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, acute inhalation
jon, and subacu?g dermal L950 data

adequately support the TOX Category I label proposed oy the registrant.

Recommended changes in the Precaut

Yazard Human and Domestic Animals
Corrisive-Causes eye damage. Wear
gloves when handling. Causes skin
inhaled or absorbed through the sk
Do not get in eyes, on skin or on
food.

First Aid _

In case of contact with eyes, imme

jonary Statemeat are as follows:

goggles or face shield and rubber
irritation. Harmful if swallowed,
in. Avoid breathing spray mists. =
clothing. Avoid comtamination of

diately flush with plenty of water

for 15 minutes and get medical attention; with skin, wash immediately
with plenty of scap and water. 1f swallowed, drink promptly a large
quantity of milk, egg whites, gelatign solution of if these are not

available drink large quantities o
physician immediately In case of i

f water. Avoid alcohol. Call a
nhalation exposure remove from

contaminatad area. ‘ash thoroughly after handling and before eating

and smoking. Remove and wasi cont

Note to Physician

Probable mueosal camage way contra
Measures against circulatcory shock
convulsions may be needed.

The rest of the label (attached) i

aminated clothing before reuse.

jndicate the use of gastric lavage.
, respiratory depression and

s adequate.

*flo RPAR criteria have been exceeded.

**Resuylts from Indugtrial Bio-Test
data. Uhen data are validated,
appropriate.

Review

w130 6 WRFY 3 76

Laboratories are included in submitted
statistical analyses should be done as
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1. Acute Toxicity Stuaies on Prometone 25 (Industrial 8io-Test Laboratories,
Inc., 131, S/21/65, submitted nu Cina-Seigy Corp., 9/7/77, Acc.#231815).

A. Acute Oral Toxicity

1. Procedurse

a. Young, 2lbimo rats (Sorague-Dawley), 150g av. wt., were divided into 4 .

grouss of £ animals each {2 males and 2 Zamales) which were administered
1.4, 2.0, 3.0, or 4.5 g/kg of undiluted test material by gavage. Animels
were housed individually and were permitted food and water ad libitum
until 15 hours orior to gavage. Onservations of mortalities and reactions _
were recor“ed <during 14 days post-treatment. “iecronsies were doneg on
animals whnich died during the study.

2 Results

.a). Yortalities - Dose{g/kg) Deaths i
1.4 9/4 .
2.0 /4 o
3.0 3/4
4.6 3/4 ]

D5y = 2.5 * 9.4 (5.D.) g/kg

b). Toxic Symptoms: Hypoactivity, ptosis, muscular weaknsss, ruffed fucs
emaciatiom, loss of righting reflex, dyspnea, hemorrhagic rhinitis,

sedation.
c¢). Necropsy: Ho gross pathologica1 abnormalities in decedents were rejorted.

3. Conclusions

a). Classification: Supplementary. Only 2 animals/sex/dose were used.
b). Tox. Cat.z IIT

1I. Acute Toxicity Studies on Pramitol 252 {Imdustrial Bio-Test Laboratories, X
Inz., 1818A1228, 3/29/72, submitted Su Cima-Geigy Corp., 9/7/77, 8cc_#231818)] +:

A. Acute Oral Toxicty

1. DProcedure

a). “ Young albino rats (Charles River), 147-2253, were divided into 5 groups of
10 animals each (5 males and 5 females) which were administered 933, 1353,
2025, 2500, or 3038 mg/kg of undiluted test material by gavage. Animals
were housed individually and were narmitted food and water ad 1ibitum
until 15§ hour prior to gavage. Observations of body weight changes,
mortalities, and reactions were recorded during 14 days post-treatment.
Necropsies were done on all animals.

2. Results

e 3
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1333
2025
2509
3333

Ldgy = 2,276 (1953-2553) mg/xg

h). Toxic Symptoms: Hypoactivity, ruffed fur, atoxia, ptosis, salivation,
muscular weakness, emaciation, hemorrhaqgic rh1n:t1s, Tabored breatﬁ1ng
but weight changes were unaffected

All survivors gained w2ight (?'35g)
by test material.

c). Xecropsy: Hemorrhaged stomachs in decedents.

3. Conclusions

a). ZTlassification: Core Guidelines
5). Tox. Cat.: III

IITI. Acute Oral Toxicity Study on GAZ-525 Pramitol 255 {Food and 2rug Reszarch

dortalities Dose (mg/kg)

000710

Deaths

3710
2719
3719
2/19
a/19

taboratories, inc., F3RL, OE Ho. 3772-537, 10/15/73, submitiad by Ciba-

Seigy

a'gr,

A. Acute Oral Toxicity

rp., 3/7/77, Rcc.#2318135).

1. Prgcedure

.

a). Albino rats (Sherman-ilistar), 230-3009, were divided into 5 groups of
10 animals each (5 males and 5 females) which were administered 1500,

2,000, 2500, or 3900 mg/kg of tast material in &¢C or 30 ml/fkqg C1C {control
by gavage. Animals were permitted food and water ad libitu=m until 16 hrs.
before dosing. !lode of housing was not stated.
and toxic symptoms were recorded during 14 days post-treatment.

were done.

2. PResults

a). Mortalities: Dose (mg/%g)
: Control

1519
2009
2590
-3099

males: LDsq';’ 2590 mg/kg Females:

Obsrvetions of mortalities

{male)

9/5
3/5
n/5
3/5

= 2139 (1599-2890) mg/kq

Oeaths

Hlecropsies

(female)

9/5
1/5
2/5
3/5
4/5

5). Toxic Symptoms: Belly-drag, salivation, 1etharg/. atoxia (i ﬂale ard

i female) piloerection (1 fema]e;
cl. ;ecram5y Unremarkable

;cv’
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3. Conclusions

a). Classification: Core-Minimum Guidelines. Although body weights were
not recorded, results support Tox. Cat. 1III
b). Tox. Cat.z III

IV. Acute Toxiciity Studies on Prometone 252 (Industrial Bio-Test Laboratories,
Inc., IBT, 5/21/55, submitted bu Ciba-Geigy Corp., 977777, Acc.$231815) :

A. Acute Dermal Toxicity

1. Procedure

a). Animals were housed individua'ly and were permitted food and water ad
lisitum. Dacks were shaved 24 hours oricr to application of test
material. Young adult aloino rabbits {(mew Zealand}, 2.5 kg.av.wt., were
divided fmto 4 groups-of 4 animale each {2 males and 2 females) which
received dermal application of 1.4, 2.9, 3.0, or 4.5 g/kg of undiluted
test mate=rial. Application sites were accluded with impervious
plastic sheeting. Sheeting was removed 24 hours past-treatment.
Observations of bedavior, local rezctions, and mortalities were recorded®
during 14 days after treatment. Ilecropsies were done.

2. Pesul €8

a). MOrtalities Dose {g/kq) Deaths
1.4 2/4
2.9 1/4
3.0 4,4 -
4.5 4/4
7 A2

gy = 2.2 27(5.9.) g/kg

5). Toxic Symptoms: Salivation, tremors, ceavulsions, hyperthermia,
lethargy. emaciation, diarrhea. Al11 deaths occurred withTn 24 hours
exceot for 1 animal in the 4.5 mg/kg groun. ‘loderate to severe erythema
and edema were evident for all groups. Skin was stated to have appeared
normal 5y 14 days post-treatment in survivors, but in a suhsequent

- study (I) severe desquamation was evident at the end of the ohservation
seriod.

c). HMecropsy:z Unremarkable

3. Conclusions

a). Classification: Supnlementary. Mo animals with abraded test sites were
used.

5). Tox. Cat. III

V. Acute Toxicity Studies on Pramitol 25E (Industiral Bio-Test Laboratories,
i@nc;, 13T4#£71228, 3/29/72, submipted 5y Ciks-Geigy Cors., 9/7/77, Acc.#231816
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A. Acute De-mal Toxicity . ¥

a}. Animals were housed individually and vere permittec fyod and water ad
1ibitum. Backs were shaved 24 hours prior to application of test -
material. Young adult albino rabbits (Mev Zealand), 2.12-2.37a, were

divided into 3 groups of 4 animals each {2 males and 2 females) which
received dermal appolications of 1000,2000, or 3060na/kqg of undiluted
test material. pnimals were fitted with collars, and test sites vere
occluded with imprevious plastic <heeting. Sheeting and residual test
material were removed 24 hours nost-treatment. Chservations of .
behavior, local reactions, body weight changes, and mortalities were
recorded during 14 days after treatment. Mecronsies were done.

7. Results
a). Mortalities: Dose (mg/ka) Deaths
1000 0/é
- 2000 2/4
3000 4/4 .
LDbO = 2000 me/kg

b). Toxic Symptcms: piuresis, hypoactivity, salivaticn, rhinitis, and
dyspnea. Local reactions included red, well-defined ervthema, severe
edema ., superficial escharosis, cracking, and severe desquamation.

\g#ght changes were slight. e .

c). HNecropsy: Unremarkable '

3. Conclusions

a). Classification: Supplementaky- tlo animals with abraded sites vere used.
). TOX. Category: 111 Although the LDgq = 2000 mg/ka, results of other
studies support the selection of III.

y1. Acute permal Toxicity Studv on ©A2-525 Pramitol 25£ (Food and Pirug
~ Research Laboratories, 1Inc., FoEL, NE Mo. 3772-5320, 10/15/73, submitted

by Ciba-Geigy Corp., 9/17/77, fcc. £23181€).

A. Acute Dermal Toxicity

=. Procedure

z). Animals vere housed individually and were permitted food and water ad
1ibitum. Backs were shaved 24 hours prior 1o anplication of test.
material. Young adult albino ratbits {unspecified strain), about 2.5kg,

were divided into 4 groups of 8 animals each (2 males and 4 females) which _
received dermal applications of 1500,2€00,2500 or 2000 ra/kg of
undiluted test material. Backs of 2 males and 2 females in each group
vere abraded. Application sites were occluded with imprevious rubber
sheeting. Sheeting was removec, and test sites were cleansed with warm

i water 24 hours posn-app1icaticm- Nbservations of toxic symntoms, local

reactions, mortalities, and badly weight chanaes were continued durina

4 Rours post—applicacion. Mecropsies were done.

$

i sopedurdie
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a). Mortalities Dose {mg/kg) 1500 2000 2500 3n00
Males: Intact 1/2 2/2 . 2/2 2/2
Abraded 0/2 2/2 2/2 2/2
Females: Intact 0/2 0/2 0/2 2/2
Abraded 0/2 1/1 1/2 2/2
Total 1/8 5/8 5/8 8/8&
LD50 = 1500-2000 ma/ka .

b). Toxic Symptoms: Decreased activity. withdrawal, atagxia, head droo,
unconsciousmess. All mortalities arose within 3C hours nost-anplication.
Height chances were slight. Local reactions included moderate to severe - -
erythema without edema. By the end of the 14 day observation period,
most eschar formation had been shed, but in a nrevicus studv (V) severe
desquamatiom was evident Ly the e . of the observation period.

c). Mecropsies: Unremarkable’

3. Conc]dsions
a). Classification: Core-Guidelines

b). Tox. Category: III. The LD, appears to be borderline at 2000 mg/kg, and
other studies support Tox. Cgtegory I1i.

VII. AKéute Dermal Toxicity Study on GA-20525 Pramitol 25E (IndustrialiBio-Test
Laboratories, Inc., IBT Ho. 601-04656€, 3/8/74, submitted ty Ciba-%Seiqy
Corp., 9/17/77, Acc. #231816). .

A. Acute Dermal Toxicity

| 1. Procedure }

a). Animals were housed jndividually and were permitted food and water ad
1ibitum. Backs were shaved 24 hours orior to anslication of test material.
Young adult albino rabbits (itew Zeland), 2.4-2.8ka, were divided into 8 .
groups of & animals each (2 males and 2 females) which received derral
applications of 500, 1000, 1500, 2090, 2500, 3000, 3500 or 4000 ma/kq of
undiluted test material. Backs of 1 male and 1 female in each aroun were

abraded. Another group of 1 male (abraded) amd 1 female received 10000 .
mg/kqg applications. Animals were collared, and test sites were occluded

with imprevious plastic sheeting. Rabtits were kept under a fume hood :
1.5 hours post-treatment. Sheeting and residual test materizi were QE
removed 24 hours after application. Observations of mortalities, local f .
reactions, body weight changes, and behavior were recorded during 14 days §E5

post-treatment. HNecropsies were done.

2. Results

a). Mortalities Dose (mg/kg) Deaths |

1
; : 500 . 0/4 b
e 1000 9/4 L a

1500 9/A T SN

2600 074 Lo | -
2500 3/4 3
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a). Mortalities: Dose {mq/kg) Deaths -
b 3020 1/4
3500 3/4
4009 4/
10000 2/2

LD, . = 2820 {2495.5-318€.6) ma/kq

b}. Toxic Symptoms: Hypo§9tivity, vasodilation, hvoothermia, #ritis, rapid
respiration, rhinits, white nasal discharge, lacrimation, ruscle weakness, -
tremors, ataxia, analgesia, and, in rabbits dosedverythema, moderate>™ weth i
edema, desquamation, escharosis, necrosis, second dearee chemical burns.
Survivors lost weight (0.08-0.70 Kg) bv 7 days post-treatrent, but by
14 days post-treatment all survivors exceot 2 reqained weicht (0.14-0.44¥%c)
above 7 day values.

c). Mecropsy: Examination of 3 decadents and 3 survivors revealed
retropertoneal hemmorhages in the 1ibar area adjacent to tae perirenal
fat. These findings were not dose-related. Mo other gross vatholoaical

changes were Tound.
3. Conclusions

a). Classification: Core-Minimum Guidelines. Although orly 2 animsls/sex/
dose level/(intact ard abraded sites tcoether) were used, mine dose levels
aere dsed to enhance the acceptability of the study. e

b). %Wdx. Gategory: III |

VII. Acute Toxicity Studies or Prametone 25% (Industrial 3io-Test Laroratories,
Inc., IBT, 6/12/65, submitted by Ciba-Seiay Corn., 8/7/77, nec.2231816).

A. Acute Aerosol Inhalation Study
1. Procedure

a). Young adult albino rats (Soraque-Dawley), 250 g aw.wt., were divided
into 2 grouns of 10 animals each (5 males and 5 females). Fach aroup .
was exposed separately in a 38 L inhalation chamber, and aerosols
(0.5-3.0 w particles) of test material were aenerated with an OHID
rebulizer in a medium of dried metered {4.0 L/min av.) zir. Aerosol
concentration was calculated by dividing total weight of test material
by total volume of air.

- Exposures vere of 1 grouo to undiluted test material {46.3 ma/L air) and
of the other group to a 30% (vw/v, 36.0 mq/ L air) aqueous solution of
test material. Exposure lasted 4 hours. Observations of body veight
changes, toxic symptoms, and mortalities were recorded durine 14 days .
post-treatment. MNecropsies were done.

2. Results

a). Mortalities: Exoosu=e Deacths
+ . .
& g Undiluted .8/10
VB P 0% 0/10 : "
. ?k'«- L (Undﬂuted) LTSO :/-s 56-31"]9/[. air s

s ;,; {30%) LCsp > 36.0 mg/L air (12 ma. equiv. of undi]uééd)j




-~ - 000710

b). Toxic Symptoms: General inactivity, hyperopnea, iacrimation, conjunctivitis,
salivation, rhinitis, ataxia. Animals exposed to undiluted test material
were comatose and dvspneic. Body weight changes vere slight.

c¢). Hecropsy: Hoderate lung hemorrhages and mild small imtestinal hemorrhages
vere found in decedents. (bservations on survivors were unremarkable.

3. Conclusions 2

a). Classification: Core Minimum Guidelinres. Although £ only 2 dose
Jevels were used, the levels were sufficiently high to determine the low
toxicity of the test substance. These conclusions are supported by results
of a second study (IX).

b). Tox. Category: IV

IX. Acute Aerosol Inhalation Toxicity Study or GA-2-395 Pramitol 25E
(Industrial Bio-Test Laboratories, Inc., IBT MNo. K1229, 44772, submitted
by Ciba-Geigy Corp., 9/17/77, Acc. #231816}. .

A. Acute Aerosol Inhalation Study
1. Procedure .

a). Young adult albino rats (ARS/Sorague-Daviley), 155 g aw. wt., were divided
“Anto 3*groups of 10 animals (5 males and 5 ferales). Each animal vas
caged separately ina 70 L inhalation chamber during exposure to an aerosol
of undiluted test material generated with an OHIO Ball-Jet nebulizer
in a medium of dried, metered air. Average aerosol cemcentrations were
calculated by nebulizer weight loss by total volume of air. Exoerimental
condition were outlined as follows:

pir Delivery Average Aerosol
Group Exposure  Duration (Mind Rate (L/min)  Concentration (mg/L
I 240 16.5 15.9
I 240 9.2 33.6
111 . 130 5.1 55.2

Observations of body weiaht cﬁanges, toxic svmptoms, and mortalities were
recorded during 14 days post-exposure. lecropsies were dome.

2. Results

a). Mortalities: Dose (mg/L air) Deaths
15.9 3/10
33.6 8/10
£5.2 10/19

LCgy = 19.5 (13.7-27.7) mg/L air ,
b}. Toxic Symptoms: Sa?ivation, nasal discharge, lacrimztion (bloody in
1 rat), atoxia, tremors, hyperbnea, clonia, prostration, unconsciousness.
In Table III of the rzport, body weight changes were reported as gain
{20-60g), but in the summary rats were stated to have lost weight.
c). Nedrapsy: Lung hyperemia was found in all animals except 1 survive

3. €onclusions




a);
b).

X.

A.
1.

a).

2.

a).

Scores viere obtained for cornea, iris, aad conjunctiva throushout the 7 dav
Corrneal injury was e:ident infrabbit at day 7 nost-treatrment

Total/110

Classification:
Tox. Category:

Acute Toxicity Studies on Premetone 25F (Industrial Bio-Test Laboratories,
Inc., IBT, 6/21/65, submitted by Ciha-Ceiax Corn., 9/7/77, Bcc.#23181€).

Core Guidelines

1991

Eve Irritation Test-Albinc Rabtits

Procedure

Five young adults albino rabbits (few Zealand) were used.

right eye was instilied 0.1 ml of test raterial.

were controls.

1,23,48,72, and 26 hours anc 7 days post-instillatien, and injuries
Eves were umrashed after

Untreated left eves
were examimned

cornea, iris, and nazlpebral conjurctiva

were scored according to Draize et al. (1844).

treatrent.

Results

Tige. 1 hour

sFeg

observation period.

3.

a).
b).
XI.

A.
1.
a).

Conclusions
Classification:

Tox. Category:

~ Acute Toxicity Studies on Pramitol 25E (Industrial Bis-Test Labératories,
Inc., IBT#AR1228, 3/29/72, submitted ty Cikz-Geiagv Corn., ©/7/77, Acc.#22181€

51.5/110

Core Minimum Guidelines.

24 hcurs

52.0/113

42 hours:

50.0/110

41.4/110

usei, eve dimage was clzarly defined.

I

Eye Irritation Test-Albino Pabbits

Procedure

Two groups of 6 albino rabbits (Mew Zealand) each were used. Into each right
eye was instilled 0.1 m] of undiluted test material.
Exposure to test substance was 4 second followed by washing

with water for 1 group and an unlimited period for the other group. Iniurie-
viere scored according to Draize et al. (1944) 1,24, and 72 and 7 and 14 days

were controls.

post-treatment.

Results

=,

1 hour

24 hours

72 hours.

7 days

Into

72 hours 96 hours

29.4

Mthouak onlv 5 animals wera

Untreated lef: eves

iy

-
-

??:évsrt 9

each

7 davs
/11@ 10.67

P e
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Unlimited 39/110 39/110 62.5/110 56.5/110 56.8/110 54.5/1 —
4 second 19/110 14.4/110 19.4/110 20.4/110 8.5/11- 2.7/11 -
Unlimited contact yielded corneal opacities, jritis, and cenjunctivitis .

throughout 14 days post-treatrent. Corneal injury akd conjunctivitis were

evident at 14 days after apolication in 1 rabbit exnosed 4 secsw to test -
material. b
3. Conclusions %;
a). Classification: Core Minimum Guidelines. Yashed eyes vere exnosed to test -
substance less than 20 secsed. - i
b). Tox. Category: 1 -
XII. Rabbit Eye Irritation Study on GA-2-525 Pramitol 25E {Food and Drua i
Pesearch Laboratories, Inc., FDPL, OE Mo. 2772-530, 10/15/73, submitted y
by Ciba-Geigy Corp.., 5/7/77, hcc. 423181F). R

1.
a).

2.
a).

Cor

3.

a).
b).

xiii. Acute Toxicity Studies on Prometone 25E (Industrial Bio-Test Lahoratories, -

pabbit Eve Irritation

Procedure

Nine albino rabbits of unmentioned weight and strain were used; Into each
right eye was instilled C.31 ml of undiluted test materi:l. lntreated left
eves were controls. Eyes of 6 animels remained unwasked, but eyes of 3 .

animals were washed after a 30 second exposure tg test material. Cornea,

iris, and zonjunctiva were examined 1 hour and each cay for 7 davs nost- -
anplication. Injuries viere scored according to Draize et_al. (1944).

Results .
Time 1
Group 1 hr 1 day 2 days 3 davs 4 davs 7 days
Unwashed 33-57 32-53 31-53 49-53 20,45,71-. s
wWashed 18-25 37 57 57-77 71-73 - iii

neal damage, iritis, and conjunctivitis were evident in both treatment aroubs

throughout 7 davs post-aap]ication. vashing was not heneficial. i

Conclusions .
- -

Classification: Core-Guidelines
Tox. Category: I

e e

Prnn ™

Inc., IBT. 6/21/€S, submitted by Cita-Geiay Corn., 9/7/77,
Acc.#231816).

»

Primary Skin Irritation Tests-Albino Rabbits

16
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jntact and atraded sites oOn the ciipped back of each vabbit wvas apolied 0.5 ml
of undiluted tesi material under ccclusive dressing. plastic wranpings amd
patches were removed 24 hours post-treatment. Injuries vera scored according
o Draize et al- (1944) 24 and 72 hours cost-treatment.

2. Results

a). pP. L. Index = 5.2/8.0

3. Conclusions

a). Classification: cuypplementary. Nnlv 4 animals were used.
p). Tox. Category: 11 -

XIv. Ncute Toxicity Studies on pramitel 25E {industrial Bio-Test Laborateries,
Inc., IBT#A1228, 3/29/72,>submitted by Cita-Gelay Corn., ¢/7/77,

Acc.f231316). .

A. Primary Skin Irritation Test-Albing Dabbits

1. Procecure .

a). Six voung rabbits (llew Zealand) were uses. To both intact and abraded
- §ites. 0T the clipped back of each wabhit was andlied 5.5 21 or N.5e
(roistened with water) of undiluted test material under occlusive dressing.
Plastic wrappinags and patches were reroved 24 hours sost-treatnent. ’
Injuries were scored according to ~raize ot al. (1944) 24 and 72 heowurs
post-treatment. -

2. Results
a). P. I. Index = 1.2/8.0. Erythema was eviceat on all test sites. FKdema wag
apparent on both sites on 1 rabbiz.

3. Conclusioms

a). Classification: Core Guidelines -
b). Tox. Category: 111

XV. Primary Skin Irritation Study on GA2-525 Pranitol 25F (Food and Crug
. Research Latoratcries, Inc., FORL. OF i.a. 3772-530, 10/15/73, subritted by
by Ciba-3eigy Corn., e/17/77, Acc. #231218).

A. Primary Irritation Study
1. Procedure

a). Six albino rabbits of unmentione¢ weiahz and strain vere ysed. Tc both
iptact and abracded sites on the c>ipped zack of each rabhit was acniied
0.5 ml of test material inder occlusive zressing. trannings were
'geggyed 24 hours after applicatiocs. Ipiuries were scored accordina to a
vsca 1FG—4, 24 and 72 hours post-Treatrsnt. Al

By
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2. Pesulls -
: ol
a). P.I. Incex = 6.29/8.0. Severe ervtheps and moderate edera were =2vident -
a: 211 test sites. -

3. Conclusions

a). Classificaticn: Core Suidelines
b}. Tox. Category: 11

8T, 10,5/65, submitted by Ciba-Sefav Corn.. 9/17/77,

:

XYI. 21-Day Subacute Dermal Toxicity Study cn Prometone 25F [Industrial Pio-Test }»
Lasoratories, Inc., 137, .
3

Acc.#23181€). ]
A. 21-Day Subacute Dermal Toxiciz v
e d
1. Procedure .
al. Methodology was based cn that of 5.5. Leary. Anirals were houser :
inéividualiy and were cermitz=ed focd an? water ad libitum. Packs were -
shaved 24 hours prior to anclication of test ma-erial. scult alsino. ..
rabbits (Rew Zealand), 2-3 %3, wer= dividad into groups and trezied as -
folicws: T R ) ._- *
' Skir Rose ‘ o
Males Femaie Concition af/kg/day Apolications
Comtrol 5 5 Intact tater 15 !
-1 .5 5 Int=zct n.zz 1€ )
T-11 5 5 Abraded 0.22 15 -
T-111 5 5 Intzct 9.0% 13
T-1V 2 5 Abraded .4 1t ]
Tost material was in contact with skin 7 hours/dav, 3 davs/week, 3 weeks under
ccclusive dressing. At the end of eacn 7 hours contzct neriod, coverines
were resoved, and test sites wers cleansed with soan and wa=er. Obs=rvatieons .
cf body weight changes, morzalities, tenavicr, local reactimns, hemainloay, :
tlood chemistry, and urine analyses were recorded durina 3 ~2eks posT-treatment. g
mecropsies were done.
2. Results .
A .
z). Mortalities: lone e
=). Body Heignt: Veight cain was recuced in a dose-realtad manner 2s follows -i”
over 3 weeks sost-treatment: H
: Ueight Gain (ka) .
Zroud Mases remales i
Zontroi .24 0.7
-1 2.zd g.41
T-11 3.59 N.6Z2 :
305 0.2z
s.zs n.2%
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mcreases 0f gonad weight, nomad fady weinys rztios and qonad/bram 1

Local skin reactionsz Erythesm =d cm‘r wnz¥ «w3s slight in T-1 and T-I1
animals and mpderate In T-IL0 and T—<IVY ans3als after the second
aoplication. Desquammticn wass mmed: =afte tthe sixth asalication.
Hematology: Rlood ammlyses weere june= a3t Eg=-berinnine of the study and
at 3 weeks post-treatment andd incCudesd hesgplobin concentration,
hematocrit value, erwthrocytes count, m=nd-agsal and differential

leukocyte coumts. Peercent hemmaturits of "3V males was sliaktly decreased.
below control values.

Blood chemistry: Anzlyses inclurkd deeteriagation of urea nitrogen
concentratiom (Burx) and alkaliime :s?mssn‘zmgac*wmv (SAP) and were
conducted at the begtmning amd ti= ennd of<gme 2 weeks test period. PResults
were unremarkable. ’
Urine anaiyses: B8nalwses inddludtrr destervgaations of reducina substances
albumin, mecroscopic =lerents,, an M°' wer: zzonducted at the beaginning and
the end of the 3 weelk test nexriod. T&ssts.were done on pooled urine from

3 males and 3 fermales, semarateely. freom 2#% -aroun. “esults were stated
to have been wumremarkable, buts nndatza 07 smzalyses were submitted for
review.

Necropsies: At the conclusiam o thes 3 wawgs test neriod, all rabbits
were sacrificed and weere subjesrier too oroz ~petioiocical examination. At
the time of gmross pathologicall ex@minaatiarn. sthe following tissues and
organs were fixed in <orralim &6 exasrinez

. Heart : srReTia
"Trachea Amaas
Liver ‘211l -bladder-
Pancreas “asphaqus
Stomach . 5%1]11 intestine
Coleon ‘ ‘Lisgen
Lymph nodes L{uaneys
Urinary bladder Zimaqds
Prostate 3114nal vesicles
Uterus Frguitary
Adernal glands Zit3vary alands -
Thyroid gland krzathyroid olands
Skeletal muscle ) Ioernum -
Pericheral nerves Fauan

Skin from appilicatiam sitss

Additionally, weichts of the SpTtwinmg orasss were taken:

Liver tamgeys

Spleen marrt

Braim zradds

Thyraid gqlanc “rzenzl qglands

With the exceptions =T afere™mernanesd 123l  -skin reactions, no
significant gross paTholoricall cmnoesss wee -stated to have been found.
flo statistically smrmﬁc:nt aiffrenuces ere= found among organ weiohts,
organ/body welight raios, and: pron/borair-e=ioft ratios. However,

rd

Bt ratios in groum IV femezles ana of »=aip weights in groun III
es were evident out, ;xm:n fsToppathizogical chanaes were not found,
.significamce of chese finming fso uncegers
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Microscopic examinations were done on tissues and organs subiected to qross
pathological study which vere taken from all control, T-III and T-IV animals.
Only skin was processed from T-1 and T-II animals. :

Skin of all animals was characterized by minimal chronic inflammatory infiltrate.
Symptoms of Tung pneumonitis, liver hepatitigs, and hyoeremia of lung, liver,
spleen, kidney, and adrenal glands were rated slight or mild for all control,
T-11I and T-iVY rabbits. .

3. Cecnclusions

a). Classification: Core-M"nimum Suidelines. Only 5 animals/sex/dose and
only 2 dose levelswere used. food cansumotion was not recorded. Oragan
weights were not obtained for lunas. Eye, thvrus, bcne with marrow, and
mammary olands were not histopathologically examined.

b). MNEL: A JEL could not be determined kased on the evidence showing dose-
related tody weight loss. ’ .

XVII. Conclusions

Results of reviewed studies indicate the following toxicity categories:

Hazard Indicater Toxicity Categorv
Oral LG . : a Ca. 11 Pt
Inhalatidn L. 111
Dermal LDSO 11t
Eye I
Skin . I

Although disparigty exists amongthe 3 primary skin irritation studies, total
evidence suggests the Tox. Category I1 ratina on the side of safetv.
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