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OPP OFFICIAL RECORD £

HEALTH EFFECTS DIVISION
TIFIC DATA REVIE
EPA SERIES 361 we

Primary Review by: Stephen C. Dapscn, ph.D.xgﬁ¢J&vu(1'4£2Wy“”\

Senior Pharmacologist, Review Section I, TBII (7508C) 7’L5}@4-

Secondary Review by: Yiannakis M. Ioannou, Ph.D., D.A.B.T.é}ézﬁ;zyqugf?Qf

Section Head, Review Section I, TBIT (7509C)

DATA EVALUATION RECORD y #7 s
Study Type: subchronic Oral {Dietary) Toxicity
Species: Dog Guideline: §82-1b

EPA Numbers: EPA MRID# 00106277
EPA Pesticide Chemical Code 030703 :
Toxicology Chemical No. 5%2 (acid), 780A (Na salt)

Test Material: Alanap S
Synonyms: Naptalam

Title of Report: FINAL REPORT
13-WEEK Dietary Feeding - Dogs

Sponsor: Uniroyal Incorporated

Testing Facility: Hazleton Laboratories, Incorporated
Falls Church, Virginia

Study Number: Project No. 798-140
Author(s): G.C. Holsing, Ph.D.
Report Issued: March 1, 1968

Executive Summary: In a 13 week subchronic feeding study (MRID#
00106277), male and female adult beagle dogs (unknown source)
received either 0, 300, 1000, or 3000-5000 ppm of Alanap S (equal
to 11.4, 29.7, and 124.7 mg/kg/day in males and 9.7, 29.9, and
123.6 mg/kg/day in females).

Systemic toxicity was noted at the high dose (3000-5000 ppm) in
the form of reduced body weight gains, reduced food efficiency and
increased absolute and relative liver welights. The LOEL for
Systemic Toxicity is 3000 ppm and the NOEL for Systemic
Toxicity is 1000 ppm based on reduced body weight gains,
reduced food efficiency and increased absolute and relative
liver weights.

The study is classified as Core-sSupplementary Data and
does not satisfy the guideline requirements (§82-1b) for a
subchronic oral toxicity study in non-rodents. This study
cannot be upgraded due to numerous reporting and study
deficiencies.
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A. Materials and Methods: A copy of the Materials and Methods
section from the investigators report is attached.

1. Test compound: Alanap S (Naptalam)
Description - Fine, pale tan powder with a
faint unpleasant odor
Lot # -~ C-465 g
Purity - assumed 100%
Received -~ July 27, 1967
Contaminants - norne reported

2., vVehicle(s): None-used

3. Test animals: Species: young adult male and female dogs
Strain: beagle
Age: not provided
Weight: 6.9-15.9 kg at study initiation
Source: not provided

4. Animal assignment

Animals were assigned to the following test groups; no
indication as to method of assignment was provided:

Test Group Dose in Diet (ppm) - # males #females
1 Control None 3 3
2 Low (LDT) 300 3 3
3 Mid (MDT) 1000 3 3
4 High (HDT) 3000 to 5000%* 3 3

* gtudy made reference to at least 3 dosages, 3000, 4000, and 5000 ppm:
howaevar, information on this was 1llegible

5. Diet preparation

Diet was prepared weekly, no storage method provided. There
was no indication if samples of dietary admix were analyzed for
stability and concentration.

6. Animal Husbandry

Animals were housed in metal cages and received Ground Wayne
Dog Meal and water ad libitum. No other information was provided.

7. Clinical Observations
animals were inspected daily for appearance, behavior,

appetite, elimination and signs of compound effect. They were
weighed weekly and food consumption was determined weekly.
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8. Ophthalmological examination

Ophthalmological examinations were not performed as they are
not reguired in subchronic studies.

9. Hematology and Clinical Chemistry

Blood was collected before treatment and at 1 and 3 months
for hematology and clinical chmeistry analysis from all animals.

a. Hematology
The following parameters were measured:

Erythrocyte count (RBC})*
Leukocyte count (WBC)*
Leukocyte differential count*®
Hematocrit (HCT)*

Hemoglobin (HGB)*

* Raeguired for subchronic studiss

The following parameters required for subchronic studies were not
determined: g

Platelet count¥*
b. ¢Clinical Chemistry
The following parameters were measured:

Blood sugar (Glucosge)*

Blood urea nitrogen*

Serum glutamic-pyruvic transaminase (Serum alanine aminotransferase, SGPT;*
Serum glutamic-oxaloacetic transaminase (Serum aspartate aminotransferase,
SGOT) *

Alkaline phosphatase (ALK)

Serum electrolytes (Scdium*, Potassium*, Chloride*)

Total serum Protein (TP)*

Albumin*
* Required for subchronic studies

The following parameters required in subchronic studies were not
determined:

Calcium*, Bicod creatinine*, Phosphorous*, Cholesterol*
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10. Urinalysis~

Urine was collected prior to study initiation and at 1 and 3
months; there was no indication if animals were fasted. The
fellowing parameters were examined:

Appearance {volume also?) Protein

pH Bilirubin

Specific gravity Occule Blood _
Sugar (Glucose) Sediment (microscopic)

Acetone (Ketones)
ANot reguired for subchronic studies

11. Sacrifice and Pathology

All animals that died and that were sacrificed on schedule
were subject to gross pathological examination and the following
tissues were collected for histological examination, the boided
organs, in addition, were weighed {the organs with M were examined
microscopically in the control and high dose groups onlv):

Brain*+

Pituitary>*

Eves (optic nerve?) *#M
Thyroids*++M

Lung¥*

Heart*

Liver*+M

Gall bladder*

Spleen M

Kidneys*+M

Adrenal gland*

Stomach®*

Pancreas*M ,

Ducdenum*, Jejunum*, Ileum*, Colon*
Urinary bladder®

Ovaries*+

Bone*# {costochondral junction)
Bone marrow* (sternum)
Tastes*+ _

The following required for subchronic studies were not
examined: Aorta*, Salivary glands*, Periph. nerve*#, Esophagus?*,
Spinal cord (3 levels)*#, Lymph nocdes*, Thymus*, Cecum*, Lacrimal
gland#, Mammary gland*#, Rectum*, Parathyroids*++ (possibly
derermined with thyroids), Skeletal muscle*#, Trachea*, Uterus®*,
Skin*#,all gross lesions and masses¥® :
* Raeguired for subchronic and chronic studies.

# In subchronic studies, examined only if indicated by #igns of toxicicy or
target organ involvemant.

+ Organ walght raquired in gubchronlc studies.
++ Organ weight required for non-rodent atudies.
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12. Statistics
There was no indication of statistical procedures utilized.
13. Compliance

No statements of data confidentiality claims, compliance with
GLP’'s quality assurance or flagging criteria were provided.
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B. RESULTS:

1. Clinical Observations

a, Clinical signs of toxicity/mortality

‘No clinical signs of toxicity were reported.

b, Beody weight

Only individual animal data were provided. The following
table presents body weight gain data (Rg) calculated by the

reviewer from the individual animal data:

Weeks: Control 300 1600 3000

1-13 M 0.4 1.3 0.6 0
F

G.5 1.2 0.5 0.3

Although only 3 animals per sex per dose group were used, it
is apparent that the high dose group gained less weight than the
control.

c. Food consunmption, food efficiency and compound
intake

only individual animal data were provided. The following
table presents food consumption data (kg/wk) calculated by the
reviewer from the individual animal data:

weeks: " Comntrol 300 1000 3000
1-13 M 2.4 2.9 2.4 2.5
F 2.1 2.1 1.9 2.0

The following table presents the food efficiency calculated
by the reviewer from the above data:

Weeks: Control 300 1000 3000
1-13 M 1.3 3.5 2.0 0
F 1.9 4.4 2.0 1.2

Although food consumption seemed relatively unaffected., the
food efficiency was reduced compared to control in the high dose
group.
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The following table presents the compound intake (mg/kg/day)
calculated by the reviewer from the individual animal data:

Low Mid High
M 11.4 29.7 124.7
F 8.7 29.9 123.6

2. Hematology and Clinical Chemistry

a. Hematology

No treatment related effects were noted; the following table
presents data from the tables prov;ded in the lnvestlgators
report:
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b. Clinical cChemistry

No treatment related effects were noted; the following table
presents data from the tables provided in the investigators

report:
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3. Urinalysis

No treatment related effects were noted; the following table
presents data from the tables provided in the investigators
report:

$ Y
wa 30, X INEERVAG nmﬁff!m s 155 TR B S0
umhs‘ N ﬁ j _——
— N

12117 M INITIAL v T YEL 7 l.uel v v 1 @ ]

== 1 TYEL © b lwas v 0w 1 . T 0

P Y Il 0 v 1Y f

Less M INLTIAL 1 YLL 1T 1022 v U 0 19

1 T YEL 7 ek v w1 1 0

31 YRl S Ll v ow )} v

12303 M INTIAL V T YEL 7 levab v o 1 -1 o

1 7 YEL . T - 1006 U 7] i } ]

‘ 3 T YEL 5 1,825 0 o 1 T 0

12185 F INITIAL T YEL 1 v ¢ v 10 0
— L oOVIWL 6 lwie v W 1 U e

3 TYEL 7 1wy o v 1 0O a

120g9 F INITIAL v TTrel 2 Qv v 0§ 0 0
r vrve 7 lwwov v 1T 1

3 TYEL 7 levAb v G 1 @ 0

12206 F INITIAL T YEL & 1040 0 o 1 o .

e b T YEL 6 Jeves v 1 o o

3. T rEL 5 41,60 U 9 PR 7

RLPLAT - LeW33



HED Records Center Series 361 Science Reviews - File R058675 - Page 13 of 19

ALANAP S8 13 DOG SUBCHRONIC
FeE
TINE PRO- BILI- OCCULT
bpe Mo, 1 INTERVAL APPEAR: 2! i!aJﬂh-iiuﬁ Jnul JEIM RUBIN BLOGD
- 300 PPM
12144 M INITIAL ¥ T YEL 7 Je0SL ¢ & 3 D 0
T TvL s st v 6 T 0 o
3 T YEL 7 - leO% ] 1. I} ']
12302 M INITIAL T YEL o ledés 0 0 1 }

1 VIYEL T lwas ¢ ¢ SR S
T 3 v vEe 6 lewis & 0 1 -1 0
12305 ® INLVIAL T YEL 6 lewd?7 ¢ 0 1 1 0

1 T YEL 6 l.u43 O 6 1 1 0.

ceem 30T YEL 5 1080 v v L ¥ o
12186 F lultnasfv T ;EL 9 L.u32 o v 1 0 v
1 TYEL 9 125 0 6 T o o

3T YEL ¥ leVde U w1 9 -

12186 F INITIAL TYEL' 8 103w 0 0 1 o o
... 1 T YEL 6 livbd v v T @ 0
3 T YEL 6 1.v3% U 1 0 n
12328 ¢ INDEIAL T YRL & loveb U 1 0 0
1T YEL 6 1.3 0 v T @ T
e=s 3 T YEL 6 1.039 v ¢ T 0 0

1000 PPH

12304 M INITIAL V T vEL $ L35 v w1y g
T 1 ve L P P S 0
SUTYEL s e v 0 1 2 g
12307 M INITIAL T YEL 7 Lw3s 6 ¢ 1 T 0
1 TYEL 5 L3 0 v 11 0
3 T YEL 6 liuas o v T 2 0
12316 M INITIAL T YEL T levS0 v U} 0 0
1T YEL T 1wl v v T 0 ]

3 T YEL T leviv 9 v 0 ¥ 0



HED Records Center Series 361 Science Reviews - File R058675 - Page 14 of 19

ALANAP? 3 14 DOG SUBCHRONIC
i
DOC wo, X gﬂzfgrh APFEAR.  pH SP. GR, SUGAR Egii jgii.gﬁgii gigﬁ{.
1000 PPM
12251 F INLTIAL T YEL T 1050 v 0 1 0 0
o L1 YEL 7 1950 v v 1 1 °
3 OTYEL 6 1068 B v T 1 o
ledvs ¢ INITIAL TP YEL T Lewl5 6 & T 0 0
1 VIYE 6 levdy 0 U 1 1 0
I TR 3 1 T devdv 0 1 “ v
12327 F ENITIAL T YEL B lev2l o v T 0 0
D T 4 73 BCIRRTL L SRR TR | 1 0
3 T YEL 9 1.v506 O v 1 0 o
_ 3000 T0 5000 MM
12282 M INITIAL V T YEL 7 1,938 ¥ u T 1 0
ee=— )} ¥ YEL & levid U u 1 | 0
EETR Y 6 devzd v v 2 1 v
12306 M INITIAL T YEL 8 1.32 9 v 1 T o
T U1 YEL T leViu v v 1 l 0
3 VI YEL 5 8).w6u 0 7 1 2 0
K PLAT lovia
12315 W INITIAL T YEL 6 levkb v U T O 0
BT B YEL 6 lewsU U U T X 0
3 VT YEL 6 *levév U v 1 1 0
REPEAT Lovat |
122644 F_INITIAL T YEL T 1eva2 v v 1 0 0
} T YEL 8 lev2v v ¢ 1 1 0
3 T YEL 6 lewdS0 O u ' -
1225 F INITIAL T P YEL 6 lew2b v 0 v ¢
1 T YEL 9 125 v b T oy ¢
s T 7 1levw25 0 L ! 0 ¢
12278 F INITIAL T YEL 6 levay u u 0 0 0
BRI 6 levav v 0 T 1 a
3 1 YEL 5 leU30 U v 1 o o



HED Records Center Series 361 Science Reviews - File R058675 - Page 15 of 19

ALANAP S 15 DOG SUBCHRONIC

4. 8Sacrifice and Pathology

a. Organ weight

According to the investigators, no treatment related effects
were noted; however, it appears that there is a dose related
increase in liver weight, both absolute and relative. The-
following table presents data from the tables provided in the
investigators report:

Organ: Control
Thyroid

M 0.979/0.00801

F 0.936/0.00895
Heart

M 98.333/0.8227

F 82.133/0.83958
Liver

M 306.333/2.5488

F 260.333/2.6399
Spleen

M 35.633/0.2635

r 28.133/0.2818
Kidneys

M 61.900/0.5169

F 48.766/0.4985
Adrenals

M 1.270/0.0106

F 1.033/0.0105
Testes 27.333/0.2324

1 = absolutae/relative
Data extracted from Raeport

b.

No treatment related effects were noted
only were provided).

data

7%8-140,

Low

0.750/0.0073
0.959/0.0106

91.100/0.8470
79.500/0.8735

316.666/2.9521

262.666/2.8196

26.666/0.2489
25.833/0.2844

57.266/0.5320
47,999/0.5297

1.029/0.0095
1.093/0.0121
23.300/0.2163

Table 5.

Gross pathology

¢. Microscopic pathology

Mid

1.116/0.0100

0.986/0.0110

91.533/0.8171
81.200/0.8856

334.666/2.9842
266.000/2.9125

28.433/0.2568
23.066/0.2509

59.166/0.5305

42,999/0.4723

1.326/0.0119
0.993/0.0109
21.399/0.1927

High

0.910/0.0085
1.006/0.0125

90.633/0.8462
70.366/0.85950

377.666/3.5576
301.333/3.7894

30.466/0.2215
23.600/6.3022

55.066/0.5175
41.133/0.5222

1.1106/0.0105
0.999/0.0129
22.833/0.2159

(individual animal
Observations were singular in nature.

No treatment related effects were noted (individual animal
data only were provided). Observations were singular in nature.
C. Dbiscussion and Conclusions

Systemic toxicity wag noted at the high dose (3000-5000 ppm)
in the form of reduced hody weight gains, reduced food efficiency
and increased absgolute and relative liver weights.

1000 ppm
3000 ppm

Systemic Toxicity NOEL
Systemic Toxicity LOEL



HED Records Center Series 361 Science Reviews - File R058675 - Page 16 of 19

BEST DOCOMENT AVAILABLE

Tie puspose nf bis 3tudy was to characterize izi ova
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Jiet 2eecaration
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Tarcinal Studies
Terninal Sacrifics: All dogs after .3 \lnn cf dletary fesii::.

Jross Jacropsies: On all sacriliced dczs.

Crgan Weights: Thyroids, “aart, liver, splees, kideeys, afrarzol:z, z2i

~astas.
Tizzues Preserved: In 10% neur—sl buffered foTmalin - GIalz, it
eyes, thyroids, lucg, -'lﬂ- ..m, Bas zladd
adrenals, stomach, pazcreas, duodasua, Jelucor, lau=, Dozs,
urizary bladder, oviriss, boze |costcchoandral juzssics,, and
bone marrow {atersus=). Ia Bouia's Jixaiive - zeszas.
¥icroscopic Examization: ALl cited :isszues Iro= the contrel Iz Sl :
level dogs, and eyes, tyToids, livez, :ia:.cy ezl FRnITELs
from all dogs at eack 527 tha tyo Lcwer Levels &8 welLl i Tha
spleen of one anizal Trom each of he two lcwar _avel:s.
Tissue Storage: WeT tissues and ;aATaffin blacks are taizg siorel it

Zazleton labaratariss, Iz2., 2ar sossible future refasizi:.

1y body uuh:s_a.-:f. cod azd ce....c.:;r.d ..ar.s::.-:.;.i-.. arsz

\' ’ -
The control dogh =aiziained norzal appearance axi Tzhavils,
well, azd had sorsel alizigatsion during tte 53
-siy welght, the gains rangiig fres 0.8 ¢ 1.2 z3.,

izzs o8t L.L and 0.5 kg.
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