:\{’ ii-:-.-::
6.5 EC Formulnt'lon ;:: R
Active Ingredient Percent by ut. : f‘;\
Triforine " . 6.5 SRR
Inert Inqredients . ;5 :___E

Toxicolegical Review

4 Mouse, acute oral, 4-524, Lot No. X479
C. Hl. Coehringer Sohn, 2/5/68
o 0/10 dead at 6.000 mq/kg :
“'::":* Yoo, 027 2d™ LD"O ’69/k9 " - T .'

4 Rat, acute oraT,~Tr1for1ne (w-524)
Celamerck, 3/20/73

'LDgq >16,C00 mg/kg
Adninistered orally by gavage in suspension {20 grams Triforine + 100 m'l ‘ ;_:— )
demineralized water and 015 g of carboxymethyl cellulose. (5 males and - 1,,. .
5 females/dose) . P b=
v, ) o Staggering and slcwer deeper breathing noted at 30 minutes. AU an1m1s F) < ks
" normal at 48 hours. A1l animals survived the 'M-day observation perfod.. - .,‘ :' -7
. Rat, acute oral, U-524, Lot Ho. 51 S -
‘ C. il. Bochrinaer Sohn, 11/4/68 . T
¢/10 dead at 5,658 mg/kg I X
LD5g >5,658 mg/kg . e
"\ Rat, acute oral, ¥-524 (Triforine) EC 20%, Celamerck, 3/29/73 SO
B Rat LDgg = 6,600 ma/kg - ~ e
5 males and 5 females used per dose level. 80 animals used in L=
study. - pomm—
gy ) Qv 3
R N
v T ‘*‘.--A-' " S --“', v Sty -"j—- ve® o -'5' R X y -:-.;- ._: -u-.._ .r".. - \ _,'—_:::__-‘-”‘1'—;-\'.’:"- -—k'--‘_.‘..', _‘_'_—;..f-. o
i e, N, ST et L T T e, T
—— i TCEEDTET NFORHATION 75 NOT THOLIDED




- Rat, acute oral CELA W-524 6.5% EC (CC5443), Chevron, 9/25/74 . .

. an area 6 X 6 cm for 24 hours. . Five males and 5 females were used in this

* ‘study. . ' Tl
No signs of irritation occurred. One male and one female were ‘found TntE —_
dead on the morning of the day following treatment. Death was thought to be i+ . -.
caused by animals trying to frce themselves of the rubber cuff. Other animals »-., ' --
survived the observation period. . T p—
LDso >10,000 mg/kg - R

. Rat, acute dermal, W-524 (Triforine) EC 20%, Celamerck, 3/29/73

' -
-3... v

. Duses ranged from 1500 mg/kg to 7600 mg/kg for males and from 1500 .
mg/kg to 5060 mg/kg for females. At autopsy, no arass pathological changes
were observed that could be attributed to the test material.

The LDsg was 4,450 mg/kg for males
957 confidence 1imits 2300-8590 mg/kg

The LD5g was 3,760 mg/kg for females
95% confidence Hmits. 1400-9920 mg/kg

Rat, Intraperitcneal LDsg, W-524, Lot Ho. T1/70, C. H. Boehringer Sohn,
3716/71

. Preparation - 20% suspension (+tylose) _ J
0/10 dead at 4000 mg/kg : i L
. LD5g 34000 mg/kg o -]

Rat, acute dermal, W-524 Technical, Lot Wo. T1, C. H. Boehringer Sohn; S
i ‘/4; 68 R L - A “ando
1 ;".':‘ f

One hour prior to application of the test material, 4thc dorsal and \l'enfra ; ,,__,
areas of che animals were shaved with electric clippers. The skin remafned . ..
jntact. Triforine was diluted 1:1 with demineralized water and applied to : ’

-

Rat LDsg = 2,500 mg/kg
Rabbit. male, acute dermal, CELA H-524 6.5% EC (CC5443), Chevron, 8/25/74 © u

Six male Hew Zcaland white rabbits were used in the study. At 2.9 a/kg " - -

CELA W-524 6.5% EC (CC5443) (undiluted) deaths were noted. Caused el
moderate erythema and edema. : _ e
Dermal LDgg >2.0 g/kg ' . - *M_,‘,‘ e

Rabbit, Eve Irritation, Triforine (4-524), Technical, Celamerck, 3/20/73, "‘ ~
reference 3. S

0.1 q of Triforine was instilled into the coniuviictival sac of the left
eye of 3 animals. Ho signs of i.ritation were noted during the one-week

observation period. 'isr “l“'l! cm4 |
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.. 7" Rabbit, Eye Irritation, CELA W-528, 6.5% EC Formulatfon (cC4263) (Coded -
.+ " SX 569, Chevron, 11716/73

Re T 284
i IR

'0.1 ml of the undiluted test substance waﬁ administered 1nto the B
conjunctival sac of one eye of each of six rabbits. i

Slight corneal opacity developed in most eyes by the two-day reading.
At 14 days, three eyes had moderate opacity and three eyes were normal.
Sloughing and roughened corneas were observed at the three-day reading.
Pannus was observed at the ten- and fourteen-day readings.

The test compound §s a severe cye irritant.
[Table 11 .

v

_ - - Rabbit, Eye Irritation, W-524 (Triforine) EC 20%, Ce'lamer:@:k, 3/29773

‘ _ " tine Hew Zealand White rabbits were used in this st[ldy: L
T T 7 -3 males in which the eye was not washed e
3 males in which the eye was washed after 2 seconds

3 males in which the eye was washed after 4 seconds
0.1 ml of Triforine EC 20% was instilled into the eyes.

... . .. In the unwashed group, moderate to severe symptoms occurred in the -::&
i “onjunctiva, and cornea.  After 2-3 days the whole of the cornea was o
“s1ightly opaque; it became more pronounced towards the end of the observa--.- &l e —.
tion period. Corneal opacity persisted for mere than 14 days. Hashing ' A )
considerably lessened irritation. Triforine (#-524) EC 207 causes severe eye:’ [ - °
frritation. The signal word DANGER is necessary. See Table 2. Sas

Rabbit, Skin Irritation, CELA W-524 6.5% EC (CC5443) Coded SX 636
Chevron, 8/28/74 :

. 0. 7
st L

S1ight erythema was noted in 3 of 6 animals at 24 hours. Ko other L e et .

: skin irritation was observed. The primary skin irritation score was 0.1. “"'-;f:‘; M. w2t

s S,

Rat, Acute Inhalation, CELA W-524 6.5% EC (CC5443), Chevren 9/25/74 RCI
Five Sprague-Dawley rats of each sex were exposed to vapors for one N
hour. MNo deaths or signs of toxicity were noted. : : [
VYapor exposure - 3.7 érams of CELA !-524 5.5% EC were put into C s ‘, ‘
300 1{ters of air or 12.3 mg/1. (Ko effects). N
Acrosol exposure - 23.4 grams of diluted CELA U-524 6.5% EC were ;,:5-_,;.
aerosolized 1n 300 iiters of air or 78 mg/1. (lic effects noted). , e e
P——
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‘Rat; 21-day subacute dermal, W-528 20% EC camgfck, 8372 "

e
P

)

00
5 Ce

hyperthermfa occurring in consequence of covering.

- 1ncompat1b1‘lity reactions after application of 0.5 or/ 1.5% emuls‘lon:'

The test compound was applied to the intact and abraded skin of -
80 Sprague-Dawley rats over a period of .21 days. Five males and females,
{ntact and abraded skin were observed without treatment for another 21 days
after the treatment period (recovery pericd). -

1-524 207 crulsion concentrate was dissolved in water to final con- QL'; -
centrations of 0.5 and 1.5%-and applied to 1/10 of the body surface. Y

Following each application very slight reddening and swelling were
seen in test and control animals. (Haximum degree 1 (Draize) subsided
within 30-60 minutes and are most probably to be associated with the

The following parameters did not reveal any definite indication of _ :

" H a

1.- General and cleaning behavior -~ ~ - .~
2. Food and water consumption

3. DBody weight development :

4. Hematological (after 3 vieeks)

AR. Hemeglobin

B. Erythrocytes o
-C. Leucocytes S el e

p. Differential blood count A T
E. lfematocrit TR 4
F. Prothrombin time

G. Thrembocytes

H. Reticulocytes

Osmotic resistance of the erythrecytes

r—
L]

5. Clinfcal Chemistry (after 3 weeks)

A. SGPT - :
B. tiiver functien test ) ’ . - S,
C. Cellulose acetate electrophoresis : e

pD.  Inorganic phosphorus
E. Total cholesterol

F. lucose

G. Tul

H. Jotal bilirubin

1. - Total protein

v. SGOT

Ke Calctium

L. Sod{ium

M. Potassium

. Chloride )




. Speci f‘lc gravity
SopH

.- Protefn i - .
E.. Glucose ‘- '>°
v Fau Hemog]obin :;'-.
- G.-. Bilirubin - i7- 0.
~«ll. Ketone bodles . ... ..

- 1. . Acetic acid boﬂing test..
J. ‘Epithelial cells-- .-..7
. Leucocytes = ;
‘L. Erythrocytes-:.. .
H..‘. Bacteria, worn eggs
- Inorgan‘l cs. s

.-'..'

-

i Histo]og‘«ca! exanination ‘of Vthe fo’!'lo‘-ﬁng organs (from Smﬂe and
-7 5. female.animals at the. 3-week autcpsy) mvea]ed no tes..-substance-relate
y patholog‘lca‘l findings* < S : .

"s'iz{dciér 5

-‘_ ,‘r:- R Thymid . AT i
S < Brafa et SRl -* Bone marrow
oL e ... Prostate st U rTrachea.
CieNn o T Uterus o . o Aortar

. ..'.l

- Stomach . - . Esophagus ;-"_-.";..
- Small 1ntestfne L -Z Pancreas .- R
-Large intestine - ° .. . “Peripheral® rerve )
;SaHvary q‘land R Skeleta‘l :nuscle : g

EE,ye . .

+Pituitary;:
: Gonads L3

oy skin'Z: 51 te of. app11cat10n -,Stht 1nfﬂtrat10n predominant‘ly with
'lymp‘m— and monocytes in .the upper third of the cortum. In addition to
that, ‘a s11ght reactive acanthosis-with hyper- and parakeratosis was ob-
. served. Ho-marked di fferences between intact and abraded skin were noted.
“.These changes wore noted in 3 test and 2 control -animals. (2 .m1 water/kg). .
22 S1ince these changes occurred in controls, this suggests that the method of'
¢ treatment was fnvolved. At the end of the 3-weck okservation period, no -
A patholocical changes could be detected at the sitas of apn]icutmn. .

.~ o effects ':dted"'at,l'.SZ'test rr.ater'lal- 1n water. -°

- - . o * * L s
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"';'z_':. Tcidence. of mortath
- :Body weights. ..--

L Ten aTb!nd nts were exposed to the test mater*lal
,‘per ‘day, ;five days per week, for, 14 days™ (ten exposuresl
m:entration vas. 5 8 ng/'l air. j~ Ten rats served as con

: " Other than 3 rats that d'led dariné b1eed1ng p;‘omdures,
no other deaths or untoward behavioral reactions.. )

or for 51x hours.? f 2

The. average vapo 5]
ro1s. R ‘:;4-

£vap

Hematology and b'lood chenistry (conducted before_ !
end of the’ testing period) e
Behavior f.':' S et

*ContrOI 1’
zControl 11

on'ly. v

A AppHcatmn to skin of tr*la'l gmups and 'ontrol Group I was 5 times per’, e
© " week (total of 10 times).. The 1liquids were applied in the shape of a cross. . .is-
~to the Teft f‘!ank. . The .comparative group received pmtreatment for. 5 ‘days .

aute A._'-'~

‘\lo. of Aninals

3 b n‘ltroch‘!orobenzene.
Tet - ononi 2% in ethery -
L -5 mles & 5 fenales - 7" Demineralized- watar..'
\~; IO males -& 10 females ~No treatment ... o

LB
-J-'.‘s .

a~e
Y I




.....

| .. After pretreatment the guinea pigs received no treatnent for two weeks.~
The doses in the final challenga were 1/10 of the cencentrations used in
'pretheatment, and applicd to the rinht flank.

“.77 77 No reactions were noted in e!ther trial groups,,wh1|e the comnarative
.+ group demenstrated an evident reaction.

.
(S . )
Laurence D. Chitlik, Toxicologist .

" Toxfcology Branch :
< Registration Division (NH—967)

-—

,;f cc:  Branch Reading File . R
% LChitlik:boa ' -l
NCG:0.E.Paynter : - - o
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Page is not included in this copy.

pages |2  through __|3 are not included.

The material not included contains the following type of
information: ,

Identity of product inert ingredients.
Identity of product impurities.
Description of the product manufacturing process.
Description of quality control procedures.
. Identity of the source of product ingredients.

Sales or other commercial/financial information.
7

The product confidential statement of formula.
Information about a pending registration action.

FIFRA registration data.

The document is a duplicate of page(s) : .

v/ A draft product label. .

The .document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




