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Rabbit CAS No. 2475~46€6~9; C.I.61505
Rat CAS No. 1229-55-6; C.X.12150

Block 189 {cont.)

(1) Disperse Red 1l - Lot 1 was found to be a moderate skin
irritant; tested negative for eye irritation; dermal LD5®

>2g/kg; oral LDS@ for males between 788 and B89lmg/kg, for
females »5g/kg.

(2) Disperse Red 11 - Lot 2 was found to be a mild skin
irritant; tested negative for eye irritation; dermal LD59
>2g/kg; oral LD5B for males 1R42.7 mg/kg, for females >59/kg.

{3) Disperse Blue 3 was found to be practically

non-irritating; tested negative for eye irritation; dermal
LD5¢ >2g/kg; oral LD58 >5g/kg.

{4) Violet Mixture (35 parts Disperse Red 1l Lot 1:5 parts
Disperse Blue) was found to be a mild skin irritant; tested
negative for eye irritation; dermal LD58 >2¢/kg; oral LD50
for males between 794 and lE8¢ mg/kg, for females between
1413 and 1778mg/kg, for combined sexes lo52mg/kg.

{5) Solvent Red 1 was found to be a non-irritating skin

irritant; tested positive for eye irritation; dermal LD58
»29/kg; oral LD5B >54/kg.

(6) Red Mixture (33.4 parts Solvent Red 1:6.6 parts Disperse
Red 11 Lot 1) was found to be a non-irritating skin irritant;

tested positive for eye irritation; dermal LD58 >2g/kg; oral
LD59 >5g9/kg.
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EXECUTIVE SUMMARY

Six test articles were evaluated to establish their eye and
skin irritation potential and their oral and dermal toxicity.
Four of the 6 test articles were provided for testing by the U.S.
Army Medical Research and Development Command and the 2 remaining
test articles were mixtures (prepared by this laboratory) of 2 of

the materials provided.

follows:

The test articles evaluated were as

1) Disperse Red 11 - Lot 1

2) Disperse Red 11 - Lot 2

3) Disperse Blue 3

4) Violet Mixture - 35 parts Disperse Red 11 (Lot 1):5 parts
Disperse Blue 3

5) Solvent Red 1

6)

Red Mixture -~ 33,4 parts Solvent Red 1:6.6 parts Disperse .

Red 11 (Lot 1)

The tests conducted for each test article consisted of a

standard,

single dose Primary Eye Irritation Study, Primary

Dermal Irritation Study, Acute Oral (5 g/kg) Toxicity Study, and

an Acute Dermal (2 g/kg) Toxicity Study which included histologic
o examination of skin test sites for 2 animals per sex. Subse-

L )Y guently, Oral LD5@ Studies were conducted with Disperse Red 11 -
Lot 1l; Disperse Red 11 - Lot 2; and Violet Mixture. Oral
toxicity studies were conducted utilizing the Fischer-344 albino
rat as the test system; all other studies utilized the New
Zealand White albino rabbit as the test system. The results

obtained in
followed by

- Disperse Red 11 - Lot 1 was found to be a moderate skin

these studies are summarized, by test article, below
an overall summary provided in chart form.

irritant (calculated primary irritation index was 2.7); tested
necative for eye irritation; had a dermal LD58 greater than

2 g/kg. The oral LD58 for males was incalculable, however, based
on the death patterns, the LD5@ for males would be considered to

pe between 708 and B91 mg/kg. The oral LD58 for females is
greater than 5 g/kg.

- Disperse Red 11 - Lot 2 was found to be a mild skin

irritant

(calculated primary irritation index was £.73); tested

negative for eye irritation; had a dermal LD58 greater than
2 g/kg; an oral LD5@ of 1842.7 mg/kg in males, and greater than
5 g/kg £for females.

- Disperse Blue 3 was found to be practically non-irritating

to the skin

(calculated primary irritation index was 0.5); tested

o negative for eye irritation; had a dermal LD58 greater than

A 2 g/kg; and
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an oral LD5@ greater than 5 g/kg.
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o - Violet Mixture - 35 parts Disperse Red 11 (Lot 1) to 5

‘ parts Digsperse Blue 3 was found to be a mild skin irritant

) (calculated primary irritation index was 1.3); tested negative

e for eye irritation; had a dermal LD50 greater than 2 g/kg; and an

oral LD5@¢ of between 794 and 1,000 mg/kg for males, between 1,413
and 1,778 ma/kg for females, and 1,852 mg/kg for combined sexes.

- Solvent Red 1 was found to be non-irritating to the skin
(calculated primary irritation index was 6.0); tested positive

for eye irritation; had a dermal LD50 greater than 2 g/kg; and an
oral LD50 greater than 5 g/kg.

- Red Mixture - 33,4 parts Solvent Red 1 to 6.6 parts
Disperse Red 11 (Lot 1) was found to be non-irritating to the
skin (calculated primary irritation index was 0.0); tested
positive for eye irritation; had a dermal LD5@ greater than 2
g/kg; and an oral LDB50 greater than 5 g/kg.
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SUMMARY OF RESULTS

TEST PRIMARY PRIMARY ACUTE ACUTE
ARTICLE DERMAL EYE DERMAL ORAL
Disperse PII 2,7 NEGATIVE NT=RD 5 of 10 dead -
Red 11 = (Moderately all males
Lot 1 Irritating) (LD58>2 g/kg) (LD5@-Males

between 708
and 891 mg/kg*
LD5@P-Females
>3 g/kq)
Disperse PII 0,73 NEGATIVE NT=-RD 5 of 10 dead -
Red 1l -~ (Mildly 2ll males
Lot 2 Irritating) (LD56>2 g/kg) (LD5@8-Males
1042.7 mg/kg
LD5P=-females
>5 g/kg)
Disperse bPII 9.5 NEGATIVE NT-RD 2 0f 10 dead -
Blue 3 (Practically 1l male, 1
Non~Irritating) female
(LD58>2 g/kg) (LD5@8>5 g/kgq)
Violet PII 1.3 NEGATIVE NT =RD 10 of 10 dead
Mixturex+ (Mildly (LD5@8>2 g/kg) LDS5@~-males ~
Irritating) between 7894
& 1p00 mg/kg*
LD5@~-females =~
between 1413
& 1778 mg/kg*
LD5@~combined
sexes -
1657, ma/kg
Solvent PII 0.0 POSITIVE NT=RD NT=-RD
Red 1 (Non- (LD5@>2 g/kg) (LD5B>5 g/kg)
Irritating)
Red PII 0.0 POSITIVE NT=-RD 1 of 18 dead -
Mixturekx** (Non-

Irritating)

(LL5B>2 g/kg)

male
(LD58>5 g/kg)

KEY: PII denotes Primary Irritation Index
NT-RD denotes No Treatment-Related Deaths

LbL® not able to be calculated by computer.
35 parts Disperse Red 11 (Lot 1):5 parts Disperse Blue 3.
33.4 parts Solvent Red 1:6.6 parts Disperse Red 11 (Lot 1).
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FOREWORD

Bll work relating to this study was done ‘s conformity with
the FDA Good Laboratory Practice Regulations.
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Sandra H., Smith Date

Toxigologist

o A o g 0 (3/5¢

Dale An Ma}'hew,\_}Ph-D- Date
Principal lInvestigator

All vork reclating to this study was done in conformity with

the FDA Good Laboratory Practice Regulations. The study was iﬁ

inspected during its progress, by a Quality Assurance Specialist
according to ABC Standard Operating Procedure (SOP) for
inspecting acute studies. Management was informed at once of any
serious problems found,
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The data in the report were compared with the raw data and
are in agreement. The report and study file were eramined to
assure that any problems found during Quality Assurance
inspections or audits were corrected, and if necessary, their
effect on the study documented., (See Appendix A)

! . P or )]s e
N mr= s &y &/ AN
Antoinette Skelley I Date

Managetr, Quality Assurance
and Regulatory Affairs

All raw data relating to this study will be stored at ABC. oy
Storage will conform to FDA regulation: as per ABC SOP's and may o
include volume reduction by conversic to certified microform. Eé
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E-1 Dose-Response Curve for Males - Disperse Red 11 =- Lot 2. 117

E~2 Dose=-Response Curve for Combined Sexes - 0let Mixture. 141
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INTRODUCTION

At the request of the U.S. Army Medical Research and
Development Command, short term/standard acute studies were
conducted on 6 test articles to evasluate their irritation (eye
and skin) and toxicity (oral and dermal) potential. The
materials tested were 1) Disperse Red 11 - Lot 1, 2) Disperse Red
1l - Lot 2, 3) Disperse Blue 3, 4) Solvent Red 1, 5) Violet
Mixture, and 6) Red Mixture. Studies were conducted at American

Biogenics Corporation (ABC), Decatur, IL facilities, from August
26, 1985 to December 11, 1985,
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MATERIALS & METHODS

A, Test Sfystem/Husbandry

The study outline presents the study number, test article
used, type of study, species, strain, supplier, body weiyght
range, and duration for each study. Young adult animals were
used for each study. The rat and rabbit are the species
preferred for acute toxicological testing.

Animals were housed individually in stainless steel, wire-
bottomed cages that conformed tc the size standards specified in
DHEW Publication (NIH) 78,23, The cages on cach rack were
numbered in a standard manner and a list of random humbers was
generated by computer program* for each rack of cages. After
receipt, each animal was removed from the shipping container and
housed in the appropriate randomly selected cage. Each animal
was then assigned a sequential animal number unigue within
American Biogenics Corporation (ABC) and identified with an ear
tag bearing this animal number, The sequential animal number was
listed on & cage card that was affixed to the front of the
animal's cage.

The rabbits were guarantined for at least 14 days after
receipt and the rats were guarantined for at least 7 days after
receipt. Veterinary Sciences personnel chbserved the animals
during quarantine for mortality, morbidity, and abnormal signs.
Animals were examined during quarantine and only those considered
te be in good health were used in these studies.

The quarantine and study rooms were cleaned daily and the
cages were c¢leaned and sanitized as specified in ABC SOP's.,
Urine and feces fell through the wire mesh floor onto animal
caging board., The cayge boards were changed at least 2 £to 3 times
per week,

The animal room was well ventilated and air-conditioned.
The temperature and humidity were monitored daily during the
quarantine and study periods ancording to ABC SOP's. OABC

temperature and humidity ranges for rabblgs are 67 +5°F and
30-70%, respectively, ani for rats are 73 +5 F and 30-70%,
reaspectively,  Any deviations in these ranges are noted in the
raw data and were not considered to have effected the outcome of
the studies.

The animal rooms were lighted from approximately 6:00 a.m,
ts 6:00 p.m. (12 hour light/dark cycle) using automatic timers.

Furina Certified Rodent Chow 5082, and Purina Certified
Fabbit Chow 5322 were fed to the rats and rabbits, respectively,
ad libitum during the guarantine and ctudy perjiods except for
fasting prior to dosing for rats only. Filtered tap water was
provided ad libitum through an automatic watering system and was
analyzed periodically as specified in ABC S0P's.

¢

1

* Method adapted from Carnahan, Luther, and Wilkes, Applied
Numerical Methods, Wiley, 1969. o~
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B. Test Ar
The ide.
listeé below

cazion and amount used of each test article are

amount of Test

ABZ Code Number Sponsor Identification Article Used
7/85-1047 Disperse Red 11 - Lot 1 258.961 grams
(CAS No., 2872-48-2)(C.1.62€15)

7/85-1048 Disperse Red 11 - Lot 2 95.290 grams
(CAS No. 2872 48-2)(C.1.62€15)

7/85-1259 Jisperse Blue 3 96.860 grams
(CAS No. 2475-46-9)(C.1.615853)

7/85-1050 Solvent Red 1 196.880 grams
(CAS Nec. 1229-55-6)(C.1.12150)

7/85<10¢7+ Violet Mixture /A

7/85-1048

7/85-1047+ Red Mixture N/A

7/€5-1050

included in the individuzl material

Test articles (ABC Code Nos. 7/85-1047,1048,1349,1057) were
provided by the Sponsor (U.S. Army M=dical Research and
Development Command). Records concerning the test article
purity, source, and othar data raguired by GLP's are the
responsibility of th2 Sponsor. The test articles were stored
under ambient conditions at this laboratory.

The usages of the different test articles are described as
foliows:

Tisperse Red 11 - Lot 1 -

- Molstened witn physicliogical saline prior to application,
#.35 3ram per patch, and tast sites wiped off with watsr
following application/exposure interval for Primary Dermal
Irzitation Test.

- Moistenad with physiological saline prior to application
and test sites wiped off using physiological saline
following application/exposure interval for Acute Dermal
Toxicity Tes*. The amount of test article epplied per
sguare centimater for each animal was calculated to be
21.5 milligrams for the aAcute Dermal Toxicity Test.

- Suspznded in cora oil using a 3¢% weight/volume ratio for
~administration of the Acute Oral Toxicity Test.

American Biogenics

15 Corporation
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- Suspended in corn oil using a constant volume of 17 ml/kg
for administration of the acute oral LD5@ Test.

~ Instilled neat, @.1 gram per eye, for the Primary Eve
Irritation Test.

Disperse Red 11 ~ Lot 2 -
- Moistened with physiological saline prior to application,
.5 gram per patch, and test site wiped off using
physiologicel saline following application/exposure
interval for the Primary Dermal Irritation Test,

- Moistened with physiological saline prior to applicatioen
and test sites wiped off using physiological saline
following the application/exposure interval for the Acute
Dermal Toxicity Test. The amount of test article applied
per square centimeter for each animal wae calculated to be
21.7 milligrams for the Acute Dermal Toxicity Test.

- suspended in deionized water using a 30% weight/volume
ratio for administration of the acute Oral Toxicity Test.

- suspended in corn oil using a constant volume of 17 ml/kg
for administration of the Acute Oral LD5@ Test,

- Instilled neat, 6.1 gram per eye, for Primary Eye.
Irritation Test,

Disperse Blue 3 =

- Moistened with physiological saline prior to application,
#.5 gram per patch, and test sites wiped off following
application/exposure interval using physiological saline
for the Primary Dermal Irritation Test,

- Molstened with physiological saline prior to application
and sites wiped off following application/exposure
interval using physinlogical saline for the Acute Dermal
Toxicity Test, The amount of test article applied per
square centimeter for each animal was calculated to be
22.2 milligrams for the Acute Dermal Tozicity Test.

- suspended in corn o0il using a 308% weight/volume ratio for
administration of the Acute Oral Toxicity Test,

-~ Instilled neav, P.1 gram per eye, for the Primary Eye
Irritation Test,

Violet Mixture - 35 parts Disperse Red 1l - Lot 1:5 parts

) : \

Disperse Blue 3 - Thc mixture was prepared prior to each use,. hﬁ%
— Molstened with physiological saline prior to application, TR TS

$.5 gram per patch, and test sites wiped off following o jﬁi
application/exposure intervel using physiologiqal saline “QL

for the Primary Dermal Irritation Test. '\Anwwkanlﬁogcnkm bﬁﬂ
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- Moistened with phyvsiclocical seline prior to application
and sites wiped o0ff followirc epplication/ exposure
interval using phyvsiclogical seline for the Acute Dermal
Toxizity Test. The amount cf test article applied per
square centimeter for each animal was calculated to be
22.1 milligrams for the Acute Dermal Tcxicity Test.

- suspended in corn oil using a 38% weight’/volume ratio for
administration of the Acute Oral Toxicity Test.

v e w s m e commwa v s

- Suspended in corn oil using a constant volume of 17 ml/kg
for administretion of the Acute Oral LD50 test.

- Instilled neat, 8.1 gram per eye for the Primary Eye
Irritation Test,

et -

Solvent Red 1 =~

< Moistened with physiological saline prior to application,
8.5 gram per patch, and test sites wiped off following
application/exposure interval using physioclogical saline ’
for the Primary Dermal Irritation Test.

vams e

- Moistened with physiological saline prior to applicaticn
- n and sizes wiped off fcllowing applicatiorn/exposure
‘IX; interval using physiological saline for the Acute Dermal
Toxicity T=st. The amount of test article applied per
s3uars centimeter for each animzl wes calculeted to be
21.0 milligrems for the Acute Dermal Toxicity Test.

Wty w3 s

d in corn oil usin

€ 18% weight/volume ratio for
tration of the icut

- Suspend
s 1 Toxicity Test.

g
admini e

o

a
or

W
+h
(o]

r the Primary Eve
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stilled neat, 8.1 grem per ey
ritatio

ion Test.

0t

ixture
ot 1 -~ 7
ais
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- 23.4 parts Solven: Red 1:6.€ parts Disperse Red 11
e miXxture was prepared prior to each use.

ened with physiologiczl sazlire prior to application,
ram per patch, and test sites wiped off following
cation/exgosure interval using physiological szline
he Primary Dermal Irritation Test.
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- Moistened with physiological saline prior to application

ané sites wiped o0ff following application/exposure
interval using phyvsiologicel saline for the Acute Dermal
Toxicity Test. The zmount of test article applied per
sguare centimeter for each animal was calculated to be
2¢.8 milligrams for the Zcute Dermal Toxicity Test.

- Suspended in corn oil using a 20% weicht/volume ratio for !
— administra-ion of the Acute Oral Toxicity Test.

-~ Instille¢ neat, 8.1 gram per eve for the Primary Eye
Irritation Tecst.
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C. Experimental Design -

Each test and the procedures thereof for each test article
are described below.

l. Primary Dermal Irritation

The duration of the study was at least 72 hours after
test article application, but not more than 21 days. See Study
outline (page 9) for the specific duration of each study. Groups
consisting of 3 male ané 3 female rabbjits were used.

Animals were assigned to each study by seguential animal
number except for the elimination of any animal deemed unsuit-
able. Two (2) application sites were prepared on either side of
the thoracic region spinal column of each animal by closely clip-
ping the hair with Oster electric clippers equipped with a number
40 (surgical) blade; the prepared sites were examined and only

animals free of dermal lesions/irritations were assigned to each
study.

The right anterior and left posterior application sites
were abraded with a needle to penetrate the stratum corneum but
not the dermis., The other application sites were left intact.
One-half (2.5) gram of & solid was moistened with physiclogical
saline and applied to each 2,5 centimeter square gauze patch,
While each animal was manually immobilized, 1 patch containing
the test article was applied to each application site and held in e
place with gauze wrapping., The entire trunk of each animal was A
then wrapped with plastic wrap and stockinette,
After 24 hours of exposure, the bandage and patches were
removed, Each test site was gently wiped with gauze sponges
moistened with an appropriate vehicle (known not to cause any
dermal toxic reactions) to remove any remaining test article.
The skin condition of each test site was evaluated for erythema,
edema, and other lesions at 24 and 72 hours (+2 hours at each
interval) and daily thereafter to day 21 or until irritation had
subsided, Dermal reaction scores were assigned using the grading
system presented Iin Appendix B of this report.
tach animal was weighed prior to application of each
test article,

41l animals were obhserved at least once dally for
mortality and obvious toxic signs,

At the termination of each study, animals were
euthanized by administration of an intravenous injection of T-61
Euthanasia Solution and discarded,

The Primary Irritation Score was calculated for each
test article as follows: the average scores for erythema and
eschar formation for intact and abraded skin at 24 (+2) and 72
(+2) hours were added to the average scores for edema for intact
and abraded skin at 24 (+2) and 72 (+2) hours. 'The total of the
16 values was divided by 8 to give the Primary Irritation Score.

~\\ American Biogenics
G y\Corporation
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Based upon the mean Primary Irritation Score, the test

article was given a descriptive irritation rating using the
following method:

Mean Primary Irritation Score

(Range of Values) Descriptive Reading
6.0 Non-irritating
2.1 -~ 8.5 Practically non-irritating
e.6 - 2.0 Mildly irritating
2.1 - 5.4 Moderately irritating
5.5 and sabove Severely irritating

2, Primary Eye Irritation

The duration of the study was at least 72 hours after
instillation, but not more than 21 days. See the Study Outline
for the specific duration for each study. Groups consisting of 3
rabbits, male or female, were used,

Both eyes of each animal were evaluated within 24 hours
prior to instillation of each test article using the evaluation
system presented In Appendix C. Animals were assigned to the
study by sequential animal number. However, any animal deemed
unsuitable was not used and the next acceptable sequentially
numbered animal was used,

One hundred (1#0) milligrams of a solid test article was
instilled onto the everted lower 1id of the right eye of each
animal., The upper and lower lids were held together for
approximately 1 second to prevent loss of the test article and to

ensuUre even distribution of the test article over the surface of
the evye.

The treated eye of esch animal was examined for ocular
irritation and lesions at 24, 48 and 72 hours (+2 hours at each
interval)., The treated eyes were evaluated on days 7, 14, and 21
if irritation persisted. ©Each study was terminated after 21 days
or when irritation subsided after the 72 hour evaluations. The
evaluation system presented in Appendix C of the report was used
for scoring ocular reactions. A pocket flashlight without
magnification and a 2 percent sodium fluorescein solution in
deiconized water were used at all evaluation intervals.

Each animal was welighed prior to instillation of each
test article,

The animals were observed at least once daily for
mortality and obvious toxic signs,

211 animals were sacrificed at the termination of the
study by administration of an intravenous injection of T-61
Buthanasia Solution and discarded,.

The mean Primary Eye Irritation Score with standard
deviation and standard error values were calculated at each
evaluation interval using the total scores of each treated eye.
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An animal was considered to have exhibited a positive

response if the test article produced one or more of the
following signs: '

- ulceration of the cornea

- opacity of the cornea

- inflammation of the iris

- obvious swelling in the conjunctivae with partial
eversion of the eyelid '

- a diffuse crimson color

3. ‘Acute Oral/Acute Orzl LD30 Toxicity

The duration Of each study was 14 days after dosing.
Groups consisting of 5 male and 5 female rats were used for each
test article/test group. If deaths occurred in the Acute Oral

tudy, a 7-day range-finding test was conducted using 5 groups
consisting of ! male and/or 1 female in each group to set levels
for the Acute Oral LD50 Study.

Animals were assigned to each study by segquential animal
number. Howaver, any animal deemed unsuitable was not used and
the nex:t acceptable seguentially numbered animal was used.

The animals were fasted overnight. The following morn-
g, body weights were recorded, doses were calculated, and a
asured volume of the test article suspension was delivered to
ch animzl by oral gavage in a single dose for aqueous
spensions, and in 2 doses for non-aqueous suspensions. Dist

returned to the cage of each animal immediately after

nistrz<zion.
Animals were observed frequently for mortality and toxic.
sr dosing on day €. Thereaftesr, observations for
nd toxic signs were done at least once daily. Body
e recorded prior to test article administration on day
ays 3, 7, 18 and prior to sacrifice on day 14, or at
dead. '
day 14, all surviving animals were rendered
by erxposure to carbon dioxide and exsanguinated prior
+hos2 that succumbed wzre necropsied as soon as
dzath was noted. The following of each animal
and all abnormal findings were recorded: all
aces and orifices, andé abdominal, thoracic, and
es and their viscera. Necropsies were conducted
ervision of a pathologist. Range-finding animals
d at tarmination. The mean, standard deviation, and
r were calculated for the body weight data and for
cest article administered.
oral LD3@ value, the 95 percent confidence interval,
the dosa-responss curve, and corraction factors for
ent observed responses were calculated by computer
'ing the mathodology of Litchfield and Wilcoxon.+
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4. Acute Dermal Toxicity

The duration of each study was 14 days after test
article application. Groups consisting of 5 male and 5 female
rabbits were used for each test article.

Animals were assigned to the study by sequential animal
number. However, any animal deemed unsuitable, including any
animal exhibiting dermal lesions, was not used and the next
acceptable sequentially numbered animal was used.

The dorsal and lateral trunk (approximately 10% of the
body surface area) of each animal was clipped free of hair with

Oster electric clippers equipped with a number 40 (surgical)
blade.
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Oon the day of dosing, body weights were recorded and
doses were calculated. Approximately 24 (+2) hours after
clipping, each animal received longitudinal abrasions every 2 to
3 cm. The abrasions were deep enough to penetrate the stratum
corneum, but not the dermis. The test articles at 2 g/kg were
applied on a 6 inch by 6 inch pad and placed over the dorsal
surface area. Solid test articles were moistened with
physiological saline to form a paste and applied to the pad. The
test article was held in contact with the skin with gauze
wrapping. The entire trunk was then wrapped with plastic wrap’
and stockinette.

L After 24 hours of exposure, the bandage and pads were
- removed. Each application site was gently wiped with gauze
.F’ sponges moistened with an appropriate vehicle (known not to cause
any dermal toxic reactions) to remove any remaining test article.
All animals were observed for mortality and abnormal
clinical signs frequently aftsr dosing on day @. Thereafter,
observations for mortality and abnormal signs were done at least
once daily. Body weights were recorded prior to test article &
application on day ¢, and on days 3, 7, 16, and prior to » :
sacrifice on day 14, or at the time found dead. :ﬁ
On day 14, all surviving animals were rendered o D
unconscious by administration of injections of a barbiturate and Y
exsanguinated prior to necropsy; those that succumbed were o
necropsied as soon as possible after death was noted. The
following of each animal were examined and all abnormal findings
were recorded: all external surfaces and orifices, and abdom-
inal, thoracic, and pelvic cavities and their viscera. Necrop-
sies were conducted under the supervision of a pathologist. The
treated skin and corresponding untreated control skin was saved
for histopathological examination. No other tissues were saved.
Histopathological examination was performed on animals
that had succumbed during the test period, and on 2 animals per
sex necropsied at the end of the test period. Examinations
incl:ded skin from the treated and corresponding untreated sites.
The mean, standard deviation, and standard error were
calculated for the body weight data and for the amount of test
article applied. The approximate amount of test article applied

. was calculated in milligrams per square centimeter of exposed
) skin.
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RESULTS

A. Primary Dermal Irritation Studies

Disperse Red 11 - Lot 1

Individual body weights anéd dermal reaction scores recorded
during the study are given in Table 1.

No mortalities or abnormal clirical signs were observed
during the study.

Erythema (grades 1 through 3), edema {(grades 1l through 3),
and desquamation were observed during the study. All dermal
irritation had subsided by the day 7 evaluation. The calculated

Primary Irritation Score was 2.7; the test article was considered
to be moderately irritating,

Disperse Ped 11 - Lot 2

Individual body weights and dermal reaction scores recorded
during the study are given in Table 2.

No moralities and no abnormal ‘clinicial signs were observed
during the study. Erythema and edema (grades 2 and 1) was
observed at the 24 and 72 hour evaluyation intervals.

Desquamation was observed at one test site at the 72 hour and day
4 evaluation interval, All dermal irritation had subsided by the
day 4 evaluation,

The calculated Primary Irritation Score was #.73; the test
article was considered to be mildly irritating.

Disperse Blue 3

Incivicual body weights ard dermal reaction scores recorded
during the study are given in Table 3.

No mortalities or abnormal clinical signs were observed
during the study.

Erythema (grades 1 and 2) and edema {grade 1), were noted
during the study. All dermal irritation had subsided by the 72
hour evaluation. The calculated Primary Irritation Score was

2.5; the test article was considered to be practically
non~irritating,. ‘

Violet Mixture

Individuzal body weichts and dermal reaction scores recorded
during the study aze given in Table 4.

o mortalities occurred during the study. All animals
exhibited purple-colored urine cn day 2 after application. No
other abnormal clinicel sions were observed.

Erythera (crades 1 through 3), and edema (grades 1 or 2)
were observed during the study. 2ll dermal irritation had
subsided by the day 4 evaluation. The calculated Primary

Zrritation score was 1.2; the test article was considered to be
mildly irritating.

.
-~

Solvent Red 1 g
Incividual body weights and dermal reection scores recorded
cduring the study are given in Table 5. tisunicanlﬁogenks
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No mortalities or abnormal clinical signs were ohserved
during the study.
No derma) irritation was observed during the study. The

calculated Primary Irritation Score was @.0; the test article was
considered to be non-irritating.

Red Mixture

Individual body welghts and dermal reaction scores recorded
during the study are given in Table 6.

No mortalities or abnormal clinical signs were observed
during the study. ‘

No dermal irritation was observed during the study. The

calculated Primary Irritation Score was 6.0; the test article was
considered to be non-irritating.

B. Primary Eve Irritation Studies

Disperse Red 11 - Lot 1 "
Individual body weights and ocular reaction scores recorded
during the study are given in Table 7.

No mortalities or abnormal clinical signs were observed
during the study.

No ocular irritation was observed during the study.
All animals were considered to have exhibited a negative
response to the test article.

Disperse Red 11 - Lot 2

Individual body weights and ocular reaction scores recorded
during the stucdy are given in Table 8.

No mortalities or abno ™al clinical signs were observed
during the study.

Redness (grade 1) and chemosis (grade 1) was observed at the

24 hour evaluation. All ocular irritation had subsided by the 48
hour evaluation,

All animals were considered to have exh1b1ted a negative
response to the test article.

Disperse Blue 3

Indivicdual body weights and ocular reaction scores recorded
during the study are given in Table 9.

No mortalities or abnormal clinical signs were observed
during the study.

No ocular irritation was observed during the study. All

animals were considered to have exhibited a negat1ve response:to
the test article. :

Violet Mi:ture

Individual body weights and ocular reaction scores recorded
during the study are given in Table 160.

No mortalities occurred during the study. All animals
exhibited purple colored urine on days 1 and 2 after
instillation. ©No other abnormal clinical signs were noted.
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Two animals exhibited redness (grade 1) and chemosis (grade
1) at 24 hours after instillation. O©Ocular reactions had subsided
by the 48 hour evaluation.

All animals were considered to have exhibited a negative
response to the test article.

Solvent Red 1

Individual body weights and ocular reaction scores recorded
during the study are given in Table 11.

No mortalities or abnormal clinical signs were observed
during the study.

Redness (grades 1 through 3), chemosis (grades 1 and 2),
discharge (grades 1 and 2), and iritis (grade 1) were observed
during the study. Blistering of the conjunctivae was noted for
all animals. Two of the animals also exhibited opacities and
positive fluorescein staining. All ocular irritation had
subsided by the day 7 evaluation,

All animals were considered to have exhibited a positive
response to the test article.

Red Mixture

Individual body weights and ocular reaction scores recorded
during the study are given in Table 1l2.

No mortalities or abnormal clinical signs were observed

during the study. ﬁﬁy
Redness (grades 1 through 3), chemosis (grades 1l through 3),
o discharge (grades 1 through 3), iritis (grade 1), blistering of
D the conjunctivae, opacities, and positive fluorescein staining
'Q were observed during the study. Nicks in the upper and lower
- lids were noted for 1 animal, All ocular irritation had subsided

for 2 of the animals by the day 7 evaluation., An opacity was
still noted for 1 animal at the day 21 evaluation.

211 animals were considered to have exhibited a positive

“Q response to the test article,

% . C. Acute Dermal Toxicity Studies

At

» pisperse Red 11 - Lot 1

8 Individual data (body weight, test article administration,
" antemortem observations, and necropsy findings) are presented in
o Tables 13, 14, and 15. Histopathology results are given in

.- appendix D,

211 animals survived the 14 day observation period of the
study. 2ll but one animal (male) gained weight. Observations
noted during the study included: erythema; edema; test site,
feet, and muzzle discolored purple; purple colored urine; loose
stools; and/or yellow/brown stained fur in the perianal region.

Necropsy examinations of all animals revealcd purple
discolorations of the treated skin, fur of feet, fur of abdomen,

and/or face; and red linear discoloration of anterior portion of ;;j
treated skin,

The dermal T.D58 of the test article was cons 1d9req to be
greater than 2 g¢rams per kilogram of hody weight. \LMHCNCJHIHOLOHWS
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Disperse Red 11 - Lot 2

Inédividual data (body w2ight, test article administration,
antemortem observations, and necropsy findings) are presented in
Tables 16, 17, and 18, Histopathology results are given in
Appendix D,

Nine of ten animals survived the 14 day observation period
of the s:tudy. One surviving male lost weight; all other
surviving animals exhibited body weight gains. One male animal
was found dead on day l4. Observations noted during the study
included: violet colored urine; test site, feet, and muzzle
stained violet; and death.

Necropsy examination of the found dead animal revealed:
lungs with diffuse, red, firm consolidation and mild, tan exudate
in the right lobes, treated skin with scattered purple areas, and
pink discoloration of the fur on the feet.

Necropsy examination of the surviving animals at the final
sacrifices revealed pink or purple discoloration of the feet and
treat2d skin with scattered purple areas. One animal had a
solitary raised purple discoloration on the treated skin and
another animal had the urinary bladder distended with fluid.

The dermal LD53@ of the test article was considered to be
greater than 2 grams per kilogram of body weight.

Disperse Blue 3

Individual data (body waight, test article administration,
antemortsm observations, and necropsy findings) are presented in
mables 19, 20, and 21. Histopathology results are given in
ippendix 2.

all animals survived the 14 day observation period of the
study ané gained overall body wsight. Observations noted during
tne study included 1 animal with few stools and all animals with
+2st sit2, head, and fe=t stained blue.

b A% e iy 2 e g

]

Nacropsy examinations of all animals revealed discoloration
0f ths treated skin and of the fur on the feet and face.

“he dermal LDS50 of the test article was considered to be
Jreater than 2 grams per kilogram of body weight.

Violet Mixture

inc:vicual data (body weight, test article administration,
antemortem observations, and necropsy findings) are presented in
Tables 22, 23, and 24. MHistopathology results are given In
zppendix D.

All animals survived the 14 day observation period of the
studv. Zight of ten animals gzined body weight over tha same
period. Two females exhibitazd body weight losses. Observations
noted during the study included: test site, nose, and feet
discolored puryle, purple colored urine, loose stools, few
s-pols, no urine, no stonls, muccus-like stools, food appszared
undisturbed, pale, animal app=zar:d to be bloated at abdominal
region, znd emaciated.

Necropsy examinations of all animals revealsd: purple dis-
coloration of “reated skin, fur of fe=t and/or fur of perineum;
multipie depressions of kidneys; small intestine distended with
fluid contents; or purple-tinged fluid in urinary bladder.
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The dermal LD5@ of the test article was considered to be !
greater than 2 grams per kilogram of body weight,. ;
4
Solvent Red 1 . L
Incivicdual data (body weight, test article administration, N
antemortem observations, and necropsy findings) are presented in
Tables 25, 26, and 27. Histopathology results are given in ,
Appendix D. : .
All animals survived the 14 day observation period of the :
study and gained cverall body weight., Observations noted during .
the study included: test site, feet, and head discolored red; :
few stools; and loose stool. »
Necropsy examinations of all 2nimals revealed red !
discoloration of treated skin, red discoloration of fur, a liver .
with a dark red éiscoloration, and 2 lungs with red ;
éiscoloration, !
The dermal LD50 of the test article was considered to be {
¢reater than 2 grams per kilogrem of body weight. .
Red Mixture !
Incdividual data (body weight, test article administration, :
arteportar observations, and necropsy findings) are presented in .
Tabtles 28, 29, and 30. Eistopatheclogy results are given in X
Appendin 2. o
211 animals survived the 14 éay observation period of the ‘[§’ i
study. One female lost weight; all other animals exhibited body . .
weicht cains, Obgervations noted during the study included: :
~est sites, heads, feet, and abdomens stained red; few stoole; -
-ocse stool; and vellow/brown stained fur in the perianal region. :
Necropsy examinations of all animals revsaled pink »
¢iscolorations of the fur or skin on or near he treated sites. H
The Cermal LD3¢ of the test article was considered to be !
cgreater than 2

grams per kiloeram of body weight.

D. hAcute Oral Toxicity Studies %
Disperse Red 11 =~ Lot 1 .

The Individual Gata (body weight, test article administra- ]
tion, antencrten observztions, and necropsy findings) ere .
rresented in Tables 21, 32, and 33. .

r11 female zanimals survived the 14 day observation period of .
the study. rll males Qied as e2rly as day 4 and as late as cday 6 .
cf the study. Observations notegd during the study includegd: .
pirele colored urine, purple colored fur in the perianal recion, i
loose stools, skin discoleored purple, crusty eyes, crusty nose, :
lethezrgy, poor coa* guality, purple colored tail, and death.

Necropsy exarinations of the animals found dead revealed: .
Tinr or blue-pink Ciscelored posterior extremities; pink/pzle :
£ink ceolcred fet; creen, dark grey, mottled, and/or granular .
eppearance of liver; stomech filled with dark fluvid; intestines s
contained dark fluic¢; pink colcred testicular fat; bladder —_— !
éistended, £illed with pink fluié; musculature pink or blue-pink . ’
in celer; black discolorations of glandular stomach;: pale g .
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pancreas; pink discoloraticn of testes; hemorrhage of subcu-
taneous tissues of bilateral postericr appendage, left anterior
appendage, and head; and pink/pale pink discoloration of skin.

Necropsy examinations of the surviving animals revealed
purple stained fur in the perineum,

The acute oral LD5@ of the test material for females was
considered to be greater than 5 grams per kilogram of body
weight, The acute ora) LD5@ of the test material for males is

reported separately (see Section V,E., [Oral LDP5@ studies] of this
report),

Disperse Red 11 = Lot 2

The individual data (body welght, test srticle administrae-
tion, antemortem observatlions, and necropsy findings) are
presented in Tables 34, 35, and 36.

Five females survived the 14 day observation period of the
study. All males died on dayy 4 and 5 of the study.

Observations noted during the study included: red colored urine,
skin discolered pink, dark colored stool, lethargy, atexia,

prostration, irregular breathing, lacrimation, crusty eye, crusty
murzle, few stools, gasping, red stained fur and tall, and death.

Necropsy examinations of the animals found dead revealed:
livers with & granulasr appearance and/or discolored green or
grey-green; red or brown discolorations of the glandular stomach
mucosa; gastrointestinal tracts filled with thick and/or dark
substance; lungs f£filled with derk substance; urinary bladders
distended and/or filled with purple or pink f£fluid; pink colored
fat; severe subcutaneous hemorrhage of appendages; abdominal ca-
vity filled with red fluid; pink/pale pink musculature and skin:
a swollen, dark blue foot; ted fluid around nose and mouth; red,
crusty material sround nose, mouth, and ear; blue or blue-pink
extremities; and perianal region covered with purple fluid.

Necropsy examinations of the surviving animals revealed a
diaphragmetic hernia and pink stained fur In the perianal region.

The acute oral LD50 of the test materlal for females was
considered to be greater than 5 arams per kilogram of body
weight. The acute oral LD5P of the test material for males is
reported separately (see Section V.E. [Oral LD5@ Studies] of this

report)., Ay
Disperse Blue 3 ﬁ}ﬁd
The individual dsta (body weight, test article administra- ‘}yﬁ
tion, antemortem observations, and necropsy £findings) are Lﬁf
precented in Tables 37, 38, and 39, el
Eight of ten animals survived the 14 day observation period @%ﬂ

of the study. One male animal was found dead on day 7 and a NN
female animal was found dead on day 3, Observations noted during Q‘%
the ztudy included: blue colored urine, skin discolored bhlue, phﬁ
crusty nose, emacjation, poor cout quality, crusty eyes, rﬂkq
sensitive to touch, blue stained tail, lethargy, ataxia, blue VLM
stalned fur in the perianal region, and death. {0
Necropecy examinetions of the animals found dead revealed: MO
livers pale or discolor ‘d drey green, stomach stained blue, el
gactrointestinal contents dark, musculature with varying degrees AR
- v
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of blue discoloration, urinary bladder containing purple fluid,
cervical lymph node discolored red, posterior appendages with
subcutaneous hemorrhages, skin discolored blue, and testicular
fat discolored grey,

Necropsy examination at final sacrifice revealed livers
discolored dark green or brown, testicular fat in males
discolored grey, fat in females discolored grey, scattered purple
stained areas on tail, and purple stained iLur on the perineum,

The acute oral LD58 of the test material was considered to

be greater than 5 grams per kilogram of body weight for male and
female rats.

Vioclet Mixture

The individual data (body weight, test article administra-
tion, antemertem ooservations, and necropsy f£indings) are
presented in Tables 48, 41, and 42.

All animals were found dead as early as 2 days and as late
as 3 days after 5 g/k¢ dose administration., Observations noted
during the study included: purple colored skin, purple colored
urire, crusty eye, crusty nose, purple colored fur in the
perianal region, lethargy, ataxia, and death.

Necropsy examinations of all animals revealed: intensely
red or purple scattered areas, pale lungs; dark brown, mottled,
grey, red, derk, and/or prominent lobular pattern of livers;
appendages purple in color; skin dark purple; body fat dark
purple; mucocutaneous junctions, gastrointestinal tract, upper
respiratory tract, feet, gastrointestinal contents, mesenteric
surface and cornea discolored purple.

The acute oral LD58 of the test material was considered to
be lesg than 5 grams per kilogram of body weight, and is reported
separately (see Section V.E., [Qral LDS5@ Studies] of this report).

Solvent Red 1

The individual data (body weight, test article administra-
tion, antemortem observations, and necropsy findings) are
presented in Tables 43, 44, and 45.

All animals survived the 14 day observation period of the 2
study and gained overall body weight, Observations noted during
the study included: red colored urine and stool; loose stool;
red stained fur in the perianal regiocn, on the head and ventral
portion of the body, and on the muzzle; and red colored stain on
the tail,

Necropsy examinations of all animals revealed no abnormal

b findings,
}g{ The oral LD5¢ of the test material was considered to be

greater than 5 grams per kilogram of body weight for male and
female rats,

FOIRELELE

T e

Red Mixture

T T The Individual data (body weight, test article administra- nT
tion, antemortem observstions, and necropsy findings) are D
presented in Tables 46, 47, and 48,
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All but 1 animal survived the 14 day observation period of
the study. One male was found dead on dsy 4 of the study.
Observations noted during the study included: red-viclet colored
urine; red colored stool; loose stool; skin discolored pink; red
staln on tail, feet, and muzzle; red stained fur in the perianal
region, on the perineum, and on the ventral and dorsal body

surfaces; lethargy; scabby tail; crusty nose and eye; poor coat
guality; and death.

Ly

b Necropsy examination of the animal found dead revealed a
;: pale lung, contents of the gastrointestinal tract discolored red,
o fat and mesentery discolored red, crusted external surface of

feet and tail, and contents of the urinary bladder discolored
red,
Necropsy examinations of the surviving animals revealed
purple staining of the perineum and red discoloretion of lungs,
The oral LD58 of the test material was considered to be

greater than 5 grams per kilogram of body weight for male and
female rats,

E. Oral LDS5@ Studies

Disperse Red 11 -« Lot 1

The Individual data (body weight and test article admini-
stration, antemortem observations, and necropsy findings) are
presented in Tables 49, 50, and 51, Table 52 presents the
results of the Litchfileld-Wilcoxon LD5@ determinations.

Preliminary range-finding trials were conducted uesing 1 male
at each of the £following dose levels: 1,000, 1,413, 1,995,
2,818, and 3,981 rilligrams per kileogram of body weight, Deaths
occurred in all but the 1,413 mg/kg level; therefore, dose levels
of 562, 7A8, 891, and 1,413 were selected for the LD&D
determination,

The oral LD5@ of Disperse Red 11 - Lot 1 for males was
incalculable, Based on the death patterns, the LD5P for males
would be considered to be between 708 and 891 mu/kg of body
weight., The incidences of death were as follows:

Group Number Dead/Number Tested
g {mg/kg) Meles
kﬁ 562 /5
Q:. 708 a/5
\se gal 4/5
: 1,413 5/5

411 deaths occurred within 4 to 6 days after dosing.

Observations noted during the study included: purple
colored urine, skin discclored purple, purple stained fur -
perianal region, purple loose stools, loose stools, crusty eye,

- lethargy, red crusty substance around ear tag, crusty substance
-xr: around ear tad, crusty nose, ataria, sguinting, pale, irregular
o breathing, no stools, red steined fur - all feet; slow

respirations, prostration, sensitive to touch, and death._. ' . .
L American Biogenics
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Necropsy examinations of the animals found dead revealed: :{
discolorations and/or prominent lobular pattern of livers; fat; :H
discolorations of perineum, perianal region and base of tail: Wi

hemorrhage of suhcutaneous tissues of appendages, musculature of
appendat¢es, tissue along descending aorta and along abdominal
aorta; discolorations of epididymides; discoloration of testes,
discoloration, hemorrhage, or pale lungs; dark or purple contents
of gastrointestinal tract; pink, red or purple contents,
distended, and/or discoloration of urinary bladder; clotted blood

>
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around ear taco; pink-red discoloration of anus; stomach contained o
copious red material; red brown crusted material around nose, X
mouth, on fat, and in perianal region; discoloration of [ &)
non-glandular stomach; discoloration of spleen; discoloration of ™
glandular stomach; and discoloration of small intestine,. RN

Necropsy examinations of the surviving animals revealed )
purple stained fur of the periansl region or perineum; and )
discolorations of liver, w

Disperse Red 11 - Lot 2

The Individual data (body weight and test article W
sdministration, antemoytem observations, and necropsy f£indings) N
are presented in Tables 53, 54, and 55, Table 56 presents the i
results of the Litchfield~Wilcoxon LDS0 determinations., Figure L
E~1, on page 129, depicts the dose~responge curve, o

Preliminary range-finding trials were conducted

using 1 male @ it

at each of the following Jdose levels: 1,c6¢, 1,413, 1,995, e
2,818, and 3,981 milligrams per kilogram of body welght, Deaths ot
occurred in the 2,818 and 3,981 mg/kg dose levels only; there- !
fore, dose levels of 562, 891, and 1,413 mg/kg were selected fot :&
the LD5U determinations, v
The oral LD58 of Disperse Red 1l - Lot 2 was determined to w

be 1,042.7 mg/kg for males., The incidences of death were as i
follows: E;
Group Number Dead/Number Tested ﬁ-
{(mg./ka) Males i

562 n/s !

g9l 3/5 t“

1,413 /5 e

-
e Ty

All deaths occurred within 5 to € daye after dosing,

v
!- “a

Obzervations noted during the study included: red-violet o
colored urine; red-violet colored ctool; skin discolored pink; -9
loose stool; no stocol; few stools; lethargy: ataxiays pale; w{

sguinting; poor coat guality; red-violet stain en fur, tail, or
muzzle; red staln on tail: crusty eye; crusty nose: crusty
muzzle; c¢rusty substsnce cround ear tag; red discharge from penis

s

e

contents in the gastrointestinal tract; pink colored fat, fur,

or on foot; &sceb on foot; yellow/brown stained fur in the E
perianal reaion: and death, 5

Vecropsy eraminations of the animals found dead revealed: TN W
green, grey, or dark disceoloration of the liver; dark or purple Srer o
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. appendages, and tail; pelvic and abdominal cavities and viscera

AN with purple-pink discoloration; pale kidney cortices, lung, and

~;} skeletal muscle; subcapsular hemorrhage of testes; red discolor-
K- ation of testes; urinary bladder distended with pink fluid;

e urinary bladder containing dark purple fluid; appendages/extre-

mities with subcutaneous red discoloration or hemorrhage; purple-
pink or ciusted black discoloration on pelvic reglon; and red or

~d red brown ¢rusty material around nose and mouth,

P, Necropsy examinations of the surviving animals revealed:

L. grey, dark green, or green-grey discoloration of the liver; pink
gf or purple~pink discoloration of fur in the pelvic region; purple

stained fur in the perianal region; and & crusted scab anterior
to the penis,

Violet Mixture R
W The individual deta (body welght, test article administra- Q&g
X tion, antemortem observations, ané necropsy findings) are pre- ugﬁ
"N sented in Tables 57, 58, and 59, Tables 60, 61, and 62 present 2
2 the results of the Litchfield-wilcoxon LD50 determinations, e
o Figure E-2, on page 141, deplcts the dose response curve of o
R combined sexes. EReY
B\ Preliminary range-finding trials were conducted using 1l male Qtz
. and 1 female in each of the following dose levels: 447, 794, AR
- e 1,413, 2,512, and 4,467 milligrams per kiloaram of body welght. »
L oy Deaths occurred to both male and female animalis of the 2,512 and )
] 4,467 mg/kg levels, Deaths also occurred in the males only A
wﬂ receiving 7594 and 1,413 mg/kg. Therefore, dose groups 1,000, q;x
N 1,413, and 1,995 ma/kg were initially selected, then two . A
e additional Qroups were used; 794 my/kg for males only, and 1,778 b
[ mg/kg for females only, for LD50 determinations. ot
2N The orel LDS¢ of Violet Mixture for males wss unable to be
calculated, Based on the death patterns, the LD5O would be Fea
. considered to be between 794 and 1,002 ma/kg of body weight, The X,
Vot orel LD50 for females was unable to he calculated., Based on the e
f: death patterns, the LDS50® would be considered te bhe betweeen 1,413 s
i and 1,778 mg/kg of body weight, The oral LD5P of combined sexes N
b was calculated to be 1,052.8 ma/ke ©f body weight. The By
. Of incidences of death were as follows: E&&
w“f Number Dead/Number Tested th
- Group Combined i
0 fma/kg) Maleg Femaler Sexes Ly
& 794 1/8 - 1/5 soad
’ 1,000 = 5/5 n/5 5/19 il
3 1,413 5/5 2/5 7/10 o
1,778 - 5/5 5/5 O
1,995 5/5 5/5 10/10 o
ﬁ% All deaths occurred within 2 to 7 days after dosing, ey
7, 1o
v Pl Observations noted during the ztudy included: purple R
Wi .7 colored urine, purple colored loose stools, purple ctained fur - o
‘&: ; perianal region, skin discolored purple, crusty nooe, crusty eyo,

11
b
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; lethargy, few stools, sensitive to touch, loose stools, no

stools, ataxla, alopecia - posterior legs, sguinting,
prostration, labored regpiratiors, lacrimation, irregular
breathing, body cool to touch, and death.

Necropsy examinations of the animals found dead revealed:
discolorations, pale, and/or prominent or exaggerated lobuler
pattern of livers; Jdark, purple, and/or black contents of
gastrointestinal tract; discolorations of body fat;
discolorations of glandular stomach; hemorrhages of subcutaneous
" or musculature of appendages or body; purple discolorations of
fur and/or skin of pelvic region, tall and/or appendages; dried
blood or black crusty material around ear tag, muzzle, nose
and/or mouth; abdominal and/or thoracic cavities contained red or
blood contents; urinary bladder contained purple fluid; prostate
discolored purple; urine discolored purple; intestine discolored
purple; red discolorations and/or mottling of lungs; dark red
discoloration of thymus; and purple testes.

Necropsy examinations of the surviving animals revealed:

purple stained fur of perianal region or perineum; and/or
discolorations of livers,
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TABLE 2 (continued): INDIVIDUAL BODY WEIGHT AND DERMAL REACTION DAT2
PRIMARY DERMAL IRRITATION STUDY IN RABBITS

TEST ARTICLE: DISPERSE RED 11 - LOT 2

Day 4*~*
Intact Sites Abraded Sites
Animal Right Side Left side Right Side Left Side
Number ER ED ER ED ER ED ER ED
BB9352 ¢ o ) 2 0 8 0 )
59 BB9354 ) e ) ¢ ) ) 0 ¢
‘__\1'_:
o BBO3156 0 2 8 0 ¢ o 0 0
R
Fﬁ BB 9382 8 ¢ 8 ) 0 0 0 )
b.’» BB9385 2 ) 2 0 9 0 g 0
SR
;\;2 BB 9366 2 ) ) ) g 2 ¢ )
i! tﬁﬁ NOTE: All test sites at the day 4 evaluvation interval were stained light
iy ! putnple,
FC?:’ ** » After test artic¢le application
%5 ER = Erythema
@' ED = Edema

d = Desquamation

A | rcn

-r—r.'r}-
P I S

A~
£ s
K

Y X TR
e
xr-ll

.]—
L

RNy -

<\ American Biogenics
"'XCorporulmn




‘d = 4 e - Uo13I23y13; o
S°d d+ 35 85 1 d1ong 123 I Raeuriyg
anyq Palotods1p a31s I§3L = g
Bw3p3y = g3

Eway3liz = y3
Uoxlestydde IT~1312 3533 JSIIV =,

I If’!"[’ll|ln’l’fﬂ”’f!"ll’l'{(’j‘/’l!{!}[}l"l e e —

¥y g-g '3 g-3 '3 g-°3 2°8 3-3 [ BN § °8 (-a E'8 g-°g '8 g-a
(d1 (a1 ()] () [ £ I 57 )y ¢n (8) (o) {3y  (3y fay (o Q1 (vy = 3beziany
3 [] [} [} @ @ [} [} T 9 2 [ 4 z S i S = Telog
2 g8 [} nw 4 ms 2 nu 8 mm ') ma ) q? [} ma o1z El LIS T 1]
F G~ 2
d q? ] a? a4 ma 8 a¥ T al # m- T m~ ] al [ L | 3 Streag
@ g d mn é na [ ] nn ] mn [ mu 4 mm [:] ma 3 2ard 3 YEvedg
[ g? a m; [} mo [ mn b mq # nq { nm a m~ §Z "¢ W LOreaEa
i g '} ms ] a? '} mm '] m~ '} m~ a m— I aw 967 H 93:684
N H [}
d mu [ nu 9 mu ) un F) na [] m~ ) m~ ) m~ ¥tz Sdt§
llltleillllllllollllflll((l(|l|lr|clllillllloll:fllil!llllllllllllinlll!IIlJllllillllllllli!l:llllllllli|| .)1¢il)<itrlllllllldl!ll
a3 - ] a3 43 a3 43 a3 43 a3 3 a3 - | g3 q3 as 83 [£2T] X35 1s3qunpy
#p13 3397 SPlS aybiy 2p15 3337 PIS by apI1s jaq SPIS 34bry 3PIS jjag SPIS Iybiy Iybray Tewiuy
S93§g P3peaqy $3115 357Uy b $2319 popeaqy S3a11s 30equy Apog

e _I®I3Tug —————

T e —resnoH () gy

T assinow g7y ¥z

€ anig ISHIdSIg STIOILHY Isay

genics

10
1on

merican B

LA

Corporat

Afa' mr,

r

-1

S P Ra

).

+
R e

ra

. A

A .
‘)‘_A".’L. rea

-
[ )

R
'I.I ‘l K h"‘ A
B SN Y A

Gy s

2




-y = 3 - Irowy o
m~|m+o*z+:*.—ﬂn~n+-=¢u*u‘m¢nou~m+<|0uoum=o:3_.:.;b.u,.
a1dind pauTelIs a8l1l5 I153L = 4
rwapl = Q03
ewaqi3iz3d = H3I
uotriedijdde 215131e 31531 33II¥ = e
a"da L[°4d 44 L7¥ a8 T8 g4°9 ZT°9 8°1T 872 2°T 871 £E"e 8792 £8 E°1
(4 (0] {n) (W} 1 (1) (c) {n Hy ;N (1) () (ay {3} gy (¥) = 3beisay
] ¥ '} ¥ '] 1 a 1 9 [41 3 11 z S 4 8 = Te3ol
) mn a m— a &u '] h- r4 &m z mm T mﬂ 1 &N 9+ -7 d {f9683
'] al 3 at [] «f ] a® T ot 1 al ] al [ ._a ar-ez 3 1t96%8
9 m_ [} a~ ] .—~ é au | 4 at 4 mm 1 al T mn 83"z 3 dr9688
2 mn ] &I ] ﬁh [} mn a h~ L] m— 2 mu B m~ az-z W {8s68d
[) al '} 48 [ &2 [ a® i ¢ al 1 at a m~ ] al [4 B4 W 385688
) mu ] m.- 4 nn ] n. 1 .-N ? al a a? [ ] m~ 892 W cH5688
a3 ¥3 ai a3 a3l 43 a3 u3 a3 43 a3 43 a3l 43 a3l 43 (bx) x2s  13awny
ap1s 13271 _ 9pIs I4ybid SpIS 1391 3p1s Wbl4 2pIS 31J¥1__ 3p15 Iubty apis 1331 apIs by ybian jestuy
3115 popriIqy _ sa31§ JId2e]ul $331S papriqv _ s2115 12ejuU] Apog
s SINOH (Z#) 7L s SINOH {T+) ¥ e e xet3YOY

JE0LXIN 13T0IA  FTOIIEV ISda
S1IE9¥d NI XdIlS NOLLVIIENT TYWHd3lad XdVHINd

VIVAd HOI1D¥3d “IYW4d3Ia aNV IHDIIM XGCd I¥ndIalanl Iy 319VL

jogenics

merican Bic
Corporation

A




ol
) Nt MY
3

TABLE 4 (continued): INDIVIDUAL BODY WEIGHT AND DERMAL REACTION DATA
PRIMARY DERMAL IRPITATION STUDY IN RABBITS

TEST ARTICLE: VIOLET MIXTURE "

Day 4**
Intact Sites Abraded Sites
Animal Right Side Left gide Right Side Left Side 9
Number ER ED ER ED ER ED ER ED L

BB9585 2 9 0 0 of o 2 0 X

BE9586 ? 0 ? 0 of o of o
BE9587 of o p
BEO63D 0
BB9631 )

BB9E32 ]

LA ]

ER
ED

After test article application N
Erythema @
Edema \
Test site stained purple M
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- TABLE 11 (continued): INDIVIDUAL BQODY WEIGHT
}' AND OCULAR REAZTION DATA
o PRIMARY EYE IRRITATION STUDY IN RABBITS
& TEST ARTICLE: SOLVENT RED 1l
. Day 7 o
s Animal BB BB BB
ot Numbe r _. 9526 9545 9552
W 1. Cornea
T A, Density ) ) Y
e B, Are:x 2 ) 2
o AX Bx 5 g 0 )
/ 11, Il‘is
aly A, Values 4 e )
Ax S 0 0 0
III. Conjunctivae ¢ "
A, Redness 2 2 ]
B, Chemosis 2 ? g
C. Discharge ) 9 4
(A + B +C) x 2 ? 2 8
"i Total I + II + III ) 0 )
I'
‘ﬁ Reaction to Fluorescein*+* ) ) )
L
‘o) Mean p.0
“ S. D, 2.0
o S.E. 2.0
1:::. —
:ﬁ ** Any fluorescein stain retention in the eye was considered to
i be epithelial swelling/erosion and not a true stromal opacity.
3, Values were not included in the totals and means,
N o t = Right side of head stained red
h‘,: '.:'i:.‘\:
X Ay
o T A
¥ P,
__‘:\
s
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TABLE 15
INDIVIDUAL NECROPSY FINDINGS
ACUTE DERMAL TOXICITY STUDY IN RABBITS

TEST ARTICLE: DISPERSE RED 11 - LOT 1

Animal Abnormalities Noted at Necropsy
Number Sex (Qrgan = Abnormality) _
BB9413 M Treated Skin ~ Discoloration, purple, scattered
areas
External Ssurface - Discolcration, purple, fur of
feet
BB9414 M Treated Skin « Discoloration, purple, scattered
areas
External Surfac~ - Discoloration, purple, fur of
feet
BRO415 M Treated 8kin - Dlscoloration, purple, scattered
areas
External Surface - Discoloration, purple, skin of
feet
BB941l6 M Treated Skin ~ Discoloration, purple, scattered
areas
External Surface -~ Discoloration, purple, fur of
feet
BB941l7 M Treated Skin - Discoloration, purple, scattered
areas

External Surface ~ Discoloration, purple, fur of
tevt, abdomen, and face

BB9442 F Treated Skin ~ Discoloration, red, linear, anterior
portion of treated area
Discoloration, purple, scattered areas

External Surface - Discoloration, purple, fur of
feet

BB9432 F Treated Skin - Discoloration, purple, scattered
areas
External Surface - Disccloration, purple, fur of
feet

BB9433 F Treated Skin - Discoloration, purple, scattered
areas
External Surface - Discoloration, purple, fur of
feet
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TABLE 15 (continued)

INDIVIDUAL NECROPSY FINDINGS

K

R

ACUTE DERMAL TOXICITY STUDY IN RABBITS.

TEST ARTICLE: DISPERSE RED 1l - LOT 1

T

Animal Abnormalities Noteda at Necropsy
Number Sex (Organ =~ Abnormality)

e

-

BB9444 F Treated Skin - Discoloration, purple, scatterod
areas
External Surface - Discoloration, purple, fur of
feet .

i . £ 2 54

= -
RS

BB94456 F Treated Skin - Disc¢oloration, purple, scattered.
areas

External Surface - Discoloration, purple, fur of
feet
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TABLE 18
INDIVIDUAL NECROPSY FINDINGS
ACUTE DERMAL TOXICITY STUDY IN RABBITS

TEST ARTIZLE: DISPERSE RED 1l - LOT 2

Animal Abnormalities Noted at Necropsy

Number Sex (Organ - Abnormality)

BB9424~ M Treated Skin - Discoloration, purple, scattered
areas

Lung ~ Consolidation, diffuse, red, firm
Exudate, tan, mild, right lebes
External Surface - Discoloration, pink, fur of feet

BB9428 M Treated Skin - Discoloration, purple, scattered
areas
External Surface - Discoloration, purple, fur of
feet
BB9428 M Treated Skin - Discoloration, purple, fur of feet
External Surface - Discoloration, purple, fur of
feet
BB9429 M External Surface - Discoloration, purple, fur of
feef

Treated Skin - Discoloration, purple, fur of feet

BB9438 M Treated Skin - Discoloration, sclitary, ralsed,
purple
Discoloration, purple, scattered areas
E%ternal Surface - Discoloration, purple, fur of
eet

BB9447 F Treated Skin - Discoloration, purple, fur of feet
Urinary Bladder - Distended with fluid

External Surface - Discoloration, purple, fur of ps

feet e

BB9454 F Treated Skin - Discoloration, purple, scattered }2iﬂ
areas W

External Surface - Diszcoloration, purple, fur of P 1

_—

feet et

‘;'-“"

BB9455% F Treated Skin - Discoloration, purple, scattered }QQ
areas e

External Surface - Discoloration, purple, fur of @ﬁﬁ

feet M,

- * = Animal found dead f?

“r
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TABLE 18 (continued)
INDIVIDUAL NECROPSY FINDINGS
ACUTE DERMAL TOXICITY STUDY IN RABBITS

TEST ARTICLE: DISPERSE RED 11 -~ LOT 2

Animal Abnormalities Noted at Necropsy

Number Sex (Organ - Abnormality)

BB 9456 F Treated 8kin - Disqoloration, purple, scattered
areas
External Surface - Discoloration, purple, fur of
feat

BB 9457 F Treated Skin - Discoloration, purple, scattered
areas
External Surface -~ Discoloration, purple, fur of
feat

v\ American Biogenics
i 58 Corporation
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TABLE 20
INDIVIDUAL ANTEMORTEM OBSERVATIONS
ACUTE DERMAL TOXICITY STUDY IN RABBITS

TEST ARTICLE: DISPERSE BLUE 3

M 'A\“«‘u"',-."- h
A 1’ . T, -
]
i A_ILAIAR L_'(JL uum( U(LA L'(‘x.k‘.&m‘\ A:(.l_‘\A. L!A.h LA.L‘\J‘\. Ax(l .._L u !hLAI_A

Animal Day(s)
Number Sex Finding Finding Observed
BB941l0 M Nc abnormalities )
Test Bite stained blue la14
Head and feet stained blue 2~14
BB941l2 M No abnormalities 2
Test site stained blue 1-14
Head stained blue 2-12
Feet stained blue 2-14
Few stools 6
BB 9418 M No abnormalities )]
Test site stained blue 1-14
Head stained blue e-12
Feet stained blue 2=14
BBO9419 M No abnormalities @
Test site stained blue l=14
Head stained blue 2-11
Feet stained blue 2-14
BB9423 M No abnormalities 2
Test site stained blue 1-14
tlead stained blue 2-12
Feet stained blue 2-14
BB 9448 13 No abnormalities 2
Test site stalned blue 1-14
Head and feet stained blue 2-14
BB9450 P No abnormalities 0 T
Test site stained blue 1-14 o
Head stained blue 2-11 -
Feet stained blue 2-14 ;!
BB9451 F No abnormalities ) ;ﬁ
Test site stained blue 1-14 o)
Head stained blue 2-11 gﬁ
Feet stalned blue 2-14 Hi
~ S
N\ American Biogenics -
60 \( orporation X
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TABLE 20 (continued)
INDIVIDUAL ANTEMORTEM OBSERVATIONS
ACUTE DERMAL TOXICITY STUDY IN RABBITS

TEST ARTICLE: DISPERSE BLUE 3

Animal Day(s)
Number Sex Finding Finding Observed
BB9452 F N0 abnormalities 2
. Test site stained blue 1-14
Head and feet stained blue 2=14
BB9453 F No abnormalities @
: Test site stained blue 1-14
Head stained blue 2-12
Feet stained blue 2-14
i d
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TABLE 21 o
INDIVIDUAL NECROPSY FINDINGS
ACUTE DERMAL TOXICITY STUDY IN RABBITS

TEST ARTICLE: DISPERSE BLUE 3

Animal Abnormalities Noted at Necropsy
Number Sex (Organ - Abnormality)
BBY9410 M Treated Skin - Discoloration, blue, scattered areas

EXternal Surface - Pale blue discoloration of fur,
feet, and face

BR9412 M Treated Skin - Discoloration, blue, scattered areas
External Surface - Discoloration, pale blue, fur of
feet

BB9418 M Treated Skin - Discoloration, blue, scattered areas

External Surface -« Discoloration, blue, fur of feet
Discoloration, pink, fur of left anterjor and right
posterior feet*

BB9419 M .Treated Skin - Discoloration, blue, scattered areas .
EXxternal surface - Discoloration, blue, fur of feet &ﬂi
BB9423 M Treated Skin - Discoloration, blue, scattered areas
EXxternal surface - Discoloration, blue, fur of feet
BB9448 F Treated Skin - Discoloration, blue, scattered areas
EXternal Surface -~ Discoloration, blue, fur of feet :
and face &
! N La )
N BBY458 F Treated Skin - Discoloration, blue, scattered areas Y
o External Surface = Discoloration, blue, fur of feet a
K ""»l :\.:\-'
iﬁ BBY9451 F Treated Skin = Discoloration, blue, scattered areas ﬁé
- External Surface - Discoloratinn, blue, fur of feet K
Y o
ﬁ}j BB9452 F Treated Skin - Discoloration, blue, scattered areas ﬁﬁ
e External Surface - Discoloration, blue, fur around &b
b nose and on feet won
i Ry
o BB9453 F Treated Skin - Discoloration, blue, scattered areas K !
oo External Surface - Discoloration, blue, fur of feet o
:‘\'."‘ - - - - e e :\‘.{“
. * This stain was apparently picked up off of the table the animal .ﬁ?
was placed on to re-clip the test site area prior to taking the gﬂ
animal to pathology and is not related to the test article nor he

the results of the study per se.
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TABLE 24
INDIVIDUAL NECROPSY FINDINGS
ACUTE DERMAL TOXICITY STUDY IN RABBITS

TEST ARTICLE: VIOLET MIXTURE

Animal Abnormalities Noted at Necropsy

Number Sex {Organ - Abnormality)

BB9426 M Treated Skin - Discoloration, diffuse, purple
External Surface - Fur of feet purple

BB9597 M Treated Skin - Discoloration, diffuse, purple
External Surface - Fur of feet purple

BB96825 M Treated Skin - Discoloration, diffuse, purple
External Surface - Fur of feet purple

BB9628 M Treated Skin - Discoloration, diffuse, purple
External Surface - Fur of feet purple

BB9689 M Treated Skin - Discoloration, diffuse, pale
purple

BExternal Surface - Fur of feet purple
Kidney - Depression, multiple, focal, bilateral
cortex

BB9626 F Treated Skin - Discoloration, diffuse, purple
External Surface - fur of feet purple

- BBY9645 F Treated Skin - Discoloration, diffuse, purple

N External Surface - Fur of feet purple
ﬁ: BBY9646 F Treated Skin - Discoloration, diffuse, purrle

o External Surface - Fur of feet purple
&i BB9649 F Treated Skin - Discoloration, diffuse, purple
. External Surface - Fur of feet purple
EQ Small Intestine - Distended with fluid contents
:ﬁf BE9650 F Treated Skin - Discoloration, diffuse, purple
¥ External Surface - Fur of feet purple
v Purple fur, perineum
Ef Urinary Bladder - Contains purple-tinged £fluid
Z:Iji
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TABLE 27 %**
INDIVIDUAL NECROPSY FINDINGS
ACUTE DERMAL TOXICITY STUDY IN RABBITS

TEST ARTICLE: SOLVENT RED 1

Animal Abnormalities Noted at Necropsy
Number Sex {(Organ - Abnormality)
BR9477 M None
BB9484 M Treated Skin - Discoloration, red, scattered areas
Fur of Back and Feet - Discoloration, red
BB9487 M Treated Skin - Discoloration, red, scattered areas
Fur of Back and Feet - Discoloration, red
BB9488 M Treated Skin - Discoloration, red, scattered areas
Fur of Back, Feet, and Abdomen - Discoloration, red
BB9499 M Treated Skin - Discoloration, red, scattered u:eas
Fur of Back, Neck, Abdomen, and Feet ~ Discolora-
.tion, red
Lung - Discoloration, multifocal, red, plinpoint, all ..
lobes @
BB9535 F Treated Skin - Discoloration, dark red, thickened, 2
areas

Fur of Back, Feet, and Abdomen - Disc¢oloratiocn, red
Liver = Discoloration, solitary, dark red, margin of
left lateral lobe

BB9536 F Treated Skin - Disroloration, red, scattered areas
Fur of Back, Feet, and Abdomen - Discoloration, red

BB9537 P Treated Skin - Discoloration, red, scattered areas
Fur of Back and Feet - Discoloration, red

BB9538 F Treated Skin -~ Discoloration, red, scattered areas o
Fur of Back, Feet, Abdomen, and Head - Discolora- s
tion, red }ﬁ
“‘
BB9S556 F Fur of Back, Feek, and Abdomen - Discoloration, red :1
fﬁ?' Lung - Discoloration, multiple focal, red, several ;
l':'q':‘ l o] be S
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TABLE 38
INDIVIDUAL NECROPSY FINDINGS
ACUTE DERMAL TOXICITY STUDY IN RABBITS

TEST ARTICLE: RED MIXTURE

Animal Abnormalities Noted at Necropsy

Number Se¥ (Organ - Abnormality)

BB9789 M Treated Skin - Discolored, pink, diffuse, mild

BB980O M Treated Skin - Fur, discoloration, diffuse, pink,
mild

BB98O1L M Treated Skin = Fur near trea:zed site tinged pink,
diffuse, mild

BB9862 M Treated Skin - Discoloration, diffuse, pink,
moderate

BB9806 M Treated 8kin - Discolored, pink, diffuse, mild

BB98L7 F No abnormalities

BB9824 F Treated Skin =- Fur near treated site tinged pink,
diffuse; mild

BB9831 F Treated Skin - Discoloration, diffuse, pink,
moderate

BB9833 F Treated Skin - Fur near treated site tinged pink,

diffuse, mild

BB9834 F No abnormalities
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TABLE 33 IR

- o

INDIVIDUAL NECROPSY FINDINGS %

ACUTE ORAL TOXICITY STUDY IN RAUTS Q

TEST ARTICLE: DISPERSE RED 11 - LOT 1 E

Animal Abnormalities Noted at Necropsy g

Number Sex (Orcan - Abnormality) n
AH@4L1E" M Posterior Extremities ~ Pink in color

Fat = Pink in coleor

Liver - Green in color

Stomach - Filled with dark fluid

Intestines - Pilled with dark fluid
Testicular Fat - Pink in color

Bladder - Distended, filled with pink £filuid
Musculature - Pink in celor

AHB4L1O* M Skin on Posterior Appendages - Blue-pink in color
' Liver « Mottled fgreen
Stomach - Filled with dark fluid
Intestines - Filled with dark fluic
Bladder - Distended, filled with pink fluid
Musculature - Blue-pink in color é@i

AHO420¢ M °  Skin =~ Pink in color
Fat = Pink in color
Liver - Discoloration, diffuse, dark grey; v
granular appearance o
Urinary Bladder - Contained pink fluid &
Intestine - Dark contents

AHO421* M skin - Pink i{n color o
Fat - Pink in color W

Liver - Discoloration, dark grey, severe; -

granular appearance '

Urinary Bladder =- Contained pink fluid k

Glandular Stomach =~ Discoloration, multiple ©

focal, black, mucosa :

Intestine - Dark contents

r

AH@422* M Skin - Pale pink B
Intestine - Dark contents ',
Pancreas - Pale .
Testes - Disccloration, diffuse, pink, bilateral
Liver - Discoloration, diffuse, dark grey;
granular appearance .
Subcutaneous Tissues - Hemorrhage, bilateral 5
posterior appendage (mild), left anterior ;
appendage (severe) and head (moderate) &?1 o
___ Fat - Discolored, pale pink REEAEN
*Animal found dead T - e
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TABLE 33 (continued)
INDIVIDUAL NECROPSY FINDINGS
ACUTE ORAL TOXICITY STUDY IN RATS

TEST ARTICLE: DISPERSE RED 11 = LOT 1

Animal Abnormalities Noted at Necropsy

Number Sex (Oryan - Abnormality)

AHR46) F External Surfaces - Purple stained fur, perineum
AHC462 F External Surfaces ~ Purple stained fur, perineunm
AHB463 F External Surfaces - Purple stained fur, perineunm
AHB464 F External Surfaces ~ pPurple stained fur, perineun
AHB466 F External Surfaces -~ Purple stained fur, perineunm
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TABLE 3¢ PN
- i
o INDIVIDUAL NECROPSY FINDINGS
33 ACUTE ORAL TOXICITY STUDY IN RATS
")
iﬂ’ TEST ARTICLE: DISPERSE RED 1l - LOT 2
. Animal Abnormalities Noted at Necropsy
kX Number Sex (0rgan - Abnormality)
l“'J
o AHO41l2* M Liver - Discoloration, diffuse, grey-green;
‘&y granular appearance
e Glandular Stomach - Discoloration, multiple
) focal, red, mucosa
! Small Intestine = Dark contents
Sy Cecum - Dark contents
‘%ﬂ Fat - Discoloration, pale pink
. Urinary Bladder =~ Contained pink fluid
W Appendages (right) -~ Severe subcutaneous
% hemorrhage
o Skin ~ Discoloration, diffuse, pale pink
{?g AHP413* M Stomach - Filled with dark, thick material
P, Intestines - Filled with dark £luid
5 Abdominal Cavity - Filled with red fluid N
Urinary Bladder - Filled with pink £luid @%’
Ha Extremities - Blue-pink in color ¥
YON External Surface - Perianal reglon covered with
%ﬁ purple fluid
e
. AHB414* M Liver - Discoloration, diffuse, dark
» grey:; granular appearance
- Glandular stomach = Discoloration, multiple
ﬂ}. focal, brown, mucosa
o8 Abdoninal Fat - Pink discoloration
;Qk Appendage (right posterior) - Severe subcutaneous
e hemorrhage
Foot (left posterior) - Swollen; discoloration,
L diffuse, dark blue
N Skin - Pink
e External Surface - Red, crusty material around
on nose, mouth, and right ear,.
e
- AHB4L5* M Liver - Green
s Stomach - Filled with dark fluid
o Intestines - Filled with dark material
e Testicular Fat - ?ink
p - Urinary Bladder - Filled with pink fluid;
o distended
. Musculature - pink in color
o Extremities -~ 8lue in color
) m’fﬁ"r“ma‘ﬁa'aga‘a-“ . - - TSI ST e e mi e S Ao S et e
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TABLE 36 (continued)
INDIVIDUAL NECROPSY FINDINGS
ACUTE ORAL TOXICITY STUDY IN RATS

TEST ARTICLE: DISPERSE RED 11 - LOT 2

Animal Abnormalities Noted at Necropsy
Number Sex {(Organ - Abnormality)
AHP416* M Liver - Green in color

Stomach = Filled with dark, thick substance
Intestines - Filled with dark, thick substance
Lungs - Filled with dark substance

Uriniéy Bladder - Distended, £illed with purple
flu

Abdominal Fat - Pink in color

Testicular Fat = Pink

External Surface - Red fluid around nose and

mouth
AHB452 f None
ABB453 P Liver - Diaphragmatic hernia

External Surface - Pink stained fur, perineum
AHB45S P External Surface - Pink stained fur, perineum
AHB457 F External Surface - Pink stained fur, perineum
AHB459 F External Surface ~ Pink stained fur, perineum

- - —

* Animal found dead
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TABLE 39 ; e

INDIVIDUAL NECROPSY b INDINGS

PN
............
--------

....................

-7~

N

:i ACUTE ORAL TOXICITY STUDY IN RATS

LSRY

i TEST ARTICLE: DISPERSE BLUE 3

e Animal Abnormalities Noted at Necropsy

j? Number Sex (Organ - Abnormality)

&S AHQ40S M Tail - Scattered purple areas

- Liver - Discolored, dark green

. Testicular Fat - Discolored, gray

o AHB486 M Tail - Scattered purple areas

%3 Liver - Discolored, dark green

P Testicular Fat - Discolored, grey

A

e )

o0 AHE48T* M Liver - Discoloration, diffuse, grey green

!J Intestine and Stomach - Dark contents

oA Urinary Bladder - Contains purple fluid

~. Lymph Node ~ Discoloration, red, cervical nodes

»2 Posterior Appendages - Subcutaneous hemorrhage,

N bilateral )
_ii Fat - Discoloration, diffuse, grey, testicular fat éﬁ
o AH2408 M Tail - Scattered purple areas

. Testicular Fat -~ Discolored, grey

\.,-

:f AH24029 M Tail - Scattered purple areas
S Liver - Discolored, dark green

ﬂl Testicular Fat - Discolored, grey

:“"p

Xy AHB434" F Stomach -~ Stained blue; dark contents

M Intestines - Dark contents

=~ Liver - Pale

o Musculature - Varying degrees of blue discoloration

External Surfaces - Skin blue in color

.‘\o .

o AHE438 F Tail - Scattered purple areas

u Liver - Discolored, brown

o ,

- AEB440 F Tail - Scattered purple areas

!! ’ External Surface - Purple stained fur - perineum

‘od

é; AH@447 F Fat - Discolored, grey

5: External Surface - Purple stained fur - perireun

o Tail - Scattered purple areas

"v‘

N

] AER449 F. Fat - Discolored, grey

Lo Exterrnal Surface - Purple stained fur - perineun 7
:3 Tail - Scattered purple areas g
‘o * Animal Zound gead

‘. .

' . . .
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TABLE 42
INDIVIDUAL NECROPSY FINDINGS
ACUTE ORAL TOXICITY STUDY IN RATS

TEST ARTICLE: VIOLET MIXTURE

Animal
Number Sex

Abnormalitlies Noted at Necropsy
(Organ = Abnormality)

AHll28* M

AHLl29* M

L AHL130* M

AH1L131+* M

All Mucocutaneous Junctions = Discolored purple
Feet - Discolored purple

Gastrolntestinal Tract - Discolored purple;
contents discolored purple

Upper Respiratory Tract - Discolored purple

All Mesenteric Surfaces - Discolored purple
Cornea - Disce¢lored purple

Lung - Intensely red

Liver - Dark brown

All Appendages - Purple in color

Liver - Dark, mottled

Stomach - Distended with dark purple contents
Mesentery - Purple

Intestines - Filled with purple material

All Mucocutaneous Junctions - Discolored purple
Feet - Discolored purple

Gastrointestinal Tract -~ Discolored purple;
contents discolored purple

Upper Respiratory Tract - Discolored purple

All Mesenteric Surfaces - Discolored purple
Cornea - Discolored purple

Lung - Intensely red

Liver - Dark brown

All Mucocutaneous Junctions =~ Discolored purple
Feet - Discolored purple

Gastrointestinal Tract - Discolored purple;
contents discolored purple

Upper Respiratory Tract - Discolored purple

All Mesenteric Surfaces - Discolored purple

Cornea - Discolcred purple
Lung - Intensely red
Liver - Dark brown

*“Animal found dead
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TABLE 42 (continued)
INDIVIDUAL NECROPSY FINDINGS
ACUTE ORAL TOXICITY STUDY IN RATS

TEST ARTICLE: VIOLET MIXTURE

Animal
Number Sex

Abnormalities Noted at Necropsy
(0rgan =~ Abnormality)

AHll32* M

AHLL54* F

AH1lESS* F

AHllSé6* F

AHLLS7* F

AH1l88* F

All Appendages - Purple in color

Lungs - Purple scattered areas; pale

Liver - CGrey mottled disccloration

Stomach -~ Distended with dark contents
Intestines = Filled with purple material
Urinary Bladder - Filled with purple material
Mesentery =~ Purple

All Mucocutaneous Junctions - Discolored purple
Feet - Discolored purple

Castrointestinal Tract - Discolored purple;
contents discolored purple

Upper Respiratory Tract - Discolored purple

All Mesenteric Surfaces - Discolored purple
Cornea =~ Discolored purple

Lung - Intensely red

Liver - Dark brown

Pogterior and Anterior Appendages - Purple
Liver - Red, mottled appearance

Stomach =~ Distended, filled with dark contents
Intestines - Purple contents

Mesentery - Purple

All Skin - Dark purple
Liver - Prominent lobular pattern
All Body Fat - Dark purple

All Mucocutaneous Junctions -~ Discolored purple
Feet =~ Discolored purple
Gastrointestinal Tract - Discolored purple;

contents discolored purple

Upper Resplratory Tract - Discolored purple
All Mesenteric Surfaces - Discolored purple
Cornea - Discolored purple

Lung - Intensely red

Liver - Dark brown

All Skin - Dark purple

Liver - Prominent lobular pattern
All Body Fat - ' irk purple
¥ Animal found dead ~~°T o TC T TTToTToTToT oo ommamm s mm T
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TABLE 45

INDIVIDUAL NECROPSY FINDINGS

ACUTE ORAL TOXICITY STUDY IN RATS

TEST ARTICLE: SOLVENT RED 1

e

Animal Abnormalities Noted at Necropsy
Number Sex {(Organ - Abnormality)
AH2106 M None

AHZ113 M None

AH2114 ] None

AH2115 M None

CAH2116 M None

AHLL178 F None

AH1173 F None

AH1174 F None

AH1175 P None

AH1176 F None
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TABLE 48
INDIVIDUAL NECROPSY FINDINGS
ACUTE ORAL TOXICITY STUDY IN RATS

TEST ARTICLE: RED MIXTURE

Animal Abnormalities Noted at Necropsy
Numbet Sex (Organ = Abnormality)

AEl1l35 M External sSurface - Purple staining of perineum
AH1138 M rung - Discoloration, multiple focal, dark red,

right diaphragmatic lobe
External Surface - Purple staining of perineum

AH1139* M tung - Pale
Gastrointestinal Tract - Contents discolored red
Fat -~ Discolored red
Mesentery - Discolored red
Urinary Bladder - Discolored contents, red
External Surface - Crusting on feet and tail

AHL1140 M External Surface - Purple stalning of perineum

AHLL141l M Lung - Discoloration, solitary, dark red, right
diaphragmatic lobe
External Surface - Purple staining of perineum

AHlled F External Surface - Purple staining of perineum
AHll61 F External Surface - Purple staining of perineum
AH1162 F External Surface - Purple staining of perineum
AHlle3 F External Surface - Purple gtaining of perineum
AHL164 P External Surface - Purple staining of perineum

* Animal found dead
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TABLE 51
INDIVIDUAL NECRCPSY FINDINCS
ACUTE CRAL LD50 STUDY IN RATS

TEST ARTICLE: DISPERSE RED 1l - LOT 1

DOSE GROUP: 562 mg/kg

Anima. Abnormalitiles Noted at Necropsy
Number Sex (Organ - Abnormality)

AH2132 M External Surface - Purple stained fur, perianal
region
Liver - Disccloration, diffuse, grey-green

AH2133 M External Surtace -~ Purple stained fur, perianal
region
Liver - Discoloration, diffuse, grey-green

AH2135 M External Surface - Purple stained fur, perianal
region

AH2136 M External Surface - Purple stained fur, perianal
region

Liver - Discoloration, diffuse, grey-qgreen

AH2137 M External Surface - Purple stained fur, perianal
region
Liver - Discoloration, diffuse, grey-green
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TABLE 51 (continued)

INDIVIDUAL NECROPSY FINDINGS

I I s .

RSl A FL
v

t'r’.

ACUTE ORAL LD STUDY 1IN RATS

58
TEST ARTICLE: DISPERSE RED 11 - LOT 1

>

-

DOSE CROUP: 788 mg/kg

Animal Abnormalities Noted at Necropsy

Number Sey {Organ ~ Abnormality)

AH 3427 M External Surface - Purple stained fur - perianal
region

Liver - Discoloration, diffuse, dark brown

AH3428 M External Surface =~ Discoloration, diffuse,
perianal region
Liver - Discoloration, diffuse, dark brown

T Tk L R S A A

v AH3429 M Liver - Discoloration, diffuse, dark brown
AH343¢9 M Liver -~ Discoloration, diffuse, brown grey

: AH3431 M External Surface - Purple stained fur, perianal

" region

Liver - Discoloration, diffuse, brown grey

=

*Animal found dead prior to tinal sacrifice.
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DOSE GROUP:

TABLE 51 (continued)
INDIVIDUAL NECROPSY FINDINGS

ACUTE ORAL LDSQ STUDY IN RATS

TEST ARTICLE: DISPERSE RED 11 ~- LOT 1

891 mg/kg

Animal
Number

Sex

Abnormalities Noted at Necropsy
({Organ - Abnormality)

AH21@1l¥

AHZlo2*

Ag2193!

AHZ21684*

AHZ2185

M

M

External Surface - Pink discoloration, perianal
region

Liver - Discoloration, diffuse, dark grey
Spleen - piscoloration, diffuse, pale

Testes - Discoloration, diffuse, red

Fat - Discoloration, diffuse, pink

Left Posterior Appendage - Subcutaneous
hemorrhage

External Surface - Pink discoloration, perianal
region '

Liver - Discoloration, diffuse, grey

Spleen - Discoloration, diffuse, pale

Testis -~ Discoloration, diffuse, red, left
Epididymides - Discoloration, diffuse, red

Fat -~ Pale pink discoloration

External Surface - Pink discoloration, perianal
region

Liver - Discoloration, diffuse, grey

Spleen ~ Discoloration, diffuse, pale

Testes - Discoloration, diffuse, red
Epididymides - Discoloration, diffuse, rad

Fat =~ Discoloration, diffuse, pink

External Surface - Light purple staining of fur
in perineum

Lung - 2 focal hemorrhages, right apical lobe
Intestine - Contents purple

Liver - Dark green with prominent lobular pattern
Urinary Bladder - Contents pink

Rear Leg Musculature - Bilateral hemorrhages
Subcutaneous - Multiple hemorrhages

Far - Clotted blood around ear tag

External surface - Purple stained fur, perineum
region

¥ Animal found dead prior to final cacritice.
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TABLE 51 (continued)
INDIVIDUAL NECROPSY FINDINGS
ACUTE ORAL LDSG STUDY IN RATS
TEST ARTICLE: DISPERSE RED 1l ~ LOT 1

DOSE GROUP: 1,413 mg/kg

Animal Abnormalities Noted at Necropsy
Number Sex (Organ - Abnormality)
AH2892¢% M Anus -~ Discolored pink-red

Lung - Pale
Stomach - Contains coplous red material
Liver = Green

AH209 3~ M External Surface - Red brown crusted material
around nose and mouth, on feet, and in perianal
reglon

Intestine - Dark contents

Liver - Discoloration, diffuse, dark grey

Testis - Discoloration, diffuse, pale red,
bilateral

Fat - Discoloration, diffuse, pink
Non-Glandular Stomach =~ Discoloration, diffuse,
red, serosa

AH2094* M External Surface - Furple discoloration, perianal
region
Cecum - Dark contents
Colon - Dark contents
Tissue Along Descending Aorta - Severe hemorrhage
Testis ~ Discoloration, dark red, left
Liver -~ Discoloration, diffuse, dark dgrey

AH2095¢% M External Surface - Discoloration, diffuse, pink,
perianal region, and base of tail o
Left Posterior Appendage - Subcutaneous "y
hemorrhage g
Liver - Discoloration, diffuse, dark qrey )
Intestine - Dark contents Sd
Testls - Discoloration, diffuse, red, right Li
Urinary Bladder - Distended with red fluid; S
discoloration, diffuse, red -
Stomach - Dark contents e
Clandular Stomach - Discoloration, multiple o
focal, brown, on mucosa fq
Fat - Discoeloration, diftuse, pink P

FTRuIma [ found dead priof Lo final cacritice
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TABLE 51 (continued)
INDIVIDUAL NECROPSY FINDINGS
ACUTE ORAL LDR@ STUDY IN RATS
TEST ARTICLE: DISPERSE RED 11 - LOT 1
DOSE GROUP: 1,413 mg/kg (cont.)
Animal Abnormalities Noted at Necropsy
Number sex {Organ - Abnormality)
AH20%6% M Lung - Discoloration, solitary, red, left lobe
Along Abdominal Acrta -~ Severe hemorrhage
Liver - Discoloration, diffuse, dark grey
) Urinary Bladder - Distended with purple fluid
A Small Intestine - Discoloration, diffuse, purple
QF Stomach - Dark contents
ﬁd Testicular Fat - Discoloration, diffuse, purple
;ﬁ Right Posterior Aprendage - Subcutaneous
e hemorrhage
o
AV * Animal found dead prior to final sacrifice. -
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TABLE 52
Ve
o LITCHF TELD-WILCOXON LD., FOR MALES
N
e ACUE ORAL LDy, STUDY IN RATS

TEST ARTICLE: DISPERSE RED 11 - LO1

Expected
Dose Observed Degaths Deathn
(mg/kg) Proportion Percent Percent Difference

562.0 /5

.9
oy 708. 8 8.5 0.0
s 8Yl.0 4/5 88. 0
R 1,413.0 5/5 100. 0
~;';:-:"
W
Total number of animals: 20
&

PR s

;%}, At least two dose levels with percent observed death between @
{qﬁ and 109 are required to calculate a least-squares regression.
e The LD-50 cannot be computed,
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_ TABLE 55
§E INDIVIDUAL NECROPSY FINDINGS
% ACUTE ORAL LDy, STUDY IN RATS
. TEST ARTICLE: DISPERSE RED 1l - LOT 2

DOSE GROUP: 562 mg/kg

Animal Abnormalities Noted at Necropsy
Numbet Sex (Organ - Abnormality)
AH2112 M Liver - Discoloration, diffuse, grey

External Surface - Discoloration, diffuse,
pink, pelvic region, on fur

AH212%8 M Liver = Discoloration, diffuse, grey
External Surface - Discoloration, diffuse, pink,
pelvic region, on fur

aH2127 M Liver - Discoloration, diffuse, dark grey
External Surface - Discoloration, diffuse, pink,

wpelvic region, on fur

AH2139 M Liver - Discoloration, diffuse, grey
External Surface - Discoloration, diffuse, pink,
pelvic region and tail, on fur

AH2142 M Liver - Discoloration, diffuse, grey
External Surface - Discoloration, diffuse, pink,

pelvic region, on fur
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TEST ARTICLE:

TABLE 55 (continued)
INDIVIDUAL NECROPSY FINDINGCS
ACUTE ORAL LDSB STUDY IW RATS

DISPERSE RED 11 - LOT 2

891 mg/kg

Abnormalities Noted at Necropsy
{(Organ - Abnormality)

AH2131

DCSE GROUP:
Animal
Number Sex
AH2117+ M
AH2128 M
AH2129% M
All2l30* M
M

~ Discoloration, diffuse,
- Contents dark

- Discoloration, diffuse, pink
- Discoloration, diffuse, pink

- Discoloration, diffuse,

Liver green
Stomach
Testicular Fat
Abdominal Fat
Appendages (right side)
red, subcutaneous
External Surface - Discoloration,

pelvic region, crusted

diLffuse, black,

t.iver - Discoloration, diffuse, dark qreen

$kin =« Scab, crusted, anterlor to penis

External Surface -~ Purple stained fur,
region

perianal

Liver - Discoloration, diffuse, green

Abdominal Cavity and Viscera - Discoloration,
diffuse, purple pink
Pelvic Cavity and Viscera
diffuse, purple pink
External Surface - Discoloration,
pink, pelvic region

- Discoloration,

diffuse, purple

Liver - Discoloration, diffuse,

Abdominal Cavity and Viscera -
diffuse, purple pink
Pelvic Cavity and Viscera =
diffuse, purple pink
External Surface - Discoloration,
pink, pelvic region

green
Discoloration,

Disceoloration,

di ffuse, purple

diffuse,
stained fur,

dark green
perianal

Liver - Discoloration,
External Surface - Purple
region

R AA..\.[..AA.A. _\-M,-ﬂx-fqne...ludh“uduam-ad.}ﬂﬂﬂ_ ‘&.&.-“.‘.

* Animal found dead
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TABLE 55 (continued)
f;: INDIVIDUAL NECROPSY FINDINGS
-
) ACUTE ORAL LDg, STUDY IN RATS

TEST ARTICLE: DISPERSE RED 1l -~ LOT 2

DOSE GROUP: 1,413 mg/kg

Animal Abnormalities Noted at Necropsy
Number Sex (Organ ~ Abnormality)
AH2118¢* M Liver = Discoloration, diffuse, grey

RF A

Stomach = Dark contents

Cecum -~ Dark contents

Colon - Dark contents

Testes - Discoloration, diffuse, red, bilateral

Urinary bladder - Distended with pink fluid

Appendage (left anterior) - Subcutaneous
hemorrhage

External Surface - Pink stained fur, perilanal
region

¢ External Surface - Red crusty material, around

i:f nose and mouth

AN2119 M Liver ~ Discoloration, diffuse, green grey
External Surface ~ Discoloration, diffuse, purple
pink, pelvic region, on fur

E e N
iy Pyt
a_ax

X

é

AH2120%* M Liver - Dark in color
Stomach -~ Contents dark
Intestines - Contents dark
Urinary Bladder - Contained dark purple fluid
Arveandages (posterior) - Mild subcutaneous
hemorrhage
Appendages - Pink in color
Fat - Pink in color
Tai{l - Pink in color
External Surfaces - Red brown crusted material,
perianal regicn and around nose and mouth

AH2124 M Liver =~ Discoloracion, diffuse, green grey

AHZ2126" M Liver = GCreen, severe

Stomach - Abnormal contents, purple
Intestine - Ahnormal contents, purple
Lung - Pale, severe
Kidneys ~ Cortex pale

Ao Testeg - Subcapsular hemorrhage

ks Skeletal Muscle - Pale, marked

Extremities (left and right) - Hematomas

* "Animal found dead
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TABLE 56

LITCHFIELD-WILCOXON LD FOR MALES

5¢

ACUTE ORAL LD STUDY IN RATS

50
TEST ARTICLE: DISPERSE RED 11 - LOT 2

EXxpected
Dose Observed Deaths Deaths
{mg/kg) Proportion Percent Percent Difference
562.8 8/5 2.8(9.7) 14,9 -5.2
891,80 3/5 60.0 39.F 20.4
1,413.8 3/5 6.8 69.¢ -9.6

Total number of animals: 15

NQTE - The values in parentheses are those used by the
Litchfield-Wilcoxon method to compute Chi-Square contributions.

Calculated Chi-Square: 1,196

Critical Chi-Square (P = ,085) for 1 degree of freedom: 3.956
The data are not significantly heterogeneous.

Calculated LD-50: 1242.7 mg/kg

95% Confidence Limits: 619.7 - 1754.3 mg/kg

The confidence limits are within 68.2% of the LD-%0.

Slope: 3,88 (probits/log dose)

There are 1@ animals included in groups with expected deaths
between 16% (LD-16 = 575,7 mg/kg) and 84% (LD-B4 = 1888,4 mg/kg).

Glven the slope calculated from the present data, a total of 82
animals would be neecded in groups with expected deaths between
16% and 84% in order to get the confidence limits within 20% of

the LD-58, However, adding more test groups may change the value oty
of the slope. fﬂ
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TABLE 59
INDIVIDUAL NECROPSY FINDINGS
ACUTE ORAL LDsB STUDY IN RATS
TEST ARTJICLE: VIOLET MIXTURE
DOSE GROUP: 794 mg/Kg
Animal “Abnormalities Notea at Necropsy
Number Sex {Qrgan - Abnormality)
AH3435 M External Surface - Purple stained fur, perianal
region
Liver -~ Discoloration, diffuse, dark grey
AH3436* M tiver - Discoloration, grey
Intestine - Dark contents
Fat - Discolored purple
Left Rear Appendage - Subcutaneous hemorrhage
Stomach = Dark contents
Glandular Stomach - Discoloration, multiple,
focal, black ,iﬁ
AH3437 M External Surface -- Purple stained fur, perianal
region
Liver -~ Discoloration, diffuse, dark grey
AH 3428 M External Surface - Purple stained fur, perianal
region
Liver - Discoloration, diffuse, dark grey
AH34490 M External Surface - Purple gtained fur, perianal
region
Liver - Discoloration, diffuce, dark grey
* Animal found dead
2
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TABLE 59 (continued) e
INDIVIDUAL NECROPSY FINDINGS T
PR
ACUTE ORAL LD,, STUDY IN RATS gyﬁ
LA
TEST ARTICLE: VIOLET MIXTURE ﬁ‘é
DOSE GROUP: 1,008 mg/kg EE%
TRTMal Rbnormalities Noted &t Necropsy &ﬁ"
Number Sex (0organ - Abnormality) ;ﬁg
AH34L17* M External Surface - Dried blood around ear tag and !§§
muzzle A
Body Fat - Light purple in color g
Intestines =~ Dark contents Ho
Liver - Dark with prominent lobular pattern L
Abdominal Cavity = Small amount of blood
Body - Multiple subcutaneous hemorrhages o
Rear Legs = Large hemorrhages in muscles )
:\‘.,_jn
AH3418* M External Surface - Diffuse, purple, ﬁb?
. discoloration, fur, skin of pelvic region, tail AN
e and appendages ?
; Abdominal and Pelvic Fat - Diffuse, purple, ‘
discoloration o
Liver - Diffuse, grey, discoloration; exaggerated ;Qg
lobular pattern v
Stomach - Dark contents i
Small Intestine - Dark contents ﬁﬁ
el
AH3419% 1 External Surface - Diffuse, purple, »5#
discoloration, fur in pelvic region and on tail !
Liver - Diffuse, grey, discoloration; exaggerated ?|'
lobular pattern Vo
Abdominal and Pelvic Fat - Diffuse, purple, )
discoloration o
Stomach - Dark contents L
Small Intestine - Dark contents o
AH34208* M External Surface - Diffuse, purple, o
discoloration, skin and fur of pelvic region, o
appendages, and tail il
Abdominal and Pelvic Fat - DLffuse, purple, 2?
discoloration i
Liver - Diffuse, grey, diccoloration; exaggerated R
lobular pattern ot
Stomach - Dark contents ”Q;
. Small Intestine - Dark contents kﬁ:
oo Posterior Appendages - Subcutaneous hemorrhage, ™
T bilateral ﬂﬁ
TXAIRAL TFSURd "aFag T " e T T 'Q??'-J
. . . P
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DCSE GROUP:

TABLE 59 (continued)
INDIVIDUAL NECROPSY FINDINGS
ACUTE ORAL LDSD STUDY IN RATS

TEST ARTICLE: VIOLET MIXTURE

1,800 mg/kg (cont.)

Abnormalities Notecd at Necropsy
{(Organ - Abnormality)

Animal
Number Sex
AH3421* M
e AH2143 P
331 AH2144  F
! AH2145% P
o AH2147  F
W
P
W '\‘-
N AH2148 F

External Surface - Diffuse, purple,
discoloration, skin and fur of pelvic region,
tall and appendages

Abdominal and Pelvic Fat -~ Diffuse, purple,
discoloration

Liver « Diffuse, grey, discoloration; exaggerated
lobular pattern

Stomach = Dark contents
Small Intestine - Dark contents

External Surface - Purple stained fur, perianal
region

External surface - Purple stained fur, perianal
region

External Surface - Purple stained fur, perianal
region

External Surface -~ Purple stained fur, perianal
region

External Surface - Purple atained fur, perianal
region

. e LR
N SRRV

. Wt
PR TN N R

* Animal found dead
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TABLE 59 (continued)
INDIVIDUAL NECROPSY FINDINGS

ACUTE ORAL LD50 STUDY IN RATS

TEST ARTICLE: VIOLET MIXTURE
DOSE GROUP: 1,413 mg/kg

Animal Abnormalities Noted at Necropsy
Number Sex (Organ - Abnormality)
AH3412% M Skin = purple

Stomach - Raed focil on glandular stomach
Liver - Dark with prominent lobular pattern

All Body Fat - Purple

Intestines - Purple contents

Body - Multiple subcutaneous and muscular
heniorrhages throughout

AH3413* M Skin - Purple
Thoracic Cavity ~ Blood inside
Stomach - Red focl on glandular mucosa
Liver - Dark with prominent lobular pattern
All Body Fat - Purple
Intestines - Purple contents
Body -~ Multiple subcutaneous and muscular
hemorrhages throughout
Abdominal Cavity - Blood inside

AH3414* M Skin - purple
Stomach -~ Dark contents
Intestines - Dark contents
LLiver - Brown grey discoloration

P
z o L

tﬁ Prostate - Purple
Fa Urinary Bladder - Purple fluid contents
Fat « Purple
o Right Posterior Appendage - Subcutanceous WA
t: hemorrhage R
" " 1
§f AHZ415* M Skin - Discolored purple KR
. Liver - Brown grey discoloration Lo,
Stomach - Dark purple contents -
o Intestines - Dark purple contents o
- Urinary Bladder - Purple fluid contents S
-, Fat - Discolored purple R
R R
v ¥ Animal found dead f"‘
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TABLE %9 (continued)
INDIVIDUAL NECROPSY FINDINGS
ACUTE ORAL LD59 STUDY IN RATS

TEST ARTICLE: VIOLET MIXTURE

DOSE GRQUP: 1,413 mg/kg (cont.)

Animal Abnormallties Noted at Necropsy
Number Sex (Organ - Abnormality)
AH3416* M Skin =~ Purple discoloration

External Surface - Black crusty material around
nose and mouth

tung = Discoloration, red, right middle and left
lobes

Thymus - Discoloration, dark red

Stomach - Dark purple contents

Intestine - Dark purple contents

Liver ~ Brown grey discoloration

Fat = Purple discoloration

Left posterior appendage - Subcutaneous
hemorrhage

AHLL172* F External Surfaces - Discoloration, diffuse,
purple, on fur and skin in pelvic region, tail
and appendages

Abdominal and Pelvic Pat - Discoloration,
diffuse, purple

Liver - Dlscoloration, dlffuse, grey; exaggerated
lobular pattern

Stomach - Dark contents

Small Intestine - Dark contents

Al1177 F External Surfaces - Purple stained fur - perineum
Liver - Discoloration, diffuse, brown

AH1l178¢% F Skin - Purple
Liver - Pale; prominent lobular pattern
Stomach = Black contents
Intestines - Black contents
Fat - Purple

AHL1179 F External Surfaces - Purple stalned fur - perineum
AHll880 F External Surfaces - Purple stained fur - perineum
Liver - Discoloration, diffuse, brown

*Animal ftound dead
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DOSE GROUP:

TABLE 59 (continued)
INDIVIDUAL NECROPSY FINDINGS
ACUTE ORAL LD;g STUDY IN RATS

TEST ARTICLE: VICLET MIXTURE

1,778 mg/kg (cont,)

Abnormalities Noted &t Necropsy
(Organ - Abnormality)

External Surfaces - Extremities discolored
Lung -~ Mottled red

Gastrointestinal Tract - Contains abnormal
contents, purple

Liver - Prominent lobular pattern; pale
Body Fat = Discolored purple

Urine - Discolored purple

External Surfaces -~ Extremities discolored
Lung -~ Mottled red

Gastrointestinal Tract - Contains abnormal
contents, purple

Liver - Prominent lobular pattern; pale
Body Fat = Discolored purple

Urine - Discolored purple

External Surfaces - Extremities discolored
Lung - Mottled red
Gastrointestinal Tract - Contains abnormal
contents, purple

Liver - Prominent lobular pattern; pale
Body Fat - Discolored purple

Urine ~ Discolored purple '

External Surfaces - Extremities discolored

Lung - Mottled red

Gastrointestinal Tract - Contains abnormal
contents, purple

Liver - Prominent lobular pattern; pale
Body Fat - Discolored purple

Urine - Discolored purple

* animal found dead
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- TABLE 59 (continued)

A .

yj INDIVIDUAL NECROPSY FINDINGS
4

ACUTE ORAL LDSg STUDY IN RATS

w4 TEST ARTICLE: VIOLET MIXTURE

'y

K DOSE GROUP: 1,778 mg/kg (cent.)

2, "..'

;ﬁ Animal Abnormalitlies Noted at Necropsy

- Number Sex {Organ - Abnormality)

'3 AH2159% F External Surfaces - Extremities discolored purple ;f@

R Ltung - Mottled red Qﬁg
A Gastrointestinal Tract - Contains abnormal ﬁtw
o contents, putple AR
B Liver - Prominent lobular pattern; pale AN
Y Body Fat - Discolored purple

;@ Urine - Discolored purple

R .

%q * Animal found dead
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TABLE 59 (continued)
INDIVIDUAL NECRQOPSY FINDINGS
ACUTE ORAL LD5B STUDY IMN RATS
TEST ARTICLE: VIOLET MIXTURE

DOSE GROUP: 1,995 mg/kg (cont.)

Animal Abnormalities Noted at Necropsy
Number Sex (Organ =~ Abnormality)
AH3422%* M Skin - Purple

Stomach - Black contents

Intestines - Black contents

Liver - Brown grey discoloration
Urinary Bladder - Purple fluild contents
Fat = Purple

AH3423% M Skin - Purple ‘
Stomach = Purple to black contents
Intestines -~ Purple to black contents
Liver - Grey brown; exaggerated lobular pattern
Urinary Bladder - Purple fluld contents
Fat - Purple

AH 3424+ M Skin - Purple
Stomach ~ Purple to black contents
Intestines - Purple to black contents
Liver - Grey brown; exaggeratad lobulsr pattern
Tegtes - Purple
Urinary Bladder = Purple fluild contents
Fat = Purple

AH3425¢%* M Skin - Purple
Stomach - Black contents
Intestines - Black contents
Liver -~ Grey brown; exaggerated lobular pattern
Urinary Bladder - Purple fluid contents
Fat -~ Purplse

AH3426* M Skin = Purple
Stomach - Purple tou black contents
Intestines - Purple to black contents
Liver - Grey brown; exaggerated lobular pattern
Testes = Purple
Urinary B'adder - Purple fluid contents
o Fat - Furple

* Animal found dead - -
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TABLE 59 (continued)
INDIVIDUJI\L NECROPSY FINDINGS
ACUTE ORAL LDSB STUDY IN RATS
TEST ARTICLE: VIOLET MIXTURE

DOSE GROUP: 1,995 mg/kg (cont.)

Animal Abnormalities Noted at Necropsy
Number Sex (Orqgan = Abnormality)
AH2158* F Skin - Purple

Stomach - Purple to black contents
Intestines - Purple t¢ black contents:
Liver - Exaggerated lobular pattern
Urinary Bladder =~ Purple fluild contents
Fat = Purple

Abdominal Cavity - Red fluild inside

AH2151* F External Surfaces =~ Discoloration, diffuse,
purple, on fur and skin in pelvic region, tail
and appendages ot
Abdominal and relvic Fat - Discoloration, @ﬁﬁ

diffuse, purple
Liver - Discoloration, diffuse, grey; exaggerated
lobular pattern
Stomach =~ Dark contents
Small Intestine - Dark c¢ontents

AH2152* F S8kin = Purple
Intestine - Purple
Liver - Exaggerated lobular pattern
Stomach - Purple to black contents
Intestines - Purple to black contents

= e
= e

N

Fat - Purple i‘.

AH2153+* F External Surfaces -~ Discoloration, diffusze, 31
purple, on fur and skin in pelvic region, tail i

and appendages ol

Abdominal and Pelvic Fat - Discoloration, e

diffuse, purple =

Liver - Discoloration, diffuse, yrey; exaggerated u‘

lobular pattern o

Stomach - Dark contents i

Small Intestine - Dark contents N

T Aninal foURd deid T B - - H
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TABLE 59 (continued)
INDIVIDUAL NECROPSY FINDINGS

ACUTE ORAL LD STUDY IN RATS

50
TEST ARTICLE: VIOLET MIXTURE

DOSE GROUP: 1,995 mg/kg (cont.)

Animal Abno:m&iities Noted at Necropsy
Number Seyx (Qrgan =~ Abnormality)

AH2154* F External Surfaces - Discolorations, diffuse,

purple, on fur and skin in pelvic region, tail
and appendages N

Abdominal and Pelvic Fat - Discoloration,
diffuse, purple

Liver - Exaggerated lobular pattern

Stomach - Dark contents N
gmall Intestine - Dark contents Y

* Animal found dead
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TABLE 640
LITCHFPIELD-WILCOXON LDSQ FOR MALES
ACUTE ORAL LDSG STUDY IN RATS

TEST ARTICLE: VIOLET MIXTURE

Expected
Dose Obgserved Deaths Deaths
{ma/kg) Proportion F rcant Percent Difference

794.0 /58 0.9
1,000.9 5/5 100.9
1,413.9 5/5 leae.a
1,995.90 5/5 100.0

T e
=
et s

Pon S
AP

Total number of animals: 28

PO

At least two dosae levels with percent observed death between P
and 100 are required to calculate a least-squares regressiocn.
The LD50 cannot be computed, NG
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! TABLE 61
i\
¥
Q LITCHFIELD-WILCOXON LDS0 FOR FEMALES
i ACUTE ORAL LDy, STUDY IN RATS
N\ TEST ARTICLE: VIQLET MIXTURE
¥
' : Expected
Dose Nbhserved Deaths Deaths
(mg/kq) Proporticn Percent Percent Difference
1,000.0 g/% 2.0
1,413.0 2/5 42.¢
1,778.0 5/% 109.0
1,998,0 5/8 100.0
Total number o: animala: 280
At least two dose levels with percent observed death between @
) and 100 are required to calculate a least-sguares regression.
W The LDy, cannot be computed,
ﬁ!
s
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TABLE 62
LITCHFIELD-WILCOXON LDsg FOR COMBINED SEXES
ACUTE ORAL LDgy STUDY IN RATS

TEST ARTICLE: VIOLET MIXTURE

EXpected
Deose Observed Deaths Deaths
(mg/kg) Proportion Percent Percent Difference
794-0 l/s 2@05 2“11 -Gol
l,000.0 5/1¢0 50,0 44.0 6.0
1,413.0 7/18 7¢.0 g8l.@ =11.,80

motal number of animals: 4@

NOTE - The values in parentheses are those used by the
Litchfield-Wilcoxon method to compute Chi-Square contributions.

Calculated Chi-Square: 0,802 o
Critical Chi-Square (P = ,25) for 3 degrees of freedom: 7.812 Q@w
The data are not significantly heterogeneous.

Calculated LD-50: 1052.8 mg/kg

95% Confidence Limits: B873,6 - 1266.8 mg/kg

The confidence limits are within 20.4% of the LD-50.

Slope: 6.87 (probite/log dose)

There are 25 animals included in groups with expected deaths
between 16% (LD-16 = 752.2 mg/kg) and 84% (LD-84 = 1471.2 mg/kg).

Given the slope calculated from the present data, a total of 26
animals would be needed in groups with expected deaths between
16% and 84% in order to get the confidence limits within 28% of

the LD=-58., However, adding more test groupa may change the value
of the slope,
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APPENDIX A

QUALITY ASSURANCE INSPECTIONS AND AUDITS
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bage A-2
QUALITY ASSURANCE INSPECTIONS AND AUDITS
Type of T
Inspection/ Dnte(s) Conducted Date Reported
Study hAudit Parameter Start Fipnish to Management
480-2270 Report gtatus 9/09/85 9/09/85 9/69/85
Data All 2/11/86 2/14/86 2/14/86
Report Draft 2/11/86 2/14/85 2/14/886
Report Final 8/29/86 8/29/8¢6 8,/29/86
480-2271 Report Status 9/69/85 9/89,/85 9/09/85
Data All 2/11/86 2/14/86 2/14/86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final 8/29/86 8/29/86 8/29/86
480-2272 Report Status 9/3@/85 9/306/85% 0/30/8%8
Report Status 1,/31/86 1/31/86 L/31/86
Data all 2/11./86 2/14 /86 2/14/86
Raport prafe 2/11/86 2/14/88 2/14/86
Report Final 8/29/86 8/29/8¢ B/29/86
480-2272 Data All 2/11/84 2/14 /486 2/14/86
Report praft 2/l1/86 2/14/86 2/14/86
Report Final g/29/86 B/29/Bu £/29/86
488-20274 Data All 2/11/86 2/14/86 2/14/86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final 8/29/86 8/29/86 8/29/86
48(1-2275 Date All 2/11/86 2/14 /86 2/14/86
Raport Draft 2/11/86 2/14/86 2/14/86
Report Final B/29/86 8/29/8B6 B8/29/86
480-2276 Report Status 14/82/35 10,€2/85 1a/a2/85
Rebort Status 1/20/86 1/20/86 1/20,/86
Data ALl 2/11/86 2/14/86 2/14,86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final 8/29/8¢6 R/29/86 8/24/86
AgR-2277 Report Status 11/06/85 11/06/85 11/06/85
Da*y all 2/11/%6 2/.4,/80 2/L4/86
Raport Draft 2/11/86 2/14./86 n/14/8¢6
Raport Final 8/29/86 8/24%706 B/29/86
480-2278 Data All 2/11/86 2/14, 86 2/14/84
Raport ratt 2/11/80 2,18/86 2/14/86
Raeport Final B/29/86 R/20/80 B,29/86
480-2279  Data AL 2/11/66 G /14766 2/14/H6
Repont Draft 2/11/846 /14726 2/14/86
Report vina; /29786 84/29,/86 8/29/86
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QUALITY ASSURANCE INSPECTIONS AND AUDITS

Page

A-3

Type of
Inspection/ Date(s) Conducted Date Reported
Study Audit Parameter Start Finish to Management
480-2280 Report Status 9/38/85 9/36/85 9/30/858
Data All 2/11/86 2/14/86 2/14/86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final B/29/86 8/29/86 8/29/86
480-2281 Repert Status 11/96/85 11/66/85 11/86/858
Data All 2/11/86 2/14/86 2/14/86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final 8/29/86 8/29/86 8/29/86
480~-2282 Report Status 10/22/85 1l@/22/85 18/22/85
Data all 2/11/86 2/14/86 2/14/86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final B/29/86 8/29/86 8/29/86
480~-2283 Report Status 1¢/22/85 1lu/22/85 18/22/85
Data All 2/11/86 2/14/86 2/14/86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final 8/29/886 8/29/86 8/29/86
480-2284 Report Statua 11/13/85 11/13/88 11/13/858
Data All 2/11,86 2/14/86 2/14/86
Report braft 2/11/86 2/14/86 2/14/86
Report Final 8/29/86 8/29/86 B/29/86
480 -~2285 Report Status 1/30/86 1/30/86 1/308/86
Data All 2/11/86 2/14/86 2/14/86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final 8/29/86 8/29/86 8/29/8B6
480-2286  Report Status 9/24/85 9/24/85 9/24/85
Data All 2/11/86 2/14/86 2/14/86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final B/29/86 8/29/B6 8/29/86
480-2287 Report Status 9/27/85 9/27/85 9/27/85
Data All 2/11/86 2,/14/86 2/14/86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final 8/29/86 B/29/86 8/29/86
AB#-2288  Report Status 10/64/85 18/04/85 10/84/85
Report Status 11/21/8% 11,21/85 11/21/85
Data All 2/11/86 2/14/86 2/14/86
Report Draft 2/11/86 2/14/R6 2/14/86
Report Final 8/29/86 8/29/86 ... 8/29/86
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A-4

QUALITY ASSURANCE INSPECTIONS AND AUDITS

Type of
Inspection/ Date(s) Conducted Date Reported
Study Audit Parameter Start Finish to Management
480-2289  Report Status 11/86/85 11/96/85 11/06/85
Data all 2/11/88 2/14/86 2/14/86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final 8/29/86 8/29/86 8/29/86
480-2290 Report Status 16/22/85 10/22/85 18/22/85
Data All 2/11/86 2/14/86 2/14/86
Raport Draft 2/11/86 2/14/86 2/14/86
Report Final 8/29/86 8/29/86 8/29/86
4802291 Raport Status 11/94/85 11/84/85 11/84/85
Data all 2/11/86 2/14/86 2/14/86
Repotrt Draft 2/11/86 2/14/86 2/14/86
Report Final 8/29/86 8/29/86 B/29/86 .
480~2292 Report Status 11/12/85 11/12/85 11/12/85%
Data atll 2/11/86 2/14/86 2/14/86
Report praft 2/11/86 2/14/86 2/14/86
Report Final 8/29/86 B/29/86 8/29/86
480-2293 Raeport Status 1/30/86 1/30/86 1/36/86
Data all 2/11/86 2/14/86 2/14/86
Report Draft 2/11/86 2/14/86 2/14/86
Report Final B/29/86 8/29/86 8/29/86
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APPENDIX B

GRADING SYSTEM FOR EVALUATION OF DERMAL REACTIONS
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APPENDIX B

GRADING SYSTEM FOR EVALUATION OF DERMAL REACTIONS+

(1) Erythema and Eschar Formation fﬂ
No erythema ¢ B
very slight erythema (barely perceptible) 1 j
Well defined erythema 2 ;
Moderate to severe erythema 3 b
Savere erythema (beet redness) to slight ?f
eschar formation (injuries in depth) 4 ;
Total possible erythema score 4 Yy
t il
V'J |.
A
(2) Edema Formation o
Hd
No edema %] by
Very slight edema (barely perceptible) 1 v
Slight edema (edges of area well A4
defined by definite raising) 2 )
Moderate edema (raised approximately 1 mm) 3 .ﬁ
Severe edema (raised more than 1 mm and ST
extending beyond area of exposure) 4 ﬁﬁﬁ kg
Total possible edema score 4 '@
s".'
Other dermazl reactions cobserved were also recorded. Ry
R
l..,‘
o
l;,-: | _“‘
RS 7}‘
et "
."u:.\} l.‘,“-\
::'!":' 3 -
“
Y
+ Draize, J. H., "Appraisal of the Safety of Chemicals in Foods, ., ?
Drugs, and Cosmetics", The Association of Food and Drug Officials 0
of the United States, Fourth Printing, 1979, p. 48. o
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Page C—2

APPENDIX C

GRADING SYSTEM FOR EVALUATION QF EYE IRRITATION+

I. Cornea

A. Opacity-Degree of Density (area most dense taken for

reading)
No cpacity 2
Scattered or diffuse area, detalls of irils

clearly visible (1)™
Easily discernible translucent areas, details

of iris slightly obscured 2
Opalescent areas, no details of iris visible,

size of pupil barely discernible 3
Opague, iris invisible 4

B, Area of Cornea Invelved

One-guarter (or less) but net zero 1
Greater than one-quarter, but less than one-half 2
Greatcr than one~half, but less than three-guarters 3
Greater than three-quarters, up to whole area 4
AxXxB«x 5 Total Maximum = 8¢
II. Iris
A, Values Wi
Normal o ‘i%
Folds above normal, congestion, swelling, cir- E:E
cumcorneal injection (any or all of these or RS
combination of any therecof) iris still reacting K
to light (sluggish reaction is positive) {1)* e
No reaction to light, hemorrhage, gross hte
destruction (any or all of these) 2 :%{
A x5 Total Maximum = 190 ﬁz
III. Conjunctivae g%
T
A. Redness (refers to palpebral and bulbar conjunctivae -ﬂq
excluding cornea and iris) kﬁa
Vessels normal 2 c%a
Vessels definitely injected above normal 1 e e
More diffuse, deeper crimson red, individual ST
vessels not easily discernible (2)* no
Diffuse beefy red 3 b
"\ American Biogenics &3
~\ Corporation o

N
‘et

not
{ 1

-, e e e e . . .
S R LR R T
L IO L K PR YA T I I UL U

T R W e e T T e Tt




A N A W R R T Y R P RN AT W W I I WU WY VA RT T T A ya @ anas 5 7 TARAARDI AT AT LR T RY IR TR DS N T W7 e e

o Page C-3

APPENDIX C

GRADING SYSTEM FOR EVALUATION OF EYE IRRITATION+

B. Chemoslis

No swelling ]
Any swelling above normal (includes

nictitating membrane) 1
Obvicus swelling with partial eversion of the lids (2)¥
Swelling with lids about half closed 3
Swelling with lids about half closed

to completely closed, 4

C. Discharge

No discharge g
Any amount different from normal (does not
{include small amount observed in ilnner canthus

of normal animals) 1
Discharge with moistening of the lids and hairs
@%& just adjacent to the lids 2
& Discharge with moistening of the lids and
conslderable area around the eye 3

(A + B « C) % 2 Total Maximum = 280
Total Possible Score = I + II + III = 110

IV. Fluoresceln Stain Retantion: Not in the Dralze Table and
not included in the Primary Eye Irritation Scores. Any
staln retention was consldered to be epithelial
swelling/erosion and not true stromal opaclty.

Area of Cornea Involved

None o

One-quarter (or less) but not zero 1

Greater than one-guarter, but lesz than one=half 2

Greater than one-half, but less than three-guarters 3

Greater than three-gquarters, up to whole area 4
- * Bracketed figures indicate lowest grades considered positive, ﬁﬁ
- + Dralze, J. H., "Appralsal of the Safety of Chemicals in Foods za
Drugs, and Cosmetics", The Assoclation of Food and Drug Offlcials g
of the Unlted States, Fourth Printing, 1979, p. 51. Yo
2\ American Biogenics L
\! ~\ Corporation

et T
ST DRI

e A e e L



Page D1 of 13 Pages

APPENDIX D

PATHOLOGY REPORTS

Key:

AMERICAN BIOQOGENICS STUDY NO, TEST ARTICLE
480-2273 Disperse Red 11 - Lot 1
480-2277 : Disperse Red 1l - Lot 2
480~2281 Disperse Blue 3
4{80-2285 Violet Mixture - 35

parts Disperse Red 11
(Lot 1) to 5 parts
Dispetse Blue 3

{80~2289 Solvernt Red 1

480-2293 Red Mixture - 33,4 parts
Smlvent Red 1 to 6.6
parts Disperse Red 1l

(Lot 1)
~\ American Biogenics
' "\(.orporatmn
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t EXPERIMENTAL PATHOLOGY LABORATORIES, INC,

1800 EAST PERSHING ROAD. DECATUR. ILLINOIS 62526 (217} 875-3930 {)&'\
X
).‘ .
3.‘ Cctober 30, 1985
’:‘ Y
2

Dr. Dale Mayhew

W
4&' American Biogenics Corporatien
4& 1800 E. Pershing Road
o Decatur, IL 62526
2Ly
. Reference: Study Number 480-2273
;éﬁ Dear Dr, Mayhew:
e In regards to the referenced study, treated and untreated skin were
b microscopically examined from 4 rabblts (BBO414, BBOY13, BBYU3Z,
b and BB9L33)., ALl tissues were found to be not remarkable. No
n%{ histopathelogical abnormalities were seen that could be associated
e with any macroscopic observation.
N If I can be of further assistance to you, please do not hesitate
' to contact me, %
L. Cordially,
2
‘}ﬂ _
e Stephen V. Becker, D.V.M.
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™ ‘ EXPERIMENTAL PATHOLOGY LABORATORIES, INC,

QUALITY ASSURANCE
REPORT CERTIFICATION

Client Name: Americun Bicgenics Corperation

Client Study Number: 480-2273

Study Director: Dr. W.0. Iverson

Pathologist: Dr. S.V. Becker

Study Title: Acute Dermal Toxicity Study in Rabbits

o g
& Test Article!

Specles: Albino rabbit

Digyperse Red II, lot !

All parts of the pathology phase of this study, including the final report,
were reviewed by Experimental Pathology Laboratories Quality Assurance Unit

on Ontober 29, 19E5. All findings were reported to the 3tudy Director and

Management.
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T EXPERIMENTAL PATHOLOGY LABORATORIES, INC,
1800 EAST PERSHING ROAD, DECATUR, ILLINQIS 62526 (217) 875-3930 STy

e e BEES

-

October 30, 1985

Dr. Dale Mayhew

American Biogenics Corporation
1800 E. Pershing Road

Decatur, IL 62526 .

Reference: Study Number UBO=-2277

:-4 Dear Dr. Mayhew:

Y

qu In regards to the referenced study, treated and untreated skin were

e microscopically examined from 5 rabbits (BBOH2N, BBQUSY, BBYULT,
) BBOL28, and BBOU25)., All tissues were found to be not remarkable.

No histopathological abnormalities were seen that oould be
assoclated with any macroscopic observation,

If I can be of further assistance to yod, please do not hesltate
to oontact me.

Cordially,

%§ ;: ;f

Stephen V. Becker, D.V.M.
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\ EXPERIMENTAL PATHOLOGY LABORATORIES, INC,

QUALITY ASSURANCE
REPORT CERTIFICATION

Client Name: American Blogenics Corporation
Client Stu@y Number: U4B80-2277
Study Director: Dr. W.0, Iverson
Pathologist: Dr. 3.V. Becker
, Study Title: Acute Dermal Toxieity Study in Rabbits
@ Test Article: Disperse led II, lot 2
Species: Albino rabbit

All parts of the pathology phase of this study, including the final report,
were reviewed by Experimental Pathology Laboratories Quality Assurance Unit

on October 29, 1985, All findings were reported %o the Study Director and

Management,
£ T
k../ - J. R ATy j //'»'L'b.“n-(
Patricia 5. Malone, B.S.
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EXPERIMENTAL PATHOLOGY LABORATORIES, INC. -
1800 EAST PERSHING ROAD, DECATUR. ILLINOIS 62526 . (217) 875-3930 L d
Octaber 30, 19€5. . o o o

Dr. Dale Mayhew , v B R . L

American Blogenics Lorporation SR : ‘ '

1800 E. Pershing Road . S o y "
Decatur, IL 62526 C 5 L L s
Reference: Study Number 480-22¢1, . e A o ; AN

: : ’ " S L
Dear Or. Mayhew- | ’ i |
In regards to the referenoed study treated and untrégtad skin wera =
., microscopically examined. from 4 rubbits '(BBOUSO, BB uubl BBY4 12, EREE
ble No. - .

and BBGU1D),  All tissuas wire found to be not remarka
histopathological abnormalﬂi'tiei were ceen that could be assoeiated o
with any. macroscopid‘observaticn. gp oo .

If I can be df rurther assistance to you, please do. not‘hesitate'

’ . : : e
to conract me R : .[ v - w
s T ; b B e o

Cordially, L T T Cai

. Lo ol D Pt . it :
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Stephen V. Becwar, D.V.M.
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‘ EXPERIMENTAL PATHOLOGY LABORATORIES, INC,

QUALITY ASSURANCE
REPORT CERTIFICATION

Client Name: American Biogenics Cerporation
Client Study Number: UB80-2281
Study Director: Dr., W.0. Iverson
Pathologist: Dr, S.V. Becker
ifip Study Title: Acute Dermal Toxicity Study in Rabbits
¢ Test Article: Disperse Blue 3
Species: Albino rabbit

ALl parts of the pathology phase of this study, including the final report,
were reviewed by Experimental Pathology Laboratories Quality Assurance Unit
on October 29, 1985, All findings were reported to the Study Director and
Managemant.
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A EXPERIMENTAL PATHOLOGY LABORATORIES, INC. ' e
- 1800 EAST PERSHING ROAD, DECATUR, ILLINOIS 62526 (217) 875-3930 PO,
| -'i‘. - .\‘;"’ .\:\:
'!g. l ‘\“ \

32 November 20, 1985 .
i 3
: iy
: Or. Dale Mayhew gF
. American Biogenics Corporation \%
) 1800 E. Pershing Road N N
i Decatur, IL 62526 i

2
B

Reference: Study Number 480-2285

Dear Or, Mayhew:

-
/)

-
-

-, —g‘f:’—. .
T [l

In regards to the referenced study, treated and untreated skin were
microscopically examined from 4 rabbits (BB9426, BBYS97, BBY626, and
BB9E45), The results of the evaluation were as follows:

“} g
gl

BB9426 Control-Not Remarkable
Tast=Not Remarkable

_— v -
. F AR
R i
LY

BB93597 Control-Focal Chronic Cermatitis, Minimal

Test-Hot Remarkable @
gg

i BB9626  Control-Hemorrhage, Dermis, Mild, Acu%e

»é Test-Hemorrhage, Dermis, Minimal, Acute W
\‘w_ t':.
s BB9&45 Control«Not Remarkable aj«
" Test-Not Remarkable ﬁ
) ,
P No histopathological abnormalities were seen that could be associated N
" with any macroscopic observation or with the test article, e
:‘.:: If | can be of further assistance to vou, please do not hesitate to o
"y contact me, ﬁ.
- Cordially, o
'u:" ‘::l;"
o
™, Stephen V. Becker, D.V.M, L%
) L
SVB/ Jcs ™
f 5
st o
o
L K
:J'.
d-:‘ " -"
e ol
,'.:$ =
%
T
‘\‘i ‘a
'l :‘" RV B T O RS R R I TR CONE L L T e S e o TR L T L |
-Wﬁﬁ”w??'?#$iﬂffi‘“”* T A S T T LD RS




THTRTROBTRAFONTHTETATETRUTUN TN L om  wgW LY L LY N L., W e M s e e v e Ty W - N -
..... . M

RO
PUE
LA I
I

QUALITY ASSURANCE
REPORT CERTIFICATION

Client Name: American Biogenics Corporation

Client Study Number: 480-2285

Study Director: DOr, W.0. Iverson

Pathologist: Dr. S.V. Becker

Study Title: Acute Dermal Toxicity Study in Rabbits
Test Article: Viclet Mixture

Species: Albino rabbit

A1l parts of the pathology phase of this study, including the final report,
were reviewed by Experimental Pathology Laboratories Quality Assurance Unit
on Qctober 29, November 3, 13, and 19, 1985, A1l findings were reported to

the Study Director and Management.

<:;::2.&'«,(<Jc\,»3. VVW.oJ;;\t:
ratricia S. Malone, B,S.
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- EXPERIMENTAL PATHOLOCY LABORATORIES. INC.
1300 EAST PERSHING ROAD, DLECATUR, ILLINOIS 62520 (217) 87543930

October 30, 1985

Dr. Dale Mayhew

American Biogenies Corporation
1800 E. Pershing Road

Decatur, IL 62526

Reference: Study Number 4B80-228%
Dear Dr, Mayhew:

In regards to thn: referenced study, treated and untreated skin were
microscopically examined from 4 rabbits (BBQ4T7, BBOUBY, BBR9S3S,
and BB9536), All tissues were found to be not remarkable. No
histopathological abnormalities were seen that could be assoclated
with any macr¢scopic observation.

If I can be of further assistance to you, please do not hesitate
to contact me,

Cordially,

A

Stephen V. EBecker, D.V.M.

T e S e et e e e e e T P B L T -
e e A e e e e e e e e e e e e e e e e e e e e et e e e e s, e

. P IR I IRt - g1 L T S T L te e e et LN A ", L L PRI P S R N A ) . Wk 8 T T e Ty

A A Y *f.\ﬁ;&k.&.\d};gm;.u.u.g.m..u e N T L I e e A A A

-tm e
[P




R
“r vz

r
b
x
-".l <l oy
f r
£ i

Page D-11
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y sFe ‘ EXPERIMENTAL PATHOLOGY LABORATORIES, INC, R
o A

N T,
Eg; )
s X
,‘l,:. ,?.i\_"
S QUALITY ASSURANCE Rag
A REPORT CERTIFICATION o]
Y ”y -.A
&
.'.§| ‘ lLi r'),}l\' >
A Client Name: American Biogenics Corporation vy
I-lu' > ’;'"— {
,%ﬁ Client Study Number: U480-2289 34
b4 vl
5 Study Director: Dr. W.0. Iversen n
Pathologist: Dr. S.V. Becker o
Study Title: Acute Dermal Toxicity Study in Rabbits ;13

#"
L]

Test Article: 3olvent Red 1 W

Speclas: Albino rabbit

All parts of the pathology phase of this study, irncluding the final report, g
F‘
were reviewed by Experimental Pathology Laboratories Quality Assurance Unit :ﬁ{‘
on October 29, 1985. All findings were reported to the Study Director and jﬁj:
+ 4]

lanagement. K
e brciia J\ FF7 b v, : ”
Patricia S. Malone, B.S. i
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II ’ EXPERIMENTAL PATHOLOGCY LABOPATORIES, INC.
- 180 EAST PERSHING ROAD. DECATUR. ILLINOIS 62526 (217) 875~3930

A o0

/
R

-"-_ \.(,'\

Cecember 16, 1885 Y

g il s i

o e
o

Dr. Dale Mayhew

American Biogenics Corporation
1800 E. Pershing Road

Decatur, IL £2526

W
&

\
i

Reference: Study Number 480-2293
Dear Dr. Mayhew:

In regards to the referenced study, treated and untreated skin were
microscopically examined from 4 raobits (BB9789, BB9800, BB9E17,
and BBS824). All tissues were found to be not remarkable. No
histopathclogical abnormaljties were seen that could be associated
with any macroscopic observation or with the test article,

O
Duleleme T

[f T can be of further assistance to you, please do not hesitate
to contact me,

~ - - -
[N | . >ty

Cordially,

Sde——

Stephen V. Becker, D.V.M.
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QUALITY ASSURANCE
REPORT CERTIFICATION

Client Name: American Biogenics Corporation

Client Study Number: 480-2293

Study Director: Dr, W.0. Iverson

Pathologist: Dr., S.V. Becker

Study Title: Acute Dermal Toxicity Study in Rabbits
Test Article: Red Mixture

Species: Albinc rabbit

A1l parts of the pathology phase of this study, including the final report,

were reviewed by Experimental Pathology Laboratories Quality Assurance Unit

on UDecember 1, 9 and 12, 1985. A11 findings were reported to the Study

Director and Management.
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PERSONNEL

american Biogenics personnel listed below participated in
the conduct and/or report preparation of these studies:

Gary L. Doyle, B.S.
Jonathan C. Kreuger, B.A,
Kathy Mellon, M.S.

Sandra H. Smith

Dale A. Mayhew, Ph.D.

Stephen V. Becker, D.V.M,

william 0., Iverson, D.V.M.

Antoinette Skelley

Jtin.‘n“"{\ ‘-

Acute Department, Techniclan

Acute Department, Technician

Acute Department,

Acute Department, Project
Supervisor

Directoxr, Toxicology and
Principle Investigator

Experimental Pathology
Laboratories, Pathologist

Experimental Pathology
Laboratories, Director of
pathology Sexvices

Manager, Quality Assurance,

Regulatory Affairs, and
Archives
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APPENDIX F

DISTRIBUTION LIST
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DISTRIBUTION LIST
FINAL REPORTS KFOR SMOKE/OBSCURANTS

Number of coples Address

6 Project manager for Smoke/Obscurants
Bldg. 324
ATTN: AMCPM~-SMK-E (Dr. Lock)
Aberdeen Proving Ground, MD 21@05-5@01

1 Commander/Director
Chemical Research, Development and
Engineering Center
ATTN: SMCCR-MUS-P (Mr. Young)
Aberdeen Proving Ground, MD 210@10-5423

1 Commander/Director
Chemical Research, Development and
Engineering Center
ATTN: SMCCR-RST-E (Mr, Weimer)
Aberdeen Proving Ground, MD 21810-5423

1 Officer~in~Charge

Naval Medical Research Institute
Toxlcology betachment

Building 433

Wright-Patterson AFB, OH 45433

1 HQDA (DASG~PSP=~0)
5111 Leesburg Fike
Falls Churech, VA 22041-3258

1 Commander
US Alr Force Aerospace Medical
Research Laboratory
ATTN: Toxic Hazards Division
Bldg. 79, Area B

"
O
.
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. .
e
'
"
S
h
.q.""
2ot
n.!
-

Wright-Patterson AFB, OM 45433 =3

W)

W

1 Commander ,&}
US Army Health Services Command 3

ATTN: HSCL-P g

3
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=
X o . . . Dy
: \ American Biogenics 3
‘ \\Corporation o

Fort Sam Houston, TX 78234-6000

1 . Commander
US Army Armament Munitions &
Chemical Command
ATTN AMSMC-S5G
Rock Island, IL 61299
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1 Commander
US Army Environmental Hygiene Agency

T

S

ATTN: HSHB-AD-L

Aberdeen Proving Ground, MD 21010-5422 e

e

1 Commander Y
USACACDA i

ATTN: ATZL-CAM

Fort Leavenworth, KS 66827 S
Kol
1 Commander hm
US Army Environmental Hygiene Agency :
ATPN: HSHB=OA b
Abexdeen Proving Ground, MD 21010-5422 ﬁ?
. (Y
1 Commander L
US Army Training and Doctrine Command ol
ATTN: ATMD :
Fort Monroe, VA 23651-5000 3
YY)
1 Commandar L
US Army Forces Command sl
ATTN: AFMD ol
Fort McPherson, GA 30330 LOVE
1 Commmanding Officer .b*
Naval Weapons Support Center Lo
Code 5601 (D. Haazs) s
Crane, IN 47522 %@
1 HQ US Army Material Command
ATTN: AMCSG-§ e
5001 Eisenhower Ave. R
Alexandria, VA 22333-5001 e
1 Commanding Officer S
Naval Weapons Support Center P
ATTN: Code 5863 (Dr. Kennedy) o
Crane, IN 47522 =y
9 Commander &E
US Army Medical Bioengineering Research e
and Development Laboratory Eﬂ
ATTN: SGRD-UBZ-C -

Fort Detrick, Frederick, MD 217€1-5010

1 US Army Medical Research and
Development Command
ATTN: SGRD-RMS K
Fort Detrick, Frederick, MD 21701-5012 ;}ﬁ
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12 Defense Technical Information (Center
ATTN: DTIC~DDA
Cameron Station
Alexandria, VA 22314

1 Dean, School of Medicine
Uniformed Services University of
. the Health Sciences
4301 Jones Bridge Road
Bethesda, MD 20014
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