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ACTION RgQUESTEg PLEASE REVIEW DATA-.

CoMMeNT: IN ResPoNSE To THE EPA REGISTRATION STANDARD FOR NON=WOOD
PRESERVING USES OF ARSENIC ACID (pATED SepTemeer 10, 1986), AN ACUTE
INHALATION STUDY WAS SUBMITTED- THIS WAS RecelveD IN TB [ oN

NoveMBer 29, 1989. THE STUDY HAS BEEN REVIEWED AND THE DER 1S ATTACHED-

UNDER THE CONDITIONS OF THIS STuDY, THE LC5) FOR ARSENIC ACID (75%)
WAS DETERMINED To BE 0-794 Mc/L FOR MALE MICE, 1-153 Me/L FOR FEMALE
MICE, AND 1.040 Mc/L FOR THE COMBINED SEXES (ANALYTICAL EXPOSURE
CONCENTRATIONS)- THIS STUDY IS CLASSIFIED AS CORE: SUPPLEMENTARY,
PENDING SUBMISSION OF DATA TO SHOW THAT THE MEDIAN DIAMETER OF TEST
MATERIAL PARTICLES WAS IN THE “RESPIRABLE RANGE" FOR THE MOUSE (AROUND
ONE MICROMETER) AND THAT AT LEAST 25% OF THE PARTICLE DISTRIBUTION
USED WAS IN THE SUBMICRON RANGE (ASs PER EPA GUIDELINES)-
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Reviewep BY: Linpa L. TAYLOR, PW/M //6/@’

gox- BRANCS 1L, Secnon [I;I (H7gO // /f
ECONDARY REVIEWER: LARK SWENTZEL /
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DATA EVALUATION REPRT

STUDY TYPE:  Acute INHALATION LD5g - MICE TOX CHEM NG: 56
ACCESSION NO.;  404639-02

TEST MATERIAL:  ARSENIC ACID

SYNONYMS:  ArsenIc AcID As Desiccant L-10

STUDY NUMBER: HLA 153-136

SPONSR:  PeNNwALT CORPORATION, PUYALLUP, WASHINGTON

TESTING FACILITY: HazLETON LABORATORIES AMERICA, INC.

TITLE OF REPRT: Acute INHALATION ToxICITY STUDY WITH ARSENIC ACID IN THE Mouse
AUTH®RS: James B. TerrILL, PH.D.

REPRT ISSUED: Decemser 30, 1987

QUALITY ASSIRANCE: A QUALITY ASSURANCE STATEMENT WAS PROVIDED.

CONCLUSIONS: UNDER THE CONDITIONS OF THIS STUDY, THE LC5( FOR ARSENIC
ACID (75%) WAS DETERMINED To BE 0-794 MG/L FOR MALE MICE, 1-153 Me/L FOR
FEMALE MICE, AND 1.040 Mc/L FOR THE COMBINED SEXES-

CLASSIFICATION CoRE: SUPPLEMENTARY, PENDING SUBMISSION OF DATA TO SHOW
THAT THE MEDIAN DIAMETER OF TEST MATERIAL PARTICLES WAS APPROXIMATELY 1
MICROMETER AND THAT AT LEAST 25Z OF THE PARTICLE DISTRIBUTION USED WAS
IN THE SUBMICRIN RANGE- T[HIS STUDY DOES NOT SATISFY THE GUIDEL INE
REQUIREMENTS (81.3) FOR AN ACUTE INHALATION STUDY (SEE ABOVE)-.

TOXICITY CATEGRY: II
A. MATERR IALS:

1. Test CoMPOUND: ARSENIC ACID
BatcH # 8619 (2 SHIPMENTS)
DESCRIPTION: GREEN LIQUID
PuriTYy: 75%

THE TEST MATERIAL WAS ATOMIZED (SEE PAGES_12-14, ATTACHED) AND

PRESENTED TO THE ANIMALS AS AN AEROSOL- THE CONCENTRATIONS OF TEST
MATERIAL IN THE EXPOSURE CHAMBERS WERE DETERMINED GRAVIMETRICALLY AT
LEAST HOURLY DURING THE STUDY; THE FRACTION SOLIDS OF THE ARSENIC ACID
FORMULATION WERE DETERMINED GRAVIMETRICALLY AND FOUND TO BE 0.77- ”‘%
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THE PARTICLE SIZE DISTRIBUTION OF THE ARSENIC ACID AEROSOL WAS
DETERMINED USING AN ANDERSEN MopeL 2000 Cascape IMPACTOR-

2. TEST ANIMALS:
SPECIES: MOUSE
Strain:  CD-1
Ace: 5-6 WEEKS
WEIGHT: MALES: 25.6-30.7; FEMALES: 21.8-2/.8
Source:  CHARLES R1vER LABORATORIES, INC., PorTAGE, MI

3. STATISTICAL PROCEDURES: THE ESTIMATION OF LC5) AND ANALYSIS OF
PARTICLE SIZE DISTRIBUTION DATA ARE DESCRIBED ON PAGE 16 OF THE
REPORT (COPY ATTACHED)-

Stupy DESIGN: FIVE MALE AND 5 FEMALE MICE WERE EXPOSED TO A TARGET
CONCENTRATION OF TEST MATERIAL OF 5 MG/L BY A SING.E 4-HOUR WHOLE BODY
INHALATION EXPOSURE- NO CONTROLS WERE UTILIZED- BECAUSE OF HIGH
MORTALITY, TWO ADDITIONAL GROUPS WERE TESTED AT TARGET CONCENTRATIONS OF
EITHER 0.5 MG/L OR 1 MG/L ARSENIC ACID. THERE WAS A RANDOM ASSIGNMENT OF
THE ANIMALS TO THE GROUPS BY WEIGHT- FooD (PuRINA CERTIFIED LABORATORY
CHow® #5002) AND WATER WERE PROVIDED AD LIBITUM, EXCEPT DURING THE 4-HOUR
EXPOSURE «PERIOD- ANIMALS WERE MONITORED HOURLY DURING EXPOSURE FOR
MORTALITY AND ANY GROSS SIGNS OF TOXICITY, AND WERE OBSERVED TWICE DAILY
FOLLOWING TREATMENT FOR 14 DAYS. DETAILED PHYSICAL EXAMINATIONS WERE
PERFORMED PRIOR TO EXPOSURE, 30 MINUTES POST-EXPOSURE, AT 60 MINUTES
POST-EXPOSURE, AND DAILY UNTIL TERMINATION. BODY WEIGHTS WERE MEASURED
PRIOR TO STUDY INITIATION, ON DAYS 8 AND 15, AND AT DEATH/SACRIFICE- ALL
ANIMALS WERE SUBJECTED TO NECROPSY, WHICH CONSISTED OF A GROSS EXAMINATION
OF THE EXTERNAL SURFACE AS WELL AS THE CRANIAL, THORACIC AND ABDOMINAL
CAVITIES, AND THEIR ORGANS/TISSUES-

REsuLTS: THE MEAN ANALYTICAL AND NOMINAL EXPOSURE CONCENTRATIONS ARE
LISTED BELOW. [HE AUTHOR ATTRIBUTED THE DIFFERENCES TO SEDIMENTATION AND/OR
IMPACTION OF THE AEROSOL DROPLETS IN THE EXPOSURE CHAMBER. (00D UNIFORMITY
OF DISTRIBUTION WAS REPORTED BETWEEN SAMPLES TAKEN AT THE TOP OF THE
CHAMBER AND AT THE NORMAL SAMPLE PORT. PARTICLE SIZE DISTRIBUTION
MEASUREMENTS INDICATE THAT THE AEROSOL WAS WITHIN THE RESPIRABLE SIZE RANGE
OF THE MOUSE (LESS THAN 10 MICRONS, ACCORDING TO THE STUDY AUTHOR)-.

DEATHS OCCURRED AS FOLLOWS:

GroOuP ExPoSURE CONCENTRATIONS DeaTHs
TARGET CONCENTRATION ANALYTICAL  NOMINAL MALES FEMALES
(MeAL) (MG/L) (M/L) :
5 2-4] 206./ 4/5 4/5
0.5 0.57 24.9 0/5 0/5
1 1.01 49.1 5/5 4/5

ONLY ONE ANIMAL/SEX IN THE FIRST GROUP (5 MG/L) SURVIVED TO TERMINATION-
BoDY WEIGHT OF EACH SURVIVOR WAS DECREASED FROM THE PRE-STUDY VALUE ON
DAY 8 BUT GREATER THAN PRE-STUDY VALUE ON Day 15. IN THE 1 Me/L GROUP,
THE ONE SURVIVING FEMALE SHOWED INCREASED BODY WEIGHT AT DAY 15 COMPARED
TO ITS PRE-STUDY VALUE- For THE 0-5 MG/L GROUP, ONE ANIMAL/SEX DISPLAYED
A NET DECREASE IN BODY WEIGHT OVER THE STUDY DURATION; ALL OTHER ANIMALS
DISPLAYED AN OVERALL INCREASE-



SURVIVORS IN THE TWO HIGHEST DOSE LEVELS EXHIBITED RESPIRATORY DISTRESS,
INCREASED SECRETORY RESPONSES AND SIGNS OF POOR CONDITION. [HE LOWEST

DOSE ANIMALS WERE GENERALLY UNREMARKABLE, WITH ONLY SQUINTED EYES BEING
REPORTED- UTHER CLINICAL SIGNS OBSERVED INCLUDE LANGUID BEHAVIORT, DYSPNEAT,
POLYPNEAT, SALIVATIONT, PROSTRATION, TREMORS, LACRIMATIONT, WHEEZINGT,

AND ROUGH HAIRCOAT (ONLY SIGNS FOUND AT LOWEST DOSE)-

APPARENT COMPOUND RESIDUE ON THE FUR WAS REPORTED, AND SEVERAL ANTMALS WERE
REPORTED AS NOT BEING VISIBLE DURING THE EXPOSURE PERIOD DUE TO THE LEVEL OF
AEROSOL IN THE CHAMBER-

AT NECROPSY, MACROSCOPIC FINDINGS INCLUDED THE FOLLOWING DARKENED NASAL
TURBINATES AND LUNG, FAILURE OF THE LUNG TO COLLAPSE, MOTTLED LUNG, DARK
AREA OF THE STOMACH, FLUID IN THE UTERUS, AND DISTENDED UTERUS. ONLY
THE RESPIRATORY FINDINGS WERE CONSIDERED TREATMENT-RELATED. NOTE: THEe
Gross PATHoLoGY INCIDENCE SuMMarRY (TABLE 4) 1s MARKED IRAFT, BUT 1S
INCLUDED IN THE FINAL REPORT-

MACROSCOPIC FINDING
LUNG - DARK - 4/sex Group 3%, 2/sex IN Group 1
FAILURE TO COLLAPSE - 3 MALES/1 FEMALE IN Group 3, 3/sex IN Grour 1
MOTTLED - 1 MALE IN GRoOuUP 3, 3/sex IN Group 1
NASAL TURBINATES — DARK = 2/sex IN GrRoup 3, 2 MALES/1 FEMALE IN Grour 1
STOMACH = DARK AREA - 1 MALE IN Group 1
UTERUS - DISTENDED - 1 FEMALE IN GROUP 2
LUMEN, FLUID - 1 FEMALE IN Group 2
*GROUP 1 - TARGET CONCENTRATION OF 5 MG/L
GROUP 2 - TARGET CONCENTRATION OF 0.5 Me/L
GROUP 3 - TARGET CONCENTRATION OF 1.0 Me/L

UNDER THE CONDITIONS OF THIS STUDY, THE LCgQ FOR ARSENIC ACID (75%) WAS
DETERMINED TO BE AS FOLLOWS.

ANALYTICAL 957 CoNFIDENCE NoMINAL 95% CoNnFIDENCE
(Me/L) LIMITS (MG/L) LIMITS
MAL ES 0.794 0-548-1-149 39.2 23.2-60.3
FEMALES 1.153 0-410-1.897 37-4 19.9-86-4
BOTH SEXES 1.040 0.512-1.567 41.4 27-4-55.9

CONCLUSION.  LCsg FOR ARSENIC ACID IN MICE WAS FOUND To BE 0-794 MG/L FOR
MALES AND 1.153"MG/L FOR FEMALES (BASED ON ANALYTICAL EXPOSURE CONCENTRATIONS)-
THE VALUE FOR BOTH SEXES COMBINED WAS REPORTED AS 1.-040 Mg/L. THIS STUDY

IS CLASSIFIED AS CORE: SUPPLEMENTARY, PENDING SUBMISSION OF DATA TO SHOW

THAT THE MEDIAN DIAMETER OF TEST MATERIAL PARTICLES WAS IN THE “RESPIRABLE
RANGE” FOR THE MOUSE (AROUND ONE MICROMETER) AND THAT AT LEAST 25% OF THE
PARTICLE DISTRIBUTION USED WAS IN THE SUBMICRON RANGE (As PER EPA GuiDELINES).
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Page is not included in this copy.

Pages ;éi;_ through E? are not included.

The material not included contains the

following type of
information:

_ Identity of product inert ingredients.

______ Identity ofhproduct impurities.

____ Description of the product manufacturing process.
___ Description of quality control procedures.

__ Identity of the source of product ingredients.

Sales or other commercial/financial information.

A draft product label.
The prodﬁct confidential statement of formula.

Information about a pending registration action.

25: FIFRA registration data.

The document is a duplicate of page(s)

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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Tox CHEM No-. ARSENIC ACID - FiLe LasTt UppATED Current DaTte _ 1/16/90
AccESSION RESULTS: TOX CRE GrADE/

StupY/LAB/STUDY #/DATE MATERIAL No. LDsp. LCso. PIS, NOEL, LEL Catecory _ Doc. No-

ACUTE INHALATION ARSENIC 4046390-02 | UNDER THE CONDITIONS OF THE STUDY, [ SUPPLEMENTARY

SPECIES: MOUSE ACID THE LC50 (INHALATION)IN MICE 1S

HazLetoN LaB, INC- 75% 0-794 mc/L IN mALES, 1-153 mMe/L IN

HLA 153-136; 12/31/87

FEMALES, & 1-040 mc/L coMBINED
(ANALYTICAL EXPOSURE CONCENTRATIONS)

NOTE: SUBMISSION OF DATA REGARDING
N OF PARTICLE U_mwm_wcq_oz IN THE
RESPIRABLE RANGE™ FOR MOUSE 1S
REQUIRED TO UPGRADE THIS STUDY-.




