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Report Title: Up And Down Procedure For Estimating Acute Oral Toxicity (LD50)
in Rats of G0506.01

Test Type: Acute Oral Toxicity (LD50)

Conducting Laboratory and Location: Hazelton-Madison Laboratories, Madison,
Wisconsin

Test Substance (s): 0.3% Octopirox (G0506.01) in conditioner formula. Undiluted
material was used for dosing.

Species: Rat
# of Animals: 3 males and 3 females given initial dose

Test Conditions: Dosed orally (gavage) with initial dose of 20.0 g/kg.

Male: LDse> 20.60 g/kg
Study #: 50106723
Report Date: 2/28/85
QA report/GLP compliance: Yes

Accession #: 30620
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REPORT OF ANALYSIS

. m. DERNER
THE FROCTER & GAMBLE COMPANY
MIAMI VALLEY LABORATOPIES

P.O. BOX 3917%

CINCINNATI, OH 45247

UISCOUS LIGUID: 05%06.01

DRD4 BYCR 0372: C1B: ISSUE DRTE 5-1-84

PURCHASE ORDER NUMBER: C1B-G0506.01-0372

SAMPLE NUMBER: 50106223
DATE ENTEFED: 01-25/8%
REPORT PRINTED: 02-28/85

UP AND DOuWN PROCEDURE FOR ESTIMATING

ACUTE ORmL TOXICITY (LD%0)

P
eNCLOSED: M™METHOD, PAGES 2 AND 3

SUMMRY . PAGES 4 TO ¢

PATHOLOGY . PAGES 6 TO B

ORU REPORPT., PAGE 9

RalW DATa APPENDIX

PROTOCOL APFENDIX
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SAMPLE NUMBER: 50106723 PeGE 2

UISCOUS LIQUID: GO050s.01
. DRD# BYCR 03722: C1B: ISSUE DRTE 5-1-84

ACUTE ORAL TOXICITY

Obiective: To estimate the lethality (LDS50 value) and acute sumptoms
to a test substance by using a small number of rats.

Test Material: GO0O5046.01

Phusical Description: Blue viscous liquid

Stebility of Test Material: Sponsor assumes responsibility for stability
determination,.

Test Animal: Young adult male and female albino rats (approximately 7 weeks
of age) of the Sprague-Dawlev strain were procured, maintained i1n group
cages in temperature-~ and humidityv-controlled rooms, provided continuous
access to Purina Rodent Chow and water and held for am acclimation period
of at least 7 daus.

e ANnimals were chosen at random from the acclimated animals and weighed

g between 210 and 29% orams priocr toc fasting. Food and water were avail-
able ad libitum throughout the study pericd except for a fasting

period of approximatelu 18 teo 20 hours prior to test material admin-
1stration when food. but not water., was withheld. Following .fasting,
the animals weighed between 1%¢ and 282 qrams. Test animals were
individually housed and 1dentified bu animal number and corresponding
ear tao.

Preparation and Administration of Test Material: An individual dose was
calculated for each animal based upon 1ts fasted body weight and
administered undilutec bv pavaoe. The dose volume varied per dosane
level based uporn the averane bulk density of 0.89 g-ml.

Selection of Dose Levels: Testing utilizing the up and down procedure
(Protocol ClB) was conducted. One male and one female animal was
administered an initial dose of 20.0 o-ka of body weight. This dose
level was selected based uoon the sponsor's estimate. Subseguent dose
levels for each sex either decreased or increased based upon the
mortalitu result of the previous level. 1.e., 1f the animal survived.
the dose 1ncreased and 1f death occurred or 1mminent death was 1ndicated.
the dose was decreased. Orne male and-or orne female arnimal was used each
time & dosane level was adminmistered. Once the 1niti1a)l point of reve-sal
1in the survival rate had been determineg, five additional levels for
the malez and three additionasl levels for the females were dosed uszing
the above procedure.

P
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SAMFLE NUMBER: 50106723 PAGE 3

UISCOUS LIQUID: G0%06.01
DFRD# BYCR 0372: ClB: ISSUE DATE 5-1-84

" wIUTE ORAL TOXICITY (CONTINUED)
Observations: The animals were observed for clinical signs and mortalituy
at 172. 2 and 4 hours following test material administration. The

animals were observed daily thereafter for 7 days for clinical signs
and mortaiity.

Body weights were taken before fasting and just prior to test material
administration. Boduv weights of all surviving animals were taken
7 davs following test material administration.

Pathology: At study termination, surviving animals were euthanatized.
All animals. whether dving on study or euthanatized, were subjected
to & gross necropsy examination and abnormalities were recorded.
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SAMPLE NUMBER: 50106723 PRGE 4

VISCOUS LIQUID: G0S506.01
DRD# BYCR 0372: (C1B: ISSUE DATE 5-1-B4

ACUTE ORAL TOXICITY (CONTINUED)
SUMMARY
Test Animal: Albino rets - Sprague-Dawley strain
Source: Harlan Sprague-Dawley, Madison Wl

Date Animals Received: 12/12, 12/24/84 and 01/22/85
Temperature and Humidity of Animal Room: 21 to 26 Degrees C.;
36 to 56% Relative Humidity

Method of Administration: Oral Gavage
Test Materi1al]: G0%06.01
Date Test Started: 01/28/8% Date Test Completed: 0271985 (In-1life)

Estimated Oral LD50: Male - 20.6 g-kg of body weight
5% Confidence Limits of 15.B to 26.9 g-ka
Female - 21.1 oskg of body weight
Pt 95% Confidence Limits of 15.3 to 29.0 orko

MORTALITY SUMMARY (NUMBER OF DEATHS)

Dosaoe Number of Hours Dauvs

Level Animals 0 - 4 1 2 3 4 5 é 7 Total
(G/KE) Dosed Dead

MALES
15. 4 1 0 0 0 1] 0 0 0 0 0
17.2 1 0 0 0 0 o 0 1 - 1
20.1 3 ] 0 1 0 0 0 j 0 1
22.3 2 0 0 o 1 0 0 0 0 1
FEMALES

1.4 1 §] 1y n 0 0 0 o 0 0
20.0 3 0 0 0 1 a 0 u 0 1
22.2 1 0 g 0 0 1 - - - 1
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CACUTE ORAL TOXICITY (CONTINUED)
DOSING SEQUENCE
ANIMAL DOSE LEVEL DATE
NUMBER (G/KG) DOSED RESULTS
MalLES
£23307 20.0 01-28-/8% Died Dav 2.
C23294 1.4 01,3085 Survived to termination.
C23315 20.0 01-31-8% Survived to termination.
£232%5> 22.3 02-01-85 Died Day 3.
23274 17.3 02-04-8% Died Day 6.
£23246 20.0 02-0% 8% Survived to termination.
C27599 22.3 020885 Survived to terminataior.
-
FEMRLES
£23241 20.0 012885 Survived to termination.
23369 22.3 01-30.-8% Diedg Day 4.
C222e7 20.0 Uz 0% - g% Died Day 2.
C28332 1% .4 02-08-8% Survived to termination.
Cz8333 20.0 G2-12-58% Survived to termination.
AUERAGE BODY WEIGHTS (B
Dosane Level No. of Arimals
(aska) Dosed Pre-fast Initaral Terminal
Males
i%.4 1 292 Ze® 304
17.7 1 282 z241 -
20.0 2 291 264 281
22.2 2 275 262 243
P Female:=
1.4 1 217 Ul PO
20.0 3 238 220 229
2.3 1 241 228 -
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SAMFLE NUMBER: 50108723 PRGE )

VISCOUS LIQUID: G0506.01
DRD4: BYCR 0372: (C1B;: 1SSUE DARTE 5-1-84

T ACUTE ORAL TOXICITY (CONT INUED)
Comments:

Clinical signs seen during the study included diarrhea, hupoactivity,
ataxlia, red-stained nose and mouth or face, brown- or dark-stained anal
area, hypothermic to touch, possible respiratory congestion, piloerection,
reddish discharge from nose and mouth, and death. All deaths occurred
within si1x days following test material administration.

Deviations from the protocol: During the study period the temperature of
the animal room ranaed from 21 to 26 degrees C. Once the initial point
0f reversal 1n the survival rate had been determined, fi1ve additional
malez and three additional females were dosed instead of four additional
animals as reguired by the protocol. These deviations are not considered

# to have had an effect on the validityu of the studv.

PATHOLOGY
DOSAGE LEVEL: 15.4 o/kg of bodv weight

Animal Test Day
Number Sex Died Sacrificed Necropsy Comments

Date Dosed: gl/20-8%

C23294 ™M - No visible lesions.

A

Date Dosed: 02,0885

C:

[N

B322 F - 7 No wisible lesions.

DOSHGE LEVEL: 17.3 grko of boduy weight

Hhamal Test Dawv
Number Sex [hed Sacrificed Necropzv Comments

£ e Dosed: 02/04-85%

L2274 M ¢ - Ferinasal discharge. dark red and
crusted: perineum/perianal area
stained brown: stomach - entire
intestinal tract contains dark brown,
red sem;Fluxd.
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SAMFLE NUMBER:

UISTOLS LIQUID:
DRD¥#E BYCR 0372

0106723

0%06.01
Clg: 15SUE DATE 5-1-B4

TACUTE ORAL TIMICITY

DOSARGE LEVEL:

ﬁnimel
Number Sex
Date Dosed:
c23307 M
£232za1 F
fm%ate Dosed:
C2321% ]
Date Docsed:
C23245 M
C233¢7 F

Date Dosed:

cz2e383 F

PATHOLOGY (CONTINUED)

20.0 g-/ka of body weight

Test Day
~~ I 1 O o SO |
wvieg DJacriricedo

01-28-85%

2

01-31.-8%

N2-0% -5

0271285

N

PAGE 7
(CONTINUED)
Necropsy Comments
Stomach - glandular mucosa diffusely

red, with multiple brown areas, up
to 2 mm in diameter.

No visible lesions.

No visible lesions.

No visible lesions.

Stomach - contains thick. mint-green
material.

No visaible lesions.
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SaMPLE NUMBER: 50106723 PARGE

MISCOUS LIQUID: $0506.01
pDRO$ BYCR 0372: C1B: ISSUE DATE 5-1-84

ACUTE ORAL TOXICITY (CONT INUED)
PATHOLOGY (CONTINUED)
DOSAGE LEVEL: 22.3 g/kg of body weight

Animal Test Day
Number Sex Died Sacrificed Necropsy Comments

Date Dosed: 013085
£C233¢9 F 4 - Entire intestinal tract filled with

tan/yvellow, creamy fluid: stomach -
contains vellow, granular mater:ial.

Date Dosed: 02,0186
P

3257 M 2 - Stomach - contains mint-green. creamy
material.,

Date Dosed: 020885

Cz7%99 ™M - 7 No visible lesions.

8
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QUALITY ASSURANCE STATEMENT

Up and Down Procedure for Estimating
Acute Oral Toxicity (LDgg) in Rats

Study No. 50106723

The report as herein attached for the above-mentioned study has been reviewed
by the assigned Quality Assurance Unit of Hazleton Laboratories America, Inc.
in accordance with the Good Laboratory Practice Regulatious as set forth in

21 CFR 58.35 (b) (6) (7). 1t has been found to accurately identify and/or
describe the authorized methods and standara operating procedures followed in
the conduct of the study and that the reported data accurately reflect the raw
data of the laboratory study. Furthermore, the Quality Assurance Unit has
conducted the following inspections-of the testing facilities utilized in the
conduct ¢f this study and has submitted written reports of said inspections to
the study director and/or management.

Dgte of Inspection Type of Inspection Date lssued to Management
1/23~-25/85 Process Audit 1/25/85
2/26/85 Report Review 2/26/83

&

Diana E. SkaliCzk;
Inspector, Quality Assurance Unit

2/7/8
Date




ACUTE ORAL TOXICITY (UP AND DOWN) PROCEDURE

Tast article: _ (5050601 BT do. _SQI0GT23
Dosage Level: ._ﬁ.d.%___ Vebicls: _ N#@ '
Species .__g.".:.t__.. Source . Hoclen Date Received .[2-275Y
Fasted: Date_l-23:%5 Time 3:C o~ Tech., _Smu  Room Now— 3 Sex (5
CLINICAL OBSERVATIONS
’ Hours ¥s
Qbservazions /4|3 r‘? 1! 2)3lslslely
| = — 1 DOSAGE CALCULATIONS
agvesred pormar || 1) 1O 10 ID 10 |D ] [ o
Dicrehe ol |y |0 O o g Ave., Bulk Density
L , i \
‘—ﬁéhr:%;: 0 _C , Q Temp. of Test Material
mxamedk Iotololalt 1 D100 —23 ¢
Dose Level Dose
\\ Bulk Density * volume
\N ’ 154 g/kg = _17.3ml/kg
PN - C.$9 §/ml
; . \_H Tech. S 1-36-3T
. \ MA o .
.\N % See Dosage Calculation
w _-_-ﬁ Sheets.
_ Technician o mkmtgw er L celdd | eble
I i \ i ' o7
nace {935 yacr/ﬂ v | 131 H‘ al Y3 /‘ % ;/d

{Dosage \5.4 (g/kg)| Dose Time: 9.00 a.m.
Dose Volume 7. 35 (ml/kg) Tech |Date |Scale Used:

Animsl No./Bsr Tag Mo, 02-13330 3294 | 5mm |i-29 NA

| Prefasced Bodv Wetght ()| 23 | 295 Iswn -39 | Kyeew s33¢
| Fagted Body Weight (g) 265 1268 Vomm, 1i-301 rresw J2as

Actusl Dose ( n) ) 4.6 1H4.0 1 e | /-30 NA
[ Day 7 Body Weight (g) * 1300 I¢ 2/, lction SOy
O¢wrey €icce 1-30-35 swmL Verified By 1(((,) (- 30-85

A = Not gpplicadle

NE = Yot ™

T ' ¢rideat Reviewed By N 2 1985
*-Dosage calculated but not sdministered
unused animal returned to stock.
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ACUTE ORAL TOXICITY (UP AND DOWN) PROCEDURE

Tase article: __(O050L .0/

BT No. _S2/06733

Dosage Lavel: 15.4 S ?Ls Vebicle: __ 27
Species ___,?_,;_,_«1-_—___ Source __ flax/an Date Received /2 24~ 39
Fasted: Date_2- 7225 Time & 3/ Tech. (/< . Room No. ,6 _Sex 7
CLINICAL OBSERVATIONS
) Hauzi{ | QYS :
[obeevacions 1o L - ;'2; TR A DOSACE CALCULATIONS
edoormarll 1010101010 TRl TR 8
Red sdawed | \ ' Ave. Bulk Density
et ofth il t ; 0 lolo OO 0% gfml
Diacrhaa « 1
‘A, e1eNNe] Q & o109 Temp. of Test Material
ﬁ&r‘ 5‘&’4\*(‘&' i 3
—ardaren 1O IOIOIAN Ll oo ]o |0 ¢
Dose Level Dose
Bulk Density ™ volume
184 _g/kg = _[T3ml/kg
\\ 0.99 g/ml
- \\ ' Tech._4my 2-9-95
\ S¢e Dosage Calculation
pesths, J.._\_._ Sheets.
— ‘
Technician il W%ﬁ._’ém“" ﬁam?/_%:n 5¢_19e
2 A A : /
| Data ﬁ&<’i% /QVT %,%L 2 .QB/M'?:
Do.gsg L§,4' (!/kz) Dose Time: 10:5Sa m .,
Dose Volume |7, 3 (-llk!) Tech D’aq:c’ Scale Used:
Animal No./Esr Tag MNo,(2- 4z, ek |2/7 NA
| Prefasted Bodv weighe (g)la?/-?— A e 1% Vtpon 52358
| Fasted Body Weighe (z) 120! lloc | sy g(ﬁ Kreew 53s8 |
Actual Dose ( m1 ) 5 -13.5 | 4wm {a/5 NA
LDay 7 Body Weight (g) D34 |4 s 1% L 2
Verified By Hgl€S
' 7

XA = Not applicable
YE « Yot evident

*~Dosage calculated but not administered
unused animal returned to stock.

Reviewed By ™Y 2-19-83




ACUTE ORAL TOXICITY (-UP AND DOWN) PROCEDURE

Test article: &0c06. O BT 'Ho. L7323
Dosage Level: 17.% G/ey Venicle: _A/AF

Species .&‘_/'___. SourceM&M____ Date Received /2_JY - &Y

Fasted:

Date 2 “B‘Krm 220 2~ Tach, LA .Room No. 3 Sex ﬂ

CLINICAL OBSERVATIONS

Hours | DAYS
l/ J
| Observacions | | 17 i alal3lelslel s DOSAGE CALCULATIONS
esred sorma1 | / || |01 0|0 1010 [0 ]p e
?oscs.bh. 'ms. Ala i 0 olo \ ! o 'mmfe. B-ullaci Den;uil;y
fé’/pwc’ﬁ(;v’] Olaol/ it 19 Temp. of Test Material
Beigppin-ialolaly [ 11 1 o 23 _c
Red shunted foir alalalal tv lt 1t o Dose Level Dose
: N Bulk Density ™ volume
N MR Iolalalololelt ) io
=~ [2.3 g/kg = /9.9Yml/kg
H“\\___' . tech. Aol 2SS Vs
<"~ 4 .
1
m See Dosage Calculation
Deaths olislle) Qi inlo \ Sheets.
ifieai_cm -5/' SP Sp {55 CA - Yoo B Stont | Sy
D) PR A
oase 1969 WA ¥y % |96 (3,15 194 179 I,
| Dosage 7.3 (g/kg)| Dose Time: 1,';0#,, /58¢ '
Dose Voluse /0.4 (ml/kg) Tech [Date |Scale Used:

XA = Yot spplicable

Animal No./Bar Tag WMo, 7217292 LZQ?‘{ Lk 3 NA
| Prefasted Bodv Weight (2)! 33 12523] cx 9/3 vléhlﬂ/f;-?ég

{ Fasted Body Wesght (g) 260 {a¢( | 4/k P (34
| Actual Dose ( my ) s 147 t@ )Y NA
Day 7 Body Weight (g) ¥ : : _—

‘d,;;i!e:;ified By2 4.9% mm
V”A

NE = ot evident

*~-Dosage calculated but not administered

Reviewed By 'ﬂ\'\i 243-?5

unused animal returned to stock. @&’w“',;,fj AR D PSS
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ACUTE ORAL TOXICITY (UP AND DOWN) PROCEDURE

Tast article: GQ§_Q(9:O\ BT No. _S0M0 (723
Dosage Lavel: __JC a , S Vehicle: fiV]as .

Species _ RoX  source___Haauan Date Received [2:12:37

Fasted: Date_1-27-95 Time ll,”L’me Tech., _:\:;{_\___ Room No._ 2 Sex '

CLINICAL OBSERVATIONS

—

urs DAYS
_r
Observactions r)")l. 214 L2 ‘__L 61 51 61 7 DOSACE CALCULATIONS
0 J M
esred aormal x % Dip b \
LIty |o \ ’ Ave. Bulk Density
L - W g/ml
Diwre hee oly V|1 |O \ Tear )
— e p. of Test Material
Resie-on G e sl {1 o \ c
f \ Dose Level Dose -
Bulk Density ™ volume
| \\ \ /kg ml/k
\ -
N \ L TR
\1\ ' \ Tech,
\1\ \\ & See Dosage Calculation
ach Ol ln ot \ Sheets.
Technician Pt Sio G g[St \
Date lqgé Y}S %3 l73$ A4 40
| Dosage ZCO(E/“Q) Dose Time: (0:x¢ Q.
Dose Volume ,_7;),-17 (nl/kgr) Tech D‘c‘:’cs Scale Used:

Animal No,/Bar Tag Mo (1 ]3x7l32cs | s Y27 NA

13
A

| Prefasced Bodv Weight (2)1247 1330 | o 1477 1Vdvpp A

e

| Fasted Body Wetght (g) 263 1237 bswm |24 | wmeow gy

Actual Dose ( m) ) 53153 l4om Ji-ag NA
Day 7 Body Weight (g) Na l % o na 7‘
0;“‘”,‘5 Verified By 42(2 I“Lg'-£>
. At \‘g
SA = Not applicable 24%°

NE = Not evident

*~Dosage calculated but not administered '
unused gnimal returned to stock

m“’““"‘s EFCOr  1-30-45 S

Reviewed By '“\'\l 2-9-§5




Test artsele: G0 504.0)

Dosage Level: ____an&,mé_
Species _...&ht__ Source

ACUTE ORAL TOXICITY (UP AND DOWN) PROCEDURE

pagtwn

Vehicle:

Fasted: Date_l-22-3$ Time /[ 'f‘m Tech, _U‘,'n___lloom No

CLINICAL OBSERVATIONS

m——

14

RT No. SDIOL 723X

AR

Date Received . i-12~<34
- A sex ¥

Hours xS
1 Y. I :

(Cheervacions Y&_‘? - e 1 S LN . o DOSAGE CALCULATIONS
od sormat |A(ID (D 10 |0 1o lo |o ) | o .
ined and arec. | Ol Ave. Bulk Density

[Bemmm steiasd ane gread & {1 1} ) | { |O = o

lace oll iU Jejotll |i lolo |l ]
SR D obeiers Temp. of Test Material
ipot s el ol ll |1 g lololopll —_—
: ase Level Dose
~— ot Demsicy * vorese
P /kg = ml/kg
. g/ml
J\J’\ Tech.
\1»\
~ %-\ (N See Dosage balculgtion
aths . Sheets.
Technician SR e 6««\5%h Sovn | uan Ko | G Cﬁ-Liﬂh
loase 1085 |Maids [hg |49 150 B 1% |2alPralol
Dosage 20.0(g/kg)| Dose Time: i£:3¢am
Dose Volume 3,47 (ml/kg) Tech |D¥A’ | Scale Used:
Animal No./Bar Tag No.(2/]3241[3242 Upﬁ 27 NA
| Prefasted Bodv Weight ()| k0 l2s) | ‘7' 2
Fasted Body Weight (g) _39? 253 | mg 1124 {wveon (3us
| Actual Dose ( m) ) = 5.2 | Smm | 1-29 NA
Day 7 Body Weight (g) 250 | % dh |24/

NA » Not applicable

XE = ot evident

Verified By

ggﬂ—/zg%
ddr(-3§-

*-Qouge calculated but not administered
unused animal returned to stock.

% ferord e

errnr -8 15 e

wr kv, QEroT 201q-%5 S

Reviewed By AARRY 2385




ACUTE ORAL TOXICITY (UP AND DOWN) PROCEDURE 15

Test article: CoSdk.o) s, 50106723
Dosags Lavel: 20.0a / j Vehicls: Na
/
Spcciu_.gs-.{:_ Source ___Hix € la A Date Received J_ii_ﬁ_____‘ - P
<. 2 .

Fasted: Date_!-230-<< Time 20N Tech, ___Jren Room No.. 2 —eX )
i

CLINICAL OBSERVATIONS

__Hours DAYS
i
observazions 1A 12 (4 [ 4] 2] 41, sl 6l 7
. - - DOSAGE CALCULATIONS
Apvesred somma1 [0 D10 10 10 1O [NIOIlo |0
Q_,_crh&. ‘ i 1 0 , / { O 8] ) ’ E Ave. Bulk Density
Vown . T, ' /ml .
<O ux_\a.nc.\\ec.mc Yol Lot ' J i .
Coc I Temp. of Test Material
__&..._:,.4.:2__0 0loiall i} I [ —a22
Hipn Bctiie 1 O] A ola I | ‘ { ] | Dose Level Dose
a Bulk Density * volume
) 20.0 g/kg = 234Iml/kg
0.39 g/ml
\\ ' Tech. SRm. (-3-3% :
e
~~
: r\ E See Dosage Calculation
88503 Sheets.
schnician Ko | S vt | Cv A Mﬂf/( 2o
v 2
te 1555 {ha ,/b‘x /5 3/. 2} 2/2 9/4 /S 12,
[Dossge 0.0 (a/kg)] Dose Time: (0:25 am.
Dose Volume J)2.47(ml/kg) Tech |Dé¥s Scale Used:
Animal No,/Ear Tag Mo .C2-|33iS{327 | smm | =30 NA
j Brefasced Bodv Weighe (2){277 17293 | Swnt |i-30 | KTk S S
| Fasted Body Weight () 1233 |24 Laen 1173 | Koy 5236
| Actual Dose ( m; ) L2159 | Somm 1i-3i NA
LDay 7 Body Weight (g) Q32] K fawe 137 IR £23¢

Verified By__d&) (- 3-%S

SA = Yot spplicable
NE = Yot evi .
dene Reviewed By TN 2.14-9%

*-Dosage calculated but not administered
unused animal returned o stock,
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ACUTE ORAL TOXICITY (UP AND DOWN) PROCEDURE

Test Articls: (9052%-0/ : RT No. 50/0 6733
Dosages Level: __f_@fﬁ’/(j) Vehicle: NA

Spociu.ﬁf-__ Source s frnd Date Recaived /2-2Y- &

Fasted: Date_3-4 -85 Time 3. /5 PM Tech, S/ ___ Room No._:3 Sex

CLINICAL OBSERVATIONS

- Bgu:srlj Y<q
| observacions 72| 2 o2 2 8 sl el ? DOSAGE CALCULATIONS
sazed pormar! | | [ |/ [0 10 OGO (DI0D}O
g%aifig‘"ed alalaly /k‘ 1 ! ( : \ Ave. ?lk Den;;;y
¥ 1
—— ploiololt |1 ! % Temp. of Test Material
R oloiolalt {1 | O |0 ' ¢
ﬁ'.‘g:‘::\ .2*::;‘4 olalalalt Ly ] |t ]y Dose Level Dose

Bulk Density * volume

200 g/vg = 2297151
. 0 m S
\KJ e Tech._@ 0’/5/0‘5'

—= S m See Dosage Calculation
R88502 ’\g_ Sheets.
o
y

echnician fhb M'r‘gbé&% ﬁwiw o 50
| pate tqgg 'lf ?}5 ?/9’ a/b% % A '2-.: ;,/u 2/{;

———

[ Dosage 20U (g/kg)] Dose Time: 1115 a0
Dose Volume J7.4) (ml/kg) Tech n.’% Scale Used:
Animal No,/Bsr Tag No.C2-132¢7 l3sus| <Pl 2/y NA ‘
| Prefasted Bodv Weight (a)! 274 | 255 5&_%{_
p7AL

il

m‘szzg
Y | ma
)22 1 Kreew 1348 |

Verified By 4{_ -“:2 é,

Reviewed By “Ih\\__g*‘Q\&

Fasted Body Weight (g) lo=¢'| 3,7
Actual Dose ( p] ) 5.{ 1 &
[Day 7 Body Weighe (5) |27 | w

SA = Soc applicable
NE = %ot evident

*-Dosage calculated but not administered
unused animal returned to stock.

s
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- 1»;/
ACUTE ORAL TOXICITY (UP AND DOWN) PROCEDURE

Tost article: __(20500.0/ 2T No. 5\0 (06723

Dosage Lavel: _J0 () Q/@ Vehicle: __ A4 —
Species _@.L. Source JMZ"/ Date Received /27 2Y )

Fasted: Date _2-4-%5 Time 3:15 O Tech, __SP _ Room No._3 ___ Sex &

CLINICAL OBSERVATIONS

Jﬁurrﬁ " D
SResrvscions .Li_._;___z__;_\_& N DOSAGE CALCULATIONS
eared 30 ) | DO e
' i ' Ave. Bulk Densit
LALARTAL \ 0§‘£ g;:xly
Qs 4 Sned olol ! \ :
Sr:on sf:"f’—w‘ Q. . Tenp.;oj Test Material
e 010 Ol I ¢
U Dose Level Dose
Q ol ! fl \ Bulk Density * volume
nlolololo |1 10 2.0
—— . . /kg = é}ﬁ?nllkg
© 0‘{? g/ml
N A il \ Tech. d& %/f S
~— \ ‘
0 E‘ See Dosage Calculation
M— O* Sheets.
Jechnicias ‘ <3
Date W ?k 3/4 % % % m
[))
| Dosage 20.0 (g/kg)| Dose Time: (0 (1< a.n, ’ .
Dose Volume 247 (ml/kg) Tech |DEYS | Scale Used:
Animal No 33851 sSpPlaly NA

{Prefasted Bodv Weight (@)1 245 1243) Pl 2/y | Kirem 5223
Fasted Body Weight (z) 1277 | 22y % | oen s22€

Actual Dose ( g1 ) A-14.0 Y A
Day 7 Body Weight ()  B-v& | % [N _—

ym Verified By ﬁ“: a(;aézs

Reviewed By '“\'\L_Z: 19-85

XA = ¥ot applicable
YE = %ot evident

*~Dosage calculated but not administered
unused animal returned to stock.

onﬁm\ dved TS 2-271-85 Seem,
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ACUTE ORAL TOXICITY (UP AND DOWN) PROCEDURE 8.

Tast aArticle: G500 er v, SOI0DGE723

Dosags Lavel: __!_Q_Q_‘_Q_é_‘_ﬁ__ Vebicle: ALy

Spccics__g&i___ Source _Hacla ~ Date Received L-27- IS _

: o/
Fasted: Date__2-/-YS Time { Y5 Tech. szme. . Room No, 3 Sex I

CLINICAL OBSERVATIONS

__Bours DAYS
[/
b 2 21214 11lalalals]sls
fbeecvacions —S—s DOSAGE CALCULATIONS
eared normal CiDIDlol0 RNEERL m
Da { t ! ' Ave. Bulk Density
(Qpr l, 2 @) ! ! Clololo Q.49 g/mi
. 0 :
—W Q O ! O 2 0 21019 Temp. of Test Materisl
face Alottirirjo Y =23 ¢
Dark s#minad |
0 Dose Level Dose
Q O ' lo Q. Bulk Density ™ volume
20.C g/kg " 2249 ml/ks
\Lﬁ 0.39 g/ml
\\: ’ Tech. 4y cv{;f;ec'

eat

\
. See Dosage Calculation
f\1= Sheets.

hodcian zvpm%n sChm 1sPisp| s
| Dace 1985 '7.2 ] 2/1%-,/.3 "/u/’;k Yl %3 71

Dosage 2C. C (a/xg){ Dose Time: o S .
Dose Volume j2&47(!1/1&51 Tech d.’?i Scale Used:
 Animal No./Bar Tag No.(2-]5290 {4253 | um  }2-v NA

[ Prefasced Bodv Wetghe (x)1909 /O | fam Lo-it | ropont J 394

| Fasted Body Weight (g) 1§ /95 |'9( | smm |o- | scyeen) 13vWe
Actual Dose ( g1 ) NHAIHY 1 i 3713 NA

LDay 7 Bodv Weight (g) 2 1208 | <om {2-19 SXY

Vfrified By_ﬁa( .1/:2/35

XA = Not applicable
NE » Not evident

Reviewed By MM 7Z.19-3%
*-Dosage calculated but not administered o
unused animal returned to stock.



ACUTE ORAL TOXICITY (UP AND DOWN) PROCEDURE

unused animal returned to stock.

© Qw WMA&.&"\ MM My 2/l

13

/"‘
) Tast article: __@j_gg-b‘ RT No. S0O/0c727%
Dosage Lavel: R D Vehicls: NA
Species ot Source Het le n Date Received [2:27-3¢
Fasted: Date ! 'A7°3% Time _D.COzn Tech. Smgne Room No.o D Sex O
CLINICAL OBSERVATIONS
r Hours Ys
oeservecicns 1312 o — g e DOSAGE CALCULATIONS
M

Acpeared mormall | {0 IO | O o |0 \O f .

. ! ) Ave. Bulk Density
0erhes oll 1t v iyl In \

Prown 9*&41.\&6 ‘ \ 1 \ \ -—-sz—_x/ml
“ﬂ.ﬁﬂ“i}"esm eREsEN . LIO Temp. of Test Material
plagee ond pocth Qigio v 1. 1l io \ \ 23 ¢

X Dose Level Dose
ﬁql?c Ll 001010101 Q \\ \ Bulk Density ™ volume
oy (o) 0 110
— e = 2.3 glkg = 25/ ml/kg
7 ﬁ/ﬂ-ar“f 2N 10100l \ 037 g/ml
- \ Tech._ Saapm_ i-zo-s5
l B See Dosage Calculation
| Deaths c 'n el ke lo | \ Sheets.
Tachaician mmlm e Cx ’ \
\ [ i
T AT A \

Dosage 22. 3 (g/kg)| Dose Time: 400 c.m, ‘

Dose Volume 25.{ (ml/kg) Tech [Dhcs Scale Used:

Animal No,/Ear Tag No,.{,2-} 337c133¢9 §4mm | /-29 NA
| Prefasted Bodv Weight (g)ASG 1 A9/ JSmin §1-20 | woeen 509
| fasted Body Weighe (g) 1339 1229 lgum |i-3o KTeon S328

Actual Dose ( gy ) o 157K 1230 NA
LDay 7 Body Weight (g) K nm; m— . —

wVerified B -20-8
Tt vy 12066
NA = Yot spplicable
\ NE @ Not evidest Reviewed Bv 'T“'\\ z’ﬂ‘gs
-~ *~Dosage calculated but not administered
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ACUTE ORAL TOXICITY (UP AND DOWN) PROCEDURE -

Test articla: (i_D_gﬁ‘S(o. ot BT No. SOIDLTRR
Dosage Lavel: 22 .2 Ny !uu. Vehtela: __ NA
Species ._...Q..C.L-t____. Source _Faclo Date Received 13 94-3

- 2
Fasted: Date ! '31-9C Time_2'cO Tech., Stz Room N°0-—--3—-—-i¢4‘ I»)

CLINICAL OBSERVATIONS

“HBours | XS
| observazions 7;-; lalalale 61 7
ed sormal o) cl1olp
Jee thot, ®) [ [ ]y i 10 \
banaonst | NIAREETRIS
‘*vn;&;ﬁng,; alat\ (1 {0
%) m “ laolalolol 0 \
- \
~ *\\ \

|_Deazhs ~in A nf)"

Technician -’-MQMLM Z 3 ((_:ly
f
\

| Dosage 2. D (s/kg)| Dose Time: 3:Wom.

DOSACE CALCULATIONS
e S

) Ave. Bulk Density

Q.38 _g/ml

Temp. of Test Material
23 C

Dose Level Dose

Bulk Density ® Yolume

o /kg = 251 ml/kg

C. 89 g/ml

Tech.  <ne 2-1-35

See Dosage Calculation

Sheets.

Dose Volume S | (ml/kg) Tech |Date Scale Used:

Animal No,/Bar Tag No.02-13257(3970 Jowm [i-3, NA '
| Prefasted Bodv Weight (g) f g o301 1 gren) 1348
| Fasted Body Weight 7 Pl 2t | kT e Sraq
| Actual Dose ( 7 ) 216 T9pmla-| NA

[ Day 7 Body Weight (g) LT

.,N

YA = Yot applicable
NZ = Not evidemt

¢ *~Dosage calculated but not administered
unused animal returned to stock,

ci;',[jlg‘{ Verified By S 2.\ -3<

Reviewed By TTI™Y 2-19-¢%
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ACUTE ORAL TOXICITY (UP AND DOWN) PROCEDURE

o T 13 Azziel;: Qn -1}
ETETTE SR ESSETT  onmvwearbasbestieset

Dosage Lavel: E&B ; l%% Vehicle: ‘ ‘
Species ___Sg’t__. Source Hatlo Date Received _/2-R4- 24
Fasced: Date_ZA-7:25 Time_Y’9 _ Tech. LA Room No.—B__Sex O

CLINICAL OBSERVATIONS

BT Mo, SO/O

‘v...
AV

o

723

Hours ve
Observations Lia F..{ 21 3tlel sf{sl 2
* T BN; DOSACE CALCULATIONS
Avveared mormar | | |0 {O |O |0 [0 (Dl ] 1 X
& N ' Ave. Bulk Density
' ‘\‘Arr\\l:: Q ‘ ' 0 I l } ‘ 2 O / ) 0.%9 z;;l
Sork S Q ‘ l O ' l ‘, l 0.0 Temp. of Test Material
ant acla 9 OiNni! i | ] Q o a% ¢
‘ ! @ C Dose Level Dose
H“fw‘”’"’ = Qo0 Q ! g Bulk Density * volume
2. Dg/kg = Jﬁ,lml/kg
&\ O 99 ¢/nl
\45..\ ' Tech. 4 2-9-35
\ |
‘ E See Dosage Calculation
RSAT0S, _\= Sheets.
Technician fort (520 (o K {5000 Koo S
Loace __19%< 16 P8 % 14 |70 10 15 s By 195 ]

E)unk.s errET -9 -9 St

Dosage 2.3 (g/kg)

Dose Time: IO‘JS_Q a.m

Dose Volume as.4 (lll/k!l

Tech E@a

Scale Used:

| Fasted Body Weight (g)

Animal No./Bsr Tag No,.co-
| Prefasted Bodv Weight (g)

2000 {7592 1CK 12/32

NA

238 1258 | {2/2

kion $229

Actual Dose ( m) )

55160 | e lafs

LDay 7 Body Weight (g)

A1 1239 | swn 1,.?/3 kyeow 5299 |

NA

* D42 | smem | Vs

Aol $214

SA = Yot spplicable
NE » Not evident

Verified By_d

*-Dosage calculated but not administered
unused animal returned to stock.

b 2-¢-€<

Reviewed By ThN 2-19-85




v JTHE PROCTER & GAMBLE COMPANY

-~

PROTOCOL NO, C1B

UP_AND DOWN PROCEDURE FOR ESTIMATING
ORAL TOXICITY (LDgq) IN §

Issue Date: May 1, 1984
Supersedes Issue Dated: May 4, 1983

Test Substance Identification Number (TSIN) # o Y- YA
Divisional Request Document Number (DRD # Byceod za.

Sponsor : The Procter & Gamble Company
Cincinnati, Ohio

Testing Facility: tmris . e, ‘Study ¢ 50106723
(To be filled in by Hazteton Laboratories America, 4n¢ (To be FIiled 1o by

P. 0. Box 7545
Operations Section) Niadison, Wiseonsin 53707 Testing Facility)

Purpose: To estimate the lethality (LD ¢ Value) and acute
symptoms to a test substance by using a small number of
rats.

Justification for
Selection of Test ‘
System: The rat is the snimal classically used for toxicity
testing due to its smell size, ready availability, and
the large amount of back-ground data.

Routg of Administration

of Test Substance and

Reason for Choice: By gavage. This is a method for sdministering a known
quantity of test substance and has been the historically
chosen route.

Diet and/or Water ,
Analyses Required: None (no known contaminants expected which would
interfere with this study).

Records to be
Maintained: All records that would be required to reconstruct the
study and demonstrate adherence to protocol.

Protocol -~ Page 1 of 6



'THE PROCTER & GAMBLE COMPANY

Q\ﬂ\&gl

PROTOCOL C1B

UP AND DOWN PROCEDURE FOR ESTIHATING

Iasue Date: May 1, 1984

Test Substance(s)

DRD Description Expiration
TSIN ¢ Number Color Physical Form _ Date
Gesvé.0/ B/cROS s azaa-llla. Vishoas ?’-a( //176‘4

StoraggﬁCbnditions: {Check one)

[ i/hocm temperature [ ] Refrigerator [ ] Freezer
[ ] Other

Hazards: (Check one)

[ /I None known. Take ordinary precautions in handling.
[ ] As follows:

Special Instructions: (Check one)

{ None

[Vl As follows: T¢ ¥he fard Awinna) (c/oﬂa’ .44 300/#0) )“’N
Loine v The D)\/Nﬂmﬂ/ IO!:CahaNJ ,6“, ,,v‘;}mcbm\f

Animals: A sufficient number of female rats, Sprague-Dawley (CD),
190-300 grams prefasted weight. (See Options, page 4)

Animal Csre and Diet: Follow the approved Standard Operating Procedures of the
Test Facililty.

Environmental
Conditions: Follow the approved Standard Operating Procedures of the
Test Facility.
Animal
identification: Follow the approved Standard Operating Procedures of the
Test Facility.
Animel Selection: Determine prefasted body weights and select animals

weighing 190-300 grams for study.

Protocol -~ Page 2 of 6
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THE PROCTER & GamBLE COMPANY

Dose Preparation:

Dosingﬁlnstructions:

" PROTOCOL C1B

UP_AND DOWN PROCEDURE FOR ESTIMATING
RAL CITY (LDgp) IN S

Iasue Date: May 1, 1984

(Check appropriate box)

[ /] Dose test substance undiluted.
[ ] Dose as & freshly prepared 2 (w/w)
solution/suspension of test substance in

[ ] Dose as a freshly prepared T (W/v)
solution/suspension of test substance in

[ ) Dose per Special Instructions (see page 2)
[ ] Save solution for dosing.

Note

A concentration analysis of the test substance-vehicle
mixture(s) will [ J; will not [+] be required.

If a concentration analysis is required.

[ 1 Prepare a sufficient quantity of the test
substance - vehicle mixture(s) so that a portion
can be returned to the Sponsor's Divisional
Toxicologist. Store solution/mixture at [ ] room
temperature; [ ] refrigerator; [ ] freezer;

[ ] other

Shipping Instructions

Send approximately ml. Send [ ] frozen;
[ ] under ambient conditions: [ ] other

[ ] Analyze the test substance - vehicle mixtures(s)
for test substance concentration using the
analytical method in Appendix .

Deprive the animals of food for 18«20 hours before
administering the test substance. Determine fasted body
weights. Calculate the dose for each animal according
to fasted body weight to give the specified quantities
of test substance per unit of body weight.

The test substance, at the concentration specified under
"Dose Preparstion”, will be gavaged following the Test
Facility's Standard Operating Procedures. Record all
information necessary to document animal weights and
volume of test substance administered to esch animal.

If high dose levels require dose volumes which exceed
25 ml/kg, eontact Sponsor's Divisional Toxicologist for
further instructions. ’



" THE PROCTER & GAMBLE COMPANY

AT
Dosing Instructions
{(Cont'd):
;W\
Observations:
~
[ ) Optien A

PROTOCOL C1B

UP AND DOWN PROCEDURE FOR ESTIMATING

ACUTE ORAL TOXICITY ansn) IN RATS

<ssue Date: May 1, 1984

Estimated LDcn value of the undiluted test substance:
g/kg

Dose one animal at a time starting st estimated LD 0°
Observe each animal for s minimum of 24 hours. (A Ilonger
observstion time may result when s weekend intervenes
before the next animal is dosed.) If the animal dies or
is moribund®, decrease the dose for the next animal. If
the snimal survives snd appears well increase the dose.
When feasible, use 2 dose multiplier of 1.3. After
reversal of initial outcome, i.e. the point where an
increasing dose psttern is required to be decreased by a
death or a decreasing dose pattern is required to be
increased by a survival, dose an sdditional 4 animals
and then stop. In esch case, the next dose will be
increased or decreased, depending upon the fate of the
previous snimal.

If 10 animals have been dosed with no desths within

24 hours but delayed deaths are observed in 3 or more
animals, stop the procedure. A delayed death is defined
as an animal which did not die or appear moridbund within
about 24 hours but died later during the observation
period. Report that an LDSO could not be determined
using this procedure,

Immediately after dosing, return the snimal to ad
libitum feeding.

#(such as shallow labored or irregular respiration,
muscular weakness or tremors, absence of voluntary
responses to external environmental stimuli, cyanosis
and coma)

Observe all animals for mortality and pharmacotoxic
symptoms at frequent intervals during the first 4 hours
after dosing (at least once during the first 30 minutes)
and daily thereafter for the next 7 days. Record zll
pharmacotoxic symptoms and time of death. On all
animals that die, perform s gross necropsy following the
Test Facililty's Standsrd Operating Procedures. Seven
days after dosing weigh and perform 8 gross necropsy on
the surviving snimals. Record all findings. Discard
snimals following the Test Facililty's Standard
Operating Procedures.

No Sollow=up in meles.

Protocol ~ Page & of 6

Y
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THE PROCTER & GAMBLE COMPANY

Observatibns
(Cont'd):

[)Q Option B

[ ] Option C

[ ] Option D

Report:

PROTOCOL C1B

UP AND DOWN PROCEDURE FOR ESTIMATING

~KEUTE GRAL TOXICITY (LD.o) IN RATS
E CRA XICITY (FDSA) IN RATS

Issue Date: May 1, 1984

Run concurrently in both sexes, using males of the same
strain snd body weight range as specified on page 2 for
females,

Follow~up in males using the same strain and body weight
as females: Dose 6 males at LDSO dose estimated from
females.

1. If the number of animals dying is C, report that
with 95% confidence the LD o value for males
exceeds the administered dose.

2. If 1«2 animals die, report that the estimasted LDSO
value for males exceeds the sdministered dose.

3. If 32 animals die, report thet the estimated LDSO
value for males equals the administered dose.

§, If 4-5 animals die, report thet the estimasted Lbso
value for males is less than the administered dose.

Follow-up in males: Same as Option C except if 6 of €
die, execute the up-and-down procedure described in this
protocol using males.

Report dates of study initiation snd termination.

Report individual dose levels, body weights, mortality,
pharmacotoxic signs, gross necropsy results, etc., where
sppropriste., Calculate the LD;, using the maximum
likelihood method.®* This may be done with the computer
program MAXLIK, the NLIN procedure of SAS or BMDP
program 3R. A historical estimate of sigma will be
required; the value 0.12 should be used. Program output
is an estimate of the logsrithm of the LDgy and its
standard errorﬁ The LD 0 should be calculated as

LDgy = 10108 LPso, an approximate 95% confidence
interval (based upon historical data) should be
calculated by substituting log LDgg 2 1.96 (std. error
of log LDgy) in the above equation. Report the LD:,
snd its approximate 95% confidence interval as gmlag
based on test substance. The method of calculation used
should be specified in the final report.

# D.J. Finney, Probit Analysis, 3rd Ed., Cambridge Univ. Press 1971, pp.50-8C.

Protocol - Page 5 of 6



s THE PROCTER & GamBLE COMPANY
’ PROTOCOL C1B

UP AND DOWN PROCEDURE FOR ESTIMATING
AL LDgp) IN RATS

Issue Date: May 1, 1984

Report (Cont'd): This report shall conform to 2ll requirements outlined
in Section 58.185, Subpart J, Good Laborstory Practices
Regulations.
Sponsor: Qa/ya—/(:{»w :
Divisional Joxicologist
Dste Approved by Sponsor's Divisional Toxicologist //4gétr’
i /
Proposed Starting Dste: Week of 1/28/85 )
. . )
Defined as  First Compound Administraticn 3
: )
)
Proposed Completion Date: Week of 3/04/85 )
- ) . )To be completed
Defined as  Suoriission of final repart )by the Test

YFacility

) )
Study Director: cj(;L,n~¢ C?.?<7ilaﬁ;y.,« )
[
Date: //35/8S
Study Cost: $840.00

A g A 4

Protocol - Page 6 of 6
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e e ————————

BEACTY? CARE DIVISIOE For Yox Of
fdce
TEST _SUBSTANC E_CBARA = 'mi : ZATION BREPONT* Uar Omly:
" map 4 PtRssTZ

. T ¢ 55527
‘l. Sast dreicle Name (sbould agres with M) ‘- foymyly vith 0.3% Ocropirox
2. Yaking Wetebook Ref. {with Plant Production Code £f spylicable): . QC-0106-514
3. Dete Hsde: 1/8/85 fsde by: S, K. MoQueary _ Babs im0
4. Phystesl Ferm: Viscous liguid Color: _Agua-Blue Density: __0.992/cc |

S. Water Solubilsey: 230 % gvg:zin‘ os0 T Cethet)
fTor SINS test mnly » Xthass ] ty:
) Acarise Solubiliry: _ 50 X {weive)

&. Sumple Expiration Datw: j9i8é Peability Tascing dsx [ ] Completed [x] In Progress
7. Npzarde:  Nove Storape Condittonn:  fnbient M}
4. P.5.7. Classification (nse Ragulatory Porscnnel)s _ Rot Hars:
P s ]
9. Nscrobial Susceptibility Classification Approval: >
lpie S Pigoature)
: Oizne) Lt
| 10. MNaking Data: liet mreéunn in devcending srdar 0! predoxinssce. -~
(Yor 4ruj} products 18st active Sagsedientis) fire .} -
] RAW PATERIAL NAME NOMINAL X ACTUAL X% RMS ¢ ~LOT
3 DCTDPIROX 0.3000 0.5007 ~8X
. ~BX=268~1
: o S e
&  DETAC 3 peie 1.6002 -4SS9S-3
S CEVYL ALCOWOL 13500 raor  apoaes
&  STEARYL ALCOWDL 1.3500 113505 490k6-7
7  CETETH-2 . - O4G~-7
. 8000 0.8003 4545510
] STEARETH-21 0. 6000 0.8007 B
®  CROTEIN O o. . X-O76-2
10 oe « 5000 0.5007 A8pap-8
©.3600 0.8008  45401-37
i1 BTERRETM~2 5. 8500 o m PX=: -
12 FLORIEW PLUS PERFUNE €. 1000 0.0997 “.zu 3
13 LCITRIC ACID . . 053
\ 0.0800 0.0800 4S07&~14
:g FOMC BLUE 81 BOL"N ©0.0400 0.0600 S&510-10
THON OB 0.0330 0.0327 ASSYZ-4
j{mu 100, 0000 100. 0000

Cosasnts on Haking Datas:

Packed in 16 o2, Cylinder Round Bottles (pm-008-9)
Caps (pw~-D84-B)

Comswtts ob Naking Pata:

eSubmit typed origtnal with PRD. TInclude copy of making vecords.
Jssue Date 5734




Yor Tox Bifice
1 ;{72 Dudyy,

SUBSTANCE CHARACTERIIATION REPORY DAL # Fo
B s
1). OCharacterizarion, Microbial and Fropartiss Information;
Submittey Coda
11 sxists) Mm: Sesting
Date oF lab Nsasured Lab pr
Subpitted Sotebook # !.’.!!'_.5! “i Valve l:(___:_i_g Tats Source
7 MRfEs . am N B 2 frye Mot Poss
3 I/7B5T  TGC-0I06-3TA meq_m'y AT Y7 pasenae - Thgm o
3 _l/joses JB306-0366 .. Juat_ 43 $.37.-0.43,  _Aned.
; % W ;ﬂ -‘&-——- M X2y
é
7
8
L
10 :
1
X2
13
14
15
12, Approwals:
The cest scbstancs ac sade and cherscterieed Sx & epreasniative axsnple of the Intended
formulotion. Making vecords Jor plunt-made product should e obxrained sand evaluatad by
Producta Resesrch. «
8. Process Development: SK' ) |D'“"._g_§ . 5"(. M J“FM I}l&f&‘f
{gBature) , (lans) (Gats)
.  Products Ressarch i Reuswred 1 [}
(iame ) (Pute
fintahad product sasplas wil) Be retsines by Quality Assurante.
¥ caspiex
e, GEP-Quality dssur.: LS
igoeTursy Raat) Datx)
13, The chavacterisatfon tests voquestad ave Appropriste and the test subztance in

sccepeable for: |of scute anipal test: [ ] subchronse aniwsl twst;

[ ] chronic animal tesr; | safety test; | ] Ln witro tesc;
I 1'environmental safety test.
{‘,. - At Loa f_mﬁu' ATy LMo, am:z 17
zratuatogut s $1gnuunf “Raney 23

THCR Distribution: Origfss) » You Offjca; c»m - Teuicalogist, GMP/QA, Products 3Esenreh

am Process Dav.

oy

7]



\ g0 Operstious Bectiss = BV CLTENTION LT

susct m“ LINICAL BYUDY = RECULN ATTENTION

Adagy ity

Batificotfons purtaining ¢a: md § By ya
k23 0 Eagl Y

.« 3« Getuiiny vequastes an the sbave decunmat:
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