\CONSUMER PROTECTINN AlD E'.WIRONMENTAL HEALTY SFRVICE

S 1vea

[7£7

Banuar .

Jan 3

Mr. kenmeth B, Nash

Festicides Regulation Division
Agricultural Research Service
U. S. Department of Agriculture
washington 0. C. 20250

leq. No. 116-&
Referral Nate - 17/6/67

Dear Mr. Nash:

The additional toxicolvgical data on Bacterfostat Cii 3565 {2, 4,4'-
trichloro 2 hydroxy-diphenylether) which was received from you on
December 4, 1968, in connection witn the above listed Req. “ec. h2s
been reviewed. :

de have no objection to the continued registraticn of this label.

Sincerely,

Lamar &. Dale. Jdr.. PR,
Pharmacoiogist
Reqgistration Section
Pesticides Froqram
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LBDate :mw QR4 >
December 26, 1968 YV ! 790 ¥
DATA. LY o | -
Subacute Lerval Toxicity (New-born feagle! - B
2} days - No untoward effects ?
‘ I
Regeated Insult Patch Test (Human] : ;
No irritation, fatigue or sensizization E;;_
Tos—
T
Acute Intravenous Toxicity (Mousel e
Eexachlorophene = LD50 12 mg/Kg
CH# 3565 = LDSO'z 19 mg/¥%s
——
Acute Intravenous Toxicity (Rat) ga:“
CH 3565 = LDgy = 29 mg/z ) ?____,
H

9

Kexachlerophene = LDSO = 14.7 mg'<aQ

Acute Intravenous Toxicity (Male Zat)

L&SO = 29.9 mg/Kg

‘I""Q-'.i
, ,..’

Acute Intravenous Toxicity (Femalz Rat) .
b =
L2 = 28.3 ma/Kg i
i > -

T
{

Acute Subcstanecus Toxicity (Femaie Rat)

-
g
4

L3e, = CH 3565°=714,700 mg/Kg

Rexachlorophene = 76.5 m3/Kg
Temosept IV = £8% mg/Kyg x BES1 A¥§ ? {Y \

18 Month Carcinogenic Study
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Kot a skin carcinogen
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2,4,4'-Trichloro-2'-hydroxy dipnenvietrer

OH
Structural Formula .

Emperical Formula : CypH;0,C15

Physical Form < Solid

Jse : Germicide
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Ractericsiat CH 3565
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December 24, 1968

2,44 -Trichiore- O -iigsdrany depher Tefuer
' ' Bactariostat (M 35¢5
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Subacute Dermal Toxicity in lew Born veayles

. ..
.

Two litters of 1 week old beagle pups were utilized in this study. The - : ]

litters were nol evenly divided as to sex. One litter of pups served as ;

the test group, the other group served as the treated control group.

The test material was made into a 0.1 solutior with 5% ivcry seap in . ;ré-.
distilled water. The test group of pups were immersed in tnis sglution
which was kept at body temperature fer 30 seconds each dav, 5 days per
week for 3 wecvks. The treated control groups were immersed in a & ivory

soap solution in distilled water in the same manner,

- s o

The following parameters were measured:

body weiqnts B} : o
food conswuuption ‘ - !

. ‘ body length measurements
surviva'

behavioral reactions -
skin reactions (macroscopic)
hematology

gross and microncopic examinations,

The test and control groups did not reves! any significant differences in
the above parameters. In this study, bsécteriostat Cit 355 in a 0.1 solu-
tion in 5= ivory soap did not produce any significantly different results

than 5% ivory soaﬁ solution.
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Acute Aerosol Inhalation Texicity Studies on Personal deodorant Product
_F and Personal Deodorant Product & :

Product F consist of (i E~-0.10", iseprapy i palmitars 100 ethanol
>SD-40-43,90-, Freon 127114, €60/40-33.00 . Product » was identical in

composition ‘to Product F with the exception that it contained no €4 3565.

Two groups- cf 10 albino rats (5 male, 5 female) were exposed, in an inhala-
tion chamber, toc a total of 10 aerosol sprays during a period of 5 consequ-
tive hours. The average amount of test material released per spray was

14.5 gm for product F and 1.1 gm for product G.

At the end of each test period, all animals exhibited qeneralized inactivity
and weakness. The effects were slightiy less pronc.nced among auimals
exposed to the aerosol of zroduct G. lin deaths, adverse body wéiqht effects

or gross patholagic alterations were observed among any test aniweals.

Repeated Insult Patch Test {Human) .

In order to determine if the materizl was capable of irritating the <kin

of humans, repeated insult patch tests were carri=d out on 56 human voiunteers
(21 males, 35 females) of the follewing s: wles: wool containing 7260 ppm
bacteriostat CH 3565, wool control, n,lon containinj )x,Qbﬁ pbm bdgteriustat

CH 3565, and nylion control.

The test material was applied to a predesignated site on the upper arm of

each subject and covered with gauze. Ihe gauze, in turn, was covered with
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polypropylene, the edges of which were then affixed to the skin with tape. f?-
At the end of 24 hours, the patches were removed. The contdact sites were :ﬁf;'
examined and observations were scored. -
Following removal, the contact sites were left untreated and uncovered and \-fg j
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allowed to rest. At the end of the rest period, they were reexamined to

ascertain whether-there were any cnanges.

The choice of contact site for the second and sul:teguer © anplications
depended on the condition of the previous site after :hﬁ.fﬁit reriod.
If no irritation was observed at this time, the test material was reapb]ied
to the same site, If irr%tatioh was observed at this time, the test

material was applied to a new site.

The patches were applied on Mondays, Wednesdays, 4and Fridays. They were
removed after 24 hour contact periods on Tuesdays, Thursdays and Saturdays.
Rest periods of 24 hours following the Tuesday and Thurs&ay removais and

48 hours following the Saturday removals.

After removal of the last application preceeding the challenge, the sites

were examined immediately and once daily for at least 2 days.

The challenge was applied to the original contact site after 14 days of

ﬁo contact with the test material. The challenge application was teminated
after éd hours. The sites were exarinet for immediate reacticns which, if
present were graqeo and recorded. These sites were reexamined 24 and 48

hours later for delayad reactions.

The material may be considered safe to use in contact with the skin in sc

far as primary irritation, fatiguing or sensitization are concerned.

Acute Intravenous Toxicity (Mouse)

Twenty male and female mice were divided into 3 groups ond received single

intrayenous injepiions of bacteriostat CH 3565 in graded doses.
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The animals were then returned to their <ages and observed for 14 days

for mortality and/or toxic effertls.

The symptoms ots2rved consisted of sTight cramps, <light exophtmaiios,

ataxia. ventral decubitus, generalized twitching, dyspnea, somnolence

&

and apnea. .
The intravenous LDgg was found to be 19 mg/kg.

Acute Intravenous Toxicity (Rat)

Twenty-five male and female albino rats were divided into 5 groups of
5 animals each and received graded intravenous doses of bacteriostat
CH 3565. The animals were observed for 8 days for mortality and/or

toxic effects. The symptoms shown were the same as observed in mice.

The acute intravenous LD5g of bacteriostat CH 3565 in albino rats was

found to be 29 mg/kg. .

Acute Intravenaus Toxicity - Hexachlorophene {Rat)

Twenty male and female albino rats were Jivided inte 4 qroups of & animals
and received divided intravenous doses uf hexachlovophene. The animals

vere cbserved 8 days for signs of toxicity and/or mortality.

The symptoms cbserved were the same as ohserved in the administration of
acteriostat C¥ 3565 to albino rats. The acute intravencus L, of hexs-

-hlorophene 1in albino rats was found tc te 14.7 mg/kg.

“he acute (14 day)|L050 for male albinc rets was found to be 29.% mg/kg

yody weight with confidence limits (95 ) of 26.0-34.4 mg/kg body weignt.
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The dosage levels tested ranged from 20-40 mg/kg budy weiqht.' . - A
. M ) . -—O.
Bodv weight changes in the groups with a mortzlity vate =f 507 ar less 1 b=
, , ' Ol
were compargble to the controls. Ueath was preceeded vy c;:sthugﬁnnic ’
convulsions nd blood urine was observed in the surviving animals.
Necropsy exaninations were unremarkable except for occasional faii ¢ )
-
necrosis in the surviving animals. e
7
Acute Intravenous Toxicity (Female rats)
The acute (14 day) LDgy for female albino rats is 28.3 mg/kg tody weight
with confidence (95%) of 24.8-32.3 mg/ky body weight. The dosage levels B
' i ’ S
tested ranged from 20-40 mg/kg body weight. | { #T?~
2ody weight changes in the groups with a mortality rate of 507 or less
were comparasle to the controls.
Jeath was preceeded by opisthotonic convulsions and blood urine was ohserved '} f

in syrviving animals. Necropsy examinations were unremarkable except for
occasional tail necrosis and lung congestion in the surviving animals at

and greater than the 25 mg/kg dosage level.

ihe fcute Subcutaneous Toxicity of 3 compounds In Female Aipine Rats

Female albirc rats weighing from 200-250 gm were usec in the study.

“he *est corpounds were dissolved in 957 aicohol and administered subcutanagusly
2t the following dosage levels: bacteriostat CH 356%-464Q, 6310, 1000,
147060 ng/kg: hexachlorophere-46.4, €8.1, 10C.0, 147.0, 215.0 and 316.0

mg/kg; Temasept 1V-6810, 8260, 1400, and 12070 mg/kq.

Five rats were used at each dosage level. The volume adninistered was @&)

maintained constant at 2-3 ml/kg body weight at all dosage levels.
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G01%56
The rats were observed for pharmacodynamlc and/ov toxic signs and mortahty

for 5 hours immediately fcllowing administration of the compound and at
1e'ast‘0n(_e daily thereafter for a period of 14 days. 211 rats were necrop-
sied and _examinéd for evidence of qross pathohgy at the termination of the-

observation period.

The LDgq of bacteriostat 3565 was found to be greater than 14, 700 mg/kg.
The Lig, of hexachlorophene was found to be 76.5 (58.6-99.7) mg/kg; the
LDgg of Temasept 1V was found to be 8870 (7430-10,600) mg/kg.

Chronic Toxicity (18 month Study of the Carcinogenic Potential of Bacteriostat
CH 3565 in Mice)

An 18 month carcinogenic study was conducted employing ¢harles River CD-1

. Swiss white micey. The study utilized an untreated control group, treated
control group {acetone), posit-i ve control group (9,10—¢imethyl—l.Z—benzari—
thracene, 0.01% in acetone) and test grﬁups 1 and 11 (D.5 and 1.0% bacterio-
stat CH 3565 in acetone respectively). Applications of 0.1 ml of the re-

spective solutions were applied to the interscapular regions 3 times weekly.

The results showed that 0.5 and 1.0% acetone solutiors af the test material

are not carcircgenic. In addition, no abnormal findinocs were noted with
respect to body weiahts, food consumption, behavioral znd skin reactions. "_’ft
mortatity, gross and microscopic pathology and tumor formation in either e =
test group. Only one of the tumors noted grossly (tes:i group 1 female) '

_ was identified as a squamous cell carcinoma. Findings for test group

animals were ccmparable to those of the untreated and treated controi group

animals.

Significant findings noted in the positive control grow consisted of
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increased mortality and 100% skin’tumor formation. ‘The tumors were
described as s;quamous cell carcinomas rafging from moderateiy well
differentiated to undiffarentiated. In addition the skin of the
positive control animals showed a severe erythema, ‘eschar formation,
and edema at the site of»tumor development. A1l other parameters for

this group were normal.
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