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STUDY SUMMAKRY FCOR §4-DRY RANGE~FINDINE IN RATS DROSBYS 7645

Thre study was conducted to set dose levels for a Segment 1
jertility study. Dosage levels of O, 50, 10U, and 230 mgQ/kg/day
Octap:irnx 21 8 PEE/methylcellulese vebhicle were administered
arally by gavage. bDesing wat @< a8 single deily dose (2.5 al/bkgy
for 14 consecutive dave to five young male rate/group (37 days
olg at start of otudy!. Blaooo samples were taken prior ta test
article agministralion and on dev (4 for analysss.

Hematolagicel analys:s reovealed a change fr-om bas=eline ffre- to
post-treatmant) th pecipheral lymphocytes that was s:gniizcontly
oecreas2d in the2 2EN mg/kg/day Q-nup coaueres to cont-ols.
Hawpver. the nomber of lymphorvbes 10 thrs hagh duse grovy was
not stavistically difterent from trhe control group at ca~ 14,
Hematologira: analysis revealed npo obther araningful di1ffererces
between the contrel group and sny af the trrated groups. Thnero
wer = no trgatment-rediated ciinscal s1gns of toxicity. Eased on
then® findings. oneace levals gf O, 10, Q0. and IS0 mg/!g/day
were z@)prted for the ferta:2lity study.
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QUALITY ASSURARCE STATEMENT

1

Study Tictle: 14-Day Hange-Findiag Study in Rats

Test articla: (TSIN) GD539.03

The conduct of chis study has been subjected o periodic ingpections.
The datees of inspectioa and the dates that findiogs were teported ta
dandgemont and the Study Director dve liscad in Appendix A.

This teport has been revieugd by the Incecaacional Ressarch and
Development Corporation Qualify Assurance Department in accaordamce sath
the Unitad States Poad and Drug Administration Good Laboratary Practice
Hegulations of Jone 20, 1979 aad as modified by the final tule effective
October 5, 1987,

Approved By: B % S an T 7/-11!/?}/
Mergery T th, E0S. Dack

Direceor of Quality Assurance
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IT. SMNOPSIS
Twenty-five male Charlss River COBS® CD® racs, randomly assigned to
one control and four rreatment groups of Eive mimals each, were wsed 1o
this range-Finding st-dy to decerwins dossge levels of G0539.0)3 for a
farcilicy study. Dosage levels of 10, 50, 100 and 250 ag/kgfday vere
adminiscered orally by gavage 23 8 singie daily dose for 14 conaecutive
days at a constant volume of 2,5 ml/Xg. The control group received the
vehicls only, & combination of 1.0% merhylcellulose and polyethylene gly-
¢ol (PRC) 400, on a comparsble regimen. Bload samples vere taken prior
to test mararisl mdministration and on the fourteenth day of treatment
for analysis. The animala wvere sacrificed mnd discarded after the second
bload samples were collecrad, (,;,..,,fhwé 10 Condaels, ~
H_'_"m_e peripheral lymphogycan was significantly dccrea-fd in
fanl " the 250 ag/ug/day group at day 14/ Additional soderate deviationg from
C‘l“""‘?"’ control values were alzo observed for other hawetological parsme ,ern 12

this dossge level; however, theas values wers within historical/ control

rangés and any associsation of these deviations with rest artifle treat-

zent is ymclesr. There were no other maaningful ditferenceé in hematolo-
gical valuen between the coatrel growp and amy of che «r ’:ted groups .
Thers wers no treatment-related ¢linical aigne of toxigfity ecoted in say
of the astudy groups, md bady veight and food comsuaption values for all
treatad groups wers comparsble to those of the conptol group.

Sased on thesa findiags, dosage levels of 10,/100 end 230 wgikg/deay

wera jalacced far z fertility study with Chasley River COBS® CD® rars.

Ao el nuade of

191-13%4
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1FTRODUCTION
A. OBJECTLIVES

The objective of this study vas [o establish appropriste dosage
levels to be used ic @ subsaguent 3tudy to decerwine Che effect of the
test subscance on the fertility of racs.
B. TRST ARTICLE IDENTIFICATION

The teat article wse received frow The Procter aud Gamble Company,
Ciocinnsti, Ohio, ou February 12, 1988, s9 indicatad below:

Label Description
TEBT SUBST. {TS1R) _ G9539.03 vhite pawder
DIV, REQUEST DOC. (DRD) _ BY07é4s {1 containec)

DATE REC’'D. (OPER. SECTION) 2/10/88

TYFE OF TEST l4-DAY RANGE FINDING STUDY
CHOSsS wr. (INC, LID, CONZ., LABEL) 75]1.2
*TARE WI. 4&71.62 MET WT. _269.64 g
STOURAGE CONDITIONS ANBIENT

EXPIRATION DATE 2/BY

HAZARD NON-HABAADGHS Corrosive CWC

p.o.T. TAZARD _ Wen-Matardows ———  Torov

RETURE TO DIVISIONAL TOXICOLOGIST WHEW TEST
1S COMPLETED

«CORTAIMER, LID, LABBL

CAUTIOR: THE TOXICITY OF THIS MATERIAL HAS
HOT BREN COMPLETELY EVALUATED.

C. VERICLE CONTHOL ARTICLE IDENTIFICATION

The vehicle concrol article uansd oa thia study waw a combinztion of
1.0 nechylcellulome (4000 cpe) in deicnized discilled warec and
polyathylene glycol (PEG) 400. Specific veceipt, label and descriptive

iofocoation is dvailable upon Sponsor Tequest,

1911396
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Iv. METHODS AND PROCEDURES
Thia stydy was cooducted in accordance with the protecol as approved

by the Sponser and in compliguce vich tha Scandard Operating Procedures
of laternational Research wnd Development Cocporaticn (TEDC). Procedures

pertinent ip this study arve descrided hersin,

A,  EXPERIMENTAL DESIGN
1. Animsl Receip:r and Maintenance
Thirty-eight 28~day ald male 3prague~Pawley derived Charles River
COES® CIP rate were ruceived from Charles Rivar Laborstories, Inc.,

Poriage, Klchigen, on Pebruary 24, 1988. lUpos reccipt, the animsls were

senigned tasporsry snlmsl numbers acd housed individually in suspended
Ducing the aine~day acclimstien pericod, the animalsg
Fiva

wire-maeh Cagan-
vere carefully obmerved for changes ip appedrance and behsvior.
days after recelpt of the animals, blood samplea were taken and baseline
Trom scquigicion wetil sacrifice,

hematological valusy wers determined.

ﬁ ench anioal wae provided with bassl lgboratory diet of Purina® Certiffed
fodent Chow® #5001 and tap weter svailable ad libitum.

l The bagal laboratory diet wae analyzed by the =macufacturer for
the presence of peeticides, heovy metals and aflstoxins; the diet-lot

B

used vas tecotded. The drinkiog water at IRDC 1l analyzed quarterly for

the presence of peaticides, heavy setals and coliforms.
these analyaes are stored in the INDC Archives fu Maftawen, Michigam, and

The resulte of

are availsbls upon Teguest. The Study Directer was not awsre of aoy

poLential coataminants of either dier or drinking water that might have
i- *arfered with the results of tiis study.
Throughout tha study, all smiuals were housed in an envirpamen~

tally controlled room, Temperature rzoged detween 72°F amd 74°F, with a

mean tempereture + argndard deviation of 73 + C. 9*F; hnmidicy ranged
tetwees 463 aud 502, with 2 meso humidity & standard deviation of 43 #

2.1%. Flvorescent lighting provides illwwinetion ¥2 hours per day. The

151-13%4
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rate were housed individually in suspended wirs-weeh cages from receipt
until sacrifice. Each animal wvee ideacified by cage, by group and indi-
vidually by a Mooal® gacal esr tag bearing its animsl aumber. The indi-
vidual animal gumbder plus che IRDC scudy nueber comprised 3 unigue
identificacion vouber for each suimal. The soimals were 37 days oid on
the ficst day of doding and weighed berweeo 160 and 178 g on che dey
prior to imitiatiom of dosing.

The atudy was initiated with Study Directer approval af the pra—
tocol on Februacy 15, 1988, Teacr arcicle administracion began oo March
4, 1989, and the scudy termicaced on March 17, 1988.

2, Hationale for Belection of Species mnd Strain

The rat is one radenr coamonly used for Che evaluation of terato-

geniciry and is acceprable inp the guidelinms of the FDA, EFA and OECD.
3. Ocganizetion of Tear Groups

Ar the end of the acelimetion period, all ecimals werx weighed
and sudjected to i detailed physical svelustion. 4ny rat with aboorsal
buseline hematological values wap diucarded. Aniaste considered suitabdle
for study were randomly arsigned to oue centrol group and four rresteent
groups of five tata each by the following cowputer-genevited systen.
Animal numbers and carrespesding body weighls weve entered onmto oagnetic
cape chac wam used as che dets source [or the randomization procedare.
The medn body weight and scaodard deviation wece calculated and s
campoter-generated =dit developed s listing of those auimals whose body
weights vere vithic » 1.5 stendard deviatione of the mpas., Prom the
qualiEying animals, the candoaization procedure selecced and essigued the
required nusber of snimpls. Barclext's tear for homogeneity of veriauce
way appliad to the groups; che groups vere judged to be homogeceous.

8. TEST ARTICLE ADNINISTRATION
The selected route of administration was oral is order to gszimiee

systemic exposure. The anticipated toute of exposure in huwwmans is dermal.

191-1394
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For the control group, the required amouuate of polyetnylene giycol
(PEG) 400 aud 1.0X merbylecellulose (st a ratic of 1.19) were weighed into
2 beaker sod mixed using magnetic arir bars and a stir plate. The
resulting svspemsion was sonicated for approximately 90 seconds. For che
treated groups, the eppropriace amount of che rest article, G053%.0), was
weighed aod dissolved it a beaker wich the required mmount of PEG 400
uging magnetic stir bars and a stir plate. The PEG 400 vas warmed to
appraximately 37°C to facilitece digsolution of rhe rest erticie. The
required amwount of }.0T methylcellulose vas weighed inco & separate
beaker #aud then slovly added to the PEG/tesr arcicle solution at a ratio
of 19:l. The resulting suspension was stirred vaing magnetiec stir bars
sod a stir plate and then sonicated for approxiearely 90 secomds. The pM
of the vehicle cootrel and test article suspensions were adjusted to 7.0
using IM citric acid audfoc LN sodium hydroxide ap necessary. The
suspengions ware thea dispensed into amber capped combaiusrs anrd stoced
reafrigecated prior to dispensation. The suwpensions were stirred usiog
magnetic stit bars snd @ srir plate during administratiom.

The teat acticle wus prepared weekly at coucentrations ro permit the
adminigtracioa of dose levels of 10, 50, 100 aund 250 ng/kgfday ar &
dogage volume of 2.5 wl/kg. 8zaples Evom the top, widdle and boctow of
the mixiog countainer Erom the firsc weekly dosiog prepsrations wers sent
to the Sponsor for homoganaity decermicaticn. Sawples from rhe second
weekly doaing preparations were seur to the Sponsor for concentrationm
andfor stability amalyeis.

Tha tast article wes administered se s aingle daily dase for 14 con—

cutive duys. Teet article mdministration was accowplished by intra-
gastric intubation using 1 cc disposable plascic syringes and 16 gavge,
7.6-cu long, tcraight stainleas scexl dosing wveedles. The coutcol group
received tha vehicle only gu 4 camparable regimen 2t & valume of 2.5
wl/k3. The cootrol 2ud test erticle salurioge were warmed to room tem—
parature and sonicated prior to esch daily dosing. Individoal dossges

191-1394
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were datermined from the most recently racorded body weighte. Dosing
begau approximateiy % tn 7 172 hours sfter initistion of the illuainaced
phase of the phoroperind. The pratocol specified that dosing was to
ocecur at least six hours after initiation of illumination of the hwousing
area;, however, tha sniuels were inadvertantly dosed fiva hours sfter ini-
tiation of illumination on four occasicns. In the opinion of the Study
Director, these deviations did mot affect the quality or iategrity of the
study.
C. DBSERVATIONS
t. Survival, Appearance and Behavior
The mimals were observed twice daily for mortslity and clinical
signs of toxicity during the treatmeat period.
2. Body Weighes
Individual hody weights were recorded on the day prior to ini-
tiatien af dosing and on treatment days &, 7, 10 gnd 14.
3. TFood Consumption
Food conguaption t;ns cecorded waekly during che treatment oeriod.
0. CLINICAL PATHMOLDGY
Hematological evaluations were coaducted on all animels onca prior to
study initiation and on day 14. Blood samples were obtained frow the
orbital siaus. The parsmerera lixted below were detsrmined usiag the
instrument listed in accordance with the reference cited.

Summary of Clinical Patholegy Decsrminstions

Sample

Parogeter Type ilnstrument Umed Befevence
Leokosyte Count wB Ortho ELY-8® 1
Erythrocyte Couat WB Ortho ELT-89
*moglobin wB Ortho ELT-39 1
Rematoctit wB Ortho ELT-B® 1
MCv, HCA, MCHC we Crtho ELT-3® 1
Placeletn W8 Qriho ELT-8® }
Differential

Laukocyte Count L] Light Miczoscope 2

¥E = Wnale Bioad
MCV & Hean carpuscul ar volume
MCH = Heam corpuscular hemoglobin
MCHC = Mean corpuscular bemoglobin concentration

191-139%
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6. DATA RETENTION
Atl raw data, a dample aof che test article and copies of the fimal
report are retained in che Archives of International Research and

Nevelopwent Corporation, 500 N, Main, Mactgwan, Michigan 43071,

191~-1394
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P, STATISTICAL ARALYSIS

Hepzrological values (changes from baseline}, body weignt changes and

final body weights were mialyzed using gnalysis of variaace {one-way

clasgificarion) and Bartlett's test far homogesaity of variaace.

Treatment groups were cogpared o Lae conteol group using cthe appropriate

t-¢tatistic (for equal or unequal variance) as described by Steel and

Toreiad and Ostle.? Dunnect's® multiple comperison rables were used to

detararae the asignificeace of differences.

3

e/

Rama K.\ jKalza, M.B.A.
Director of Bratistics and
Data Procedsiag

191-1334
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V.

HBBULTS
A, TNBSERVATIONR (Appendix B}
1. Survival, Appearance and Behavior (Table 1}

A1) animals on study survived to acheduled sacrifice. Climical
sighn were noted for only two miimals on study, borh in the 250 mg/kg/day
group. Oue sningl had an eys abnorwality and another had black materiai
sround &n eye: these findings were considermd to be incidental.

2. Body Weights {Table 2)

Yglaez of group vean body weights and dedy weighr changes for all

treated groups were compsrable to those of the control group,
3. Food Consumption (Table 3}

food consumption values {(g/animal/dey and g/kg/day) for all

treated groups were compsradle to those of the contrel group.

19]~-1394
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B. CLINICAL PATHOLOGY

Kemacology Valees (Table &, Appendix C)

A significanc decrease (p<¢,01) in cha number of peripheral lympho-
cytes was observed in the 250 wg/kg/day group at day l4. Additional
moderate déeviatioas from contrel values uere gl_s_é!ébs_eggg_gqr_ nr.ber"’/
hematological values &t this dosage ieval, wever, these differances
ware within expacred ranges far cthis species|in this laboratory and thus

any agsociation of chese devistions with Cegt article Crcatment 18

unclenr. >
bhils okes
Prapared By- .o oo gkl vy
Kit A. K2ller, #h.D. Date
Assistant Director, Reproductive
and Developmeatal Toxicalegy Division
Reviewsd By: % (LA
Robert G, Oeil, D.V.HM., A.C.¥.P. Diplomate Ohce
Scientific Director of Bathology Divisian
191-1394%
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VIL. DISCUESIOR AND CONCLUSION

There vere na treatmeate-relaced’/clinics

any of the atudy groups, and body weight end food consumption values For
all treated groupz wire compargble to those of che control group.

The nusber of periphersl Aymphocyrea wesa decreas=d o the 25%0
ng/kg/day group at d:n_;:_!li_./r'hdditiunnl moderate deviations from contral
valuea wefa alsd obeerved For other hematalogical parametecs at thisg
dogage level; however, these valuey were within himtorical! ceatrol rangea/

/and any samocistlon of thess devisrions wirh rest article trescment 1

- uncless.
Based on these considerstions, doeage levels of 10, 100 and 250
ug/kg/day vare selected Eor & fertilicy scudy with Charles River COBS®

CD® racs.

Ta the best ef ay knowledge, thare were no significant deviations
trom the Cood Labseatery Practice Regulations that sffacted the quality
or imtegrity of the study. Thia study wae conducted in conformance wich
the Good Laderstory Practice Regulaticoa. Thie report accurately
reflecta the raw dacta obtaioed durivg rthe parformscce of che study.

et oo d e
Kit A. Keller, Fh.D. Date
Assintant Director, Reproductive aad

Davelopmeotal Toxicology Divisien
gtudy Director

181-£394
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TABLE ] Sumbary of Awtescetss Qhasryatleay o
. 0053908 {ug/hgfday)

0 {fonyro)) L) 50 109 250

No., 3 i N £ ", L] NO- b W 3
Nusit of anlmals cx@rved: ’ 5 - > - 5 - 5 - ] .
Anteshon Observat gns
No overt tlana of fexlclty®: 9 100 k] 100 ] 100 5 100 3 100.0
incidentst Fladings
Eye ohnot woll4y: 1 20.0
Material acound eye, biack: ] 20.0

Sfinclvoas antmals aotgd 1T hays NO Gvers sigag of fomlclity theoughout the okservetlon puriod,
but may exhiblt incidentai t(ndings
Ro- = Nunbet
— ~ Not mpplicable
191-1294




TAMLE 2.

wemary of Dody Welghtsy ond Dody ¥eight Chaages

Group Mean Body Welghts (grans)
00539.08 {mg/hgiday)

8 (genyrel) e % TN __250
Omy of Study an S.0. Mean 5.0, Moan  5.0. Moen  $.0. Maan  5.0.
——— —_— .
o° 168 .17 166 5.9 112 6.3 1 6.9 165 4.2
4 00 3.4 700 8.9 07 ) 0 9.4 04 1.2
] 226 4.3 21 124 24 109 21 8.9 ™ 9.9
Q M6 6.9 Fe 4.6 258 1.2 be )] 10,2 0 9.3
" 219 8.5 B4 ) %3 16.2 84 9.4 »s 4T
Doy of Stusv Group Mean Body wolght Chamgos (gqrens)® —
P te 2 2 34 u 3.4 ¥ LR ¥ 2.9 LS W
dtc 1 ® 2.2 F34 4.4 37 e % 0.1 2t 2.9
T o 10 v 2.9 2 2.3 24 1.8 21 1.6 19 a7
10 to +3 33 2.0 % 6.7 3B 5.5 5 2.2 33 9.7
of 1o 14 1o 9.2 e 1644 1270 10.0 ny 4o HY  12.1
Byatues reprasent the maan of tha Individua! changes In body walght for these Intervals
191-1394 prior fo Initi{sian of dosing

$.0. ~ Standard dovlntion
¥elwe3 of the rasted graups were aot tignificantly dliferant ¢trom thosa at e contral group;: p¥0.05

2L



TARLE D, Summady @t Food Lonsusptlon Yalues
. £0539.03 Img/kg/day) . o . .
0 toontegl) " 50 e 190 %0 .
Week ot afretfdey  _g/kgfdey  p/ratidey  asug/dny  afretfdey  _ ofxqidsy = __gfraviasy _ gfkgfdsy = giretfday fany
Study Moan S.D. Meas S.0. Masn 5.0, Mesn S.0. Mean S.O.  MWean  5.0. Mean  S.).  Mean SD.  Moan  S.D.  Mean $.D.
e ' >0~
1 21,8 05T %63 2,06 21,9 1.52 968 378 218 270 931 8.84 22.0 109 95.2  3.60 222  {.50 96,1 &3
a 24.2 Q.94 P&.&§ .85 5.2 WX 63.8 5.6 26.% {.51 .1 .16 25.% 1.07 .1 t.B2 9.8 2.46 90,2 5.80

5.0. ~ Standard davlation
101=18%

Z1




TABLE_ 4. Sumry of Hematological Values

DAY B §0539_03 (mg/hy/udy) _

oF " 0 {Contral) 10 <0
Parane, ¢ 5_Measured 3TUDY MEAN 5.0, L] NEAN 5.D. N MEAM 5.0, N }
Leuhocyt *s Pratest 1.8 1.7 5 10.5 1.53 § 9.7 $.72 5
107 20m L] 5.8 2.83 5 14.2 2.92 5 12.1 2,06 5
trythracytes Pretest 4.99 0.149 Y 5.02 0. 244 5 5.06 0.276 5
<108 femm 14 6.92 0.238 5 6.02 6.4 5 6.02 0.321 5
Hemoglohin Pratest 12.4 0.5 & 12.2 I I 2.8 .75 b
g/al i 13,7 0.61 L 14.6 0.63 4 14.8 0.6%5 & t
Hematoce ik prolest 7.2 098 & 3.2 1.2 5 37.8 173 s
x 1" 4.7 1.66 5 44.6 213 5 44.8 1.96 5
Hey Pretest 7% 1.1 5 " vE 8 75 1.1 5 ;
microns 1T 14 ¢ 5 4 1.2 5 4 1Y S
ML Prewest 4.9 69 5 . 24.4 0.0 5 4.9 0.57 %
By 19 24,5 05 5 24.2 0.68 5 28,2 054 &
MCHC fretest 1.3 08 S Z.9 0.2t 5 113 .6z 8
g/d? 1] 2.9 0.% & R.& 0.46 5 .8 0.43 5
Plateders Pretest o6 1256 S 54D 40.1 5 459 725 ]
210 /erm 14 554 92.6 § 515 we 8 549 26.3 5
181-1304 - - T

5.0. - Slandard Deviat bon
H  Nurorr of Animels




TABLE 4. Cont. . Sumpary of Memntoloyscal Yelues _
BRY 60539,03 (mg/kgsday)
o¢ ) ) 190 250
Parumeters Noltured STudY WEAN 3.0, N NEAN 5.0, N _
LeukotyLe s Pretest 11.3 1.41 4 10.9 .04 b
w10 fcmm 14 14.5 1.54 5 12.6 2.5 &
Erythrocytes Pretest 6.a7 u.463 5 q.82 b 729 5
#10% com 14 5.97 0.0 5 5, 5 R E) I
Hemoglnolita Protest 12.3 .3 5 (T ] 0.33 Y
a/al 14 .5 0.47 § 11.) LM b !
Hematocr it Pretust 3.9 ¢.63 5 6.4 1.22 L1
s 14 4.5 .77 5 0.9 304 B
RCY Pretast 76 (Y. 14 1.7 s =B
microns® 1 14 L s 14 .6 & o}
HCH Pretest 25.2 0.8 5 25.1 s s
[i] 14 24.3 0.5 5 21.6 1.74 5
MCUE Pretost 1.2 8.37 % 3.2 5 b
ar 1) 2.6 0.3 S 2.0 .24 5
Platelets Pretest 45} BA.3 8 998 111.% L
x10%/cmm 14 468 2.2 5 60 IR
191 1304 . - ToTmrmn e T

S0, - Stangerd Deviplion
N smbee of Animals




TABLY 4, Cont. Sumnary of Henslalogical values - N

Y 60539.03 {rg/kg/day)

ut 0 {control) 10 )
Pararyters Reasured  STUDY KMEAN 5.0, N Ni AN Sho W . Wtan __Ah K
Segmunl i Pretesl 2.4 0.8 5 2.0 0.5 2.2 6.62 5 !
Yeulroaphy Is 14 20 D.65 H] . 2.6 z 15 S 2.0 0.7% LY
#1607 jomn
I TR ) Pretest 8.7 1.05 5 9 1.6} £ 1.9 1.19 L 8]
T 14 13.7 2.5 5 15.3 w5 9.9 29 s o
191- 1396 o - T T T Tttt T

50, ctandard Deviation
N Moryer af Animals




TARE 4. Cont. - Summary of Hematologicsl Values B _ ~

Day G0533.03 {mo/kgoay) R

or . 100 25D
Paramercrg Measured  SYUDY NESM S+D. ] REAN $.0 N _

'

Segmenieg Fretesl .o a.70 5 1.8 0.83 5
Neul rophy i 14 1.9 0.49 5 3.6 1.78 5
x10%/com
Lymphocyles Prglest 4.8 1,03 5 B.5 3.40 ] [4Y)
2107 fcam M 12.4 .86 % 9.3 260 & -
wrase - ) T T o

S.D. - Yvendars Deviniion
N . Nunber of Animals




TABLE 4. Cont.

B B OA Wi MY ES WD W S G N &h

Symmary of Hesatologicad Values
Chaage from Gaseltne sy O vs Oay 14

C01539.03 {mq/kyfriay}
i

4 {7oatral) . sg
Farsmete-s Messueed WEAR 5.D. " WEAN $.0. " HEAR 5.0,
Leukocyte. 4.0 1,22 5 3.6 Z.68 ] 2.4 0.9¢
63 /n
tryihrooptes 1.0% 0.)69 ) 1.0 0.213 9 0,96 9.227
w108 7cmn
Hemoglghan .3 0.66 5 2.3 0.35 5 2.0 0.20
g/d]
Hematotr vt 7.4 1.6} 5 1.9 [ i1 4 1.6 1.0L0
1
MLV 0 0.9 5 0 1.3 4 Q 0,5
microns
HCH -0.4 (.64 5 o1l ¢ & 5 A7 U.49
g
WOt .03 0.47 & -0.¢ C.53 L} -0.8 U.05
gidt
Piatelrts -52 42,1 E) -2% 1.8 4 -6 2.7
102 e
191. 1441 - o o -

$.0, - Stondard Oeyiad fon
N - M.nter of Anisdls

valves of the treated groups were ngt significantly diffevent
feom those of the conirol group: p>0.05

e




TADLE . Cont.

Summaey of Hemalological vaiues
Change €rom Boteline Oay U v Day 14

GOS39.03 {mg/kgidey)

S e

100 750
Paramey ¢ MEAsured HEAN §.0, R AEAN 5.0, __ W
Leukacyl °s 1.2 1.88 1.7 an 5
!103/‘.m
frythrucytes 1.10 6.3 u.23 0.3%3 5
A10% fcan
Hesoglab 1o 2.2 b.67¢ [N1] 1.3 5
9/01
Hematocr ey 1.6 2.0 4.4 3.4 5
< :
MV -1 1.3 ? 2.2 5
microns’
qcH -0.8 0.5 ~t.B 1.28 §
§1d
NCHE -0.6 0.42 1.3 .04 5
gfo)
elateints -3 9.4 12 86.} 5
aIO)/c\m
19190301 T T | T

S.U.  Standerd Deyvialion
K Nusber of Animals

velues of the trested groups were not significantly gifferent

froa thase of ihe control group: 0°0.05

£z
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Sumpary of Mematalegical Yatues

TABIE 4. Cont. Change from Bascline Day O vs Dy 14
60539.9) (mg/%qfday)
0_{Control) . 10
Paramelers 8dsured NCAN RE N N L] SO N ___Mam __ sDp N
Segmented -0.4 1.00 § 0.6 2.0> 5 -0.10
Neutraphils
k10% fcom
Lysphac ytCs h.0 1,82 § 1 0.83 8 2.9
NP
1313 - ’
$.0. - Sland)rg Ceviation values of the tresiet groups were not significent!ly differant
N . Nupber OF Amimals from those of the control group: pe0.05




At

M

G SR @R GH 9% EN 0 M D DR M 50 BN N MW el ER e o

Summary of Hewatolojical Yalues

TABLE 4. Cont. Change from Baselinc Day O vy Doy 14
GO538.03 (mg/kg/dey) A
100 R 250 3

Pacametnrs Hegyured MEAN S.0, N MEAN S.D. N
Segmini g -0 1.08 5 1.2 1.91 S
Neugmpmls N
A0 fern

! (E )]
Lywphut ytes .7 1.591 5 0.9es .72 4
210 erm
197-1383 B T - T T

5.0, - Standard Deviation *eSignificantty gifferent from the Contral graup; p<0.01
# - hunper of Anintls
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APPEFDIX A

Quality Assurance lnspectiona



Quality assureace Inspections

Dates of Reports Dactes of Reports
Dates of Inppections to Management to Srudy Birector
2-29-38 3-03-88 3-03-83
31-03-88 3-07-88 3-07-88
3-04-88 3-21-38 J-21-88
3-07-8B8 6-01-38 6-01-88
3=-14-B8
L 3-17-88
3-21-88
$-18-88
6-01-B8
193-13%4

mmummunwumummmnnmnm
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APPZUDIX B
Individual Experimental Dara




o @ R TR O B O Wmh oN OF G0 S BN ER B0 8% v aF B

Individua! Antemortem Obgervations
Test Arricie,
BDoagage Level, 8tudy Day
Arima} Rumber Predoae Pogstdose Antemorlem Qbacrvatioas Bay of Sserifice

0 og/kg/day {Control}:

A31976 L~i4 1-14 No overt aigne of conicity 16

439737 i-l4 i-ié Mo overt signs of toxiciry 14

3978 1-14 1-14 Mo overt signs of toxicity 14

63979 1-14 1-14 Ho overt signs of toxicity la

%3930 1-14 1-14 No overt signe of toxicity T4 ‘
G0539.01

10 mg/kp/day:

43981 l+14 1-12 No overt aigne of toxacily i4 g
431982 1-14 {-14 No overt sigos of toxicity 14

43943 1-14 1-t4 Mo overt migns of toxicity 14

43584 i-ls I-14 Ro ovect gigns of toxricity 14

%1985 1~14 1-14 Ho overk aigns of toxicity 14

—— ——m—

191-11394




o g R e Tt B S5 U em U

Individual Antemorted Obmsrvations

Year Article,

Dosage level|, gtudy UDay o

Anirmsl Bumbder Predose Postdase Antcnortem Obgecvations lay of Hacrifice
¢0»39.02 ’

50 wg/kg/day:

4392% 1-1a& =14 Ko overt signs of toxicity 16
43987 i-14 1-14 NHo overt signe of toxicity i%
43988 1-14 1-1s Np overt signs of toxicaty 14
43989 1-14 1-14 Wo ovetl eigne of toxicity 13
43990 1-14 1=14 Mo overt signe of tonicity 14
60%39.03

100 mg/kg/day:

43931 1-14 I-14 Ho overt eigne of taxicity t4
47992 i1-14 1-14 Ho avert asigne of toxicitcy L4
43993 1-l4 =14 Mo overt signd of conicity I4
43994 1-14 1-14 Ko overt sigong of toxicity 14
43995 1-l4 1-14 Ro uvert aigns Of toxicity 14
191-1398

Qg
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SRS

ladividual anremortenm Ubscrvations

Tent AttLicle,

Dosage Level, Study Day

Acimal Number Predoae Poecdose Anremocten Observatiane Day of Sacrifice
¢0%939,D)

350 mglkg/day:

43996 1-14 i-18 to overt sigos of toxieity 14
4399/ 1- 14 Mo overt sigas of toxacuty 4
2- L Eye abnormality, right eye
43998 -4 =14 No overt eigne of toxicicy 113
41999 1-14 1-14 Mo overt eigns of toxicity 14
44000 1-14 1-1a Ko overt signa af toxicity t4

10-13 10-13 Mazterial sround left eye, black

191-1394

i g
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|
l

s Individual Body Weighte (grama)
Test Article,
! Dosage Level, Study Day
Aoimai Number o & ? 10 A
’ 0 mg/kgiday (Contgol):
bt 43976 i 206 234 258 293
439717 166 19% 226 244 273
43978 124 200 223 WO 2712
43379 168 204 224 243 74
43980 165 197 226 p 1.3 281
' 60539.03
10 ng/kp/day:
43981 172 206 234 258 29%
E 43982 160 169 208 227 253
43983 168 206 32 25% 231
4398y 160 192 210 241 274
i 4J985 17} 208 240 264 308
G0539.03
50 mg}k‘/dax:
l 43986 i71 208 234 57 287
43987 178 212 45 270 3
43988 162 200 225 250 280
l 43989 P78 215 263 269 108
43990 164 199 123 245 7
G0539.03
' 100 mg/kp/day:
43991 116 213 238 261 296
43992 73 209 235 255 281
I 43993 160 153 22Q 740 272
43994 i76 N4 o 26% 287
43995 167 198 224 44 2?7
' G0539.03
250 mg/kg/day:
l 43956 172 211 242 261 105
&3997 161 192 26 240 270
43998 169 206 233 245 7y
4339% 176 202 27 46 217
g L4000 169 207 238 259 297
l 191-13%4 4pgy prior to initiation of dosing




Individual

35

Food Consumption {grams)

Tesr irticle,
Dosage Lavel,

Week of Study

Anima! Number 3 2
0 mg/kgfday (Concrol):

3976 157 L7
43977 §52 163
%3978 (L3 j62
43979 157 110
43980 14% 174
G0539.03

10 mg/kg/day:

43981 156 180
43982 137 150
43983 £51 113
43984 £57 187
43985 166 [R:5)
60935.01

50 /kgfday:

43986 156 172
43987 165 154
43988 133 17%
43989 169 195
43990 121 183
ca539.02

100 og/kg/day:

4319951 162 187
43992 159 173
43993 145 167
43994 188 18}
43945 147 176
G0%39.07

250 myfkg/dey:

43996 151 192
43997 a6 173
43992 153 159
41999 147 175
44000 m 20
191-1394
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B Tudividual Daily Total Yolume of Teat MNacerial Admicisteced
Test Article, Yolune of Test Hateriel Administered {(ml)
B Doaage Level, Scudy Day
animal Number 1-3 4=6 7=4 i0-14
l 0 mgfkg/day (Control):
43976 .43 0.52 0.5% 0.865
43977 0 42 0.50 ¢.57 0.6l
43978 D.4&h 0,50 4.56 0.60
43979 0,42 0.% 0.5 G.61
%3580 0.4l Q.49 0. 556 0.62
B G0518.03
10 mg/eglday:
33941 0,63 0.52 0.59 0.66
s 43932 2.40 0.47 o.52 0.57
43987 D.42 a. 51 0.58 Q.65
39848 D.40 0.48 G.55 . 60
’ 43985 0,43 0. 52 0.60 0.66
G0539.03
50 mg/kg/day:
l 43386 ©.43 ¢.52 0.59 .64
43987 0.45 0.53 D.6l .68
53934 G.42 0.5% 0. 56 0.62
' 43989 0.45 0.5 0. 61 0.67
434990 0.43 0.50 Q.56 0.6
G0%34.01
' 100 wglfkgiday:
43991 Q.44 0.53 0.60 0. 6%
439492 0.43 0.52 0.59 0. 64
' 43993 0.40 0.48 0.55% 0.0
43894 0,44 0.5 0.60 0.66
53995 0.42 0.50 J.56 Q.61
‘ G0539.03
250 ag/yg/day:
! 43996 0.43 D.53 9.61 D.€5
43997 0.40 0.48 0.56 0.60
43998 0.42 0.52 0.58 0.61
43999 D.43 [3 0.57 Q.62
e 44000 0.42 G.52 0.59 0.8}
! 191-13%




APPENDIX C

Individual Bemstolagical Vaiues
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Codes for I[ndividusl Hematological Valuen

A - Zrythrocyte Appesssnace Grades:

0 - Mithin normael limits

L =5 = 25% celle affected
2 - 26 - 50% cells affected
3 = 51 ~ 5% cells affwcted
4 = 76 - LODY cally affected

teher Nocations

WRC - White blood cell = Leskocyte
Ruclested red blood cell

Mope saen in 100 ¢e#)] differentisl
¥or applicable

-
> w0
[

195~1384




Individual ramatuloyica) vaivue - Pratect

Gcoup,
Anime! “rythro-
Hymbar L.u,ﬂcytll :l(a. namugiabln ttamatacriy L, (] M MCHC Ploiaicto
Swa at0d /cm ol remn aral a PTETS Iy gsal n10% somn
O_WGUG/AY {veMiCLE CONTROL)
23578 13.9 4 @o . pEN ] T 7a.8 a2, r r8e
43917 ] 13.4 3 Dy 12 & v 7 74 245 32.9 11 ]
42978 L] \G.9 5 R 125 Ny &S 24 ) 37 8 §6?
43%°8 L] 104 4.9 17 9 36 9 15 zh 2313 4p6
43960 LJ 10.0 4.9 14.2 AL} G 2h.S M B |77
10 _MGINGIPAY, b
43381 M 10.3 4 B4 18 6.9 Iy LN 2.8 SUe
43932 " 190.3 $.76 12.% Ja_ 0 ra FL KF3- STt
43483 L 1310 % 19 12.4 37.4 13 23,9 32.8 163
23984 4 80 & 12 'z 2 38.2 h 24 8 ) 2 arn
43505 N 10,0 4,89 s 34 8 te 73 5 ae LS
g0 BEIRGOAY
2_3,5_;!%& R . 5 dy 13,3 N 1a 4.2 LEIY agy W
41987 » 9.0 q 12 " e an 7 16 24 & 2.5 %3} ~N
43988 ] 12,8 5 DS [ I P 3 8 25 4 ia.z 572
439H8 L] B 1 4 88 30 36.2 L] 24 6 4. ¢ 536
439490 L] 8 8 § 28 130 EE I} 74 24 & 33 4 LN}
10O WK /RGIAY,
43981 L} 1.4 4 b4 12.4 is 8 L 25 b 3.7 [ 51}
43092 ] 5.5 4 87 1v & ia 2 ta 23 6 az.0 vy
43993 u (- a4 8o 12 & 36.9 3% 7S 8 3 6 558
43294 L] 0.9 4 B6 12. 4 36 & 5 25 % Do 504
43095 " w.7 s 07 12.8 ar.49 6 8 2 as 0 469
250 MOInG/DAY
0Es ] 13 9 » Ba "G 931 9 TS .0 ds 2 445
43987 ~ 8.3 Bb.QS V2.4 37.% T4 29 b ar i GS i
33084 1 te. % 4,86 12 4 ar. 16 FLI Y 33.4 i
43099 " 8.8 % 03 2,0 47 3 re 9 34 ? By
24000 " a.g a ha 1211 5.1 ‘n o 7 14,3 hiy

190- 1444



Graup.
Antog
Numbar
Ses

Saprentey
Nauteo—

g|1l

emm

0 MG/nG ey [VENJCLE CONTHOL )

383
387!
45978
41207
4298V

10 WOIKGrONY:
43981 N
43802 L]
"
M

ERETER

41882
43094
42398%¢ "

5D ME/KGIUAY
4398 u

43987 L]
43089 N
41348 "
43880 [ )

1UD_ M MBI DAY
43881 []

43992 L]
43693 L
439894 L]
439496 L]
250 _MGIKGIDAY
43358 ]
43097 L}
43098 L
43929 "
40Ul ~

N
3.9

i) isYs

Individua! Hamuiologlcal valugs - Prulesd

hL A L
AQUIEC
[~ A X2 N4]
(LR QNI )

NEO w2
Pannw
caccoe
ANBAW

X -2 ]
E~O=w
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o Y W
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coooc
apuinag

woNn -
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maooo
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indlvidunl Hematologlical Yaiues - Protost

Tast Article,
dasega Level, HRAG

Animal Hushec /100 wEe Poiychiromas) o™ hrpoc'iwausi"' Foini iucyfmis*' v‘miwcﬁ'\miaa
O MG/G/DAY {CONTAOL) :
9% o : 1 0 0 o
037 0 1 0 g 0
Y 9 ! o g 0
awn o ' a 9 X
900 0 i a 0 0
6053913
10 WG/KO/DAYS
4398) 0 1 o 0 o
439682 a 1 [+] D ]
43983 0 3 o 0 0
3904 o ) o o 0
3088 0 1 a 0 0 .
G0519.03
20 HOMGAA:
17985 0 1 a o 0
43987 0 1 0 b a
43948 ¢ 1 Qo Q b W
3989 8 1 o 0 ° v
43990 o 1 9 o a
GU5¥9.03

WG RGADAY ©
43091 0 0 e ¢ ¢
43092 o t 0 a 0
43953 0 ! 0 o ¢
a3o9 0 1 a 9 o
43895 0 1 0 ) o
053203
250_PG/KG/OAY ;
4095 ] | 0 1 1
43907 o L 9 o ?
43398 0 i 0 2 o
43999 o 0 0 0 0
41000 0 ) 9 a g
1911304




nuruidual Hamalvivalcal Voluas 14 Day
L]
Group.,
LULRE -1 Ervthra
Nushar Lgusu:ytﬂl c‘tus Hemuglobin HuMi@yQoe o v nmen MCHC LAT ST AN A% 3
Sea »10? scan 10 soom wral » mrons? »e aral K109 Zomn
L W Kpiuky {VERFCLE EONTAQL !
N6 " 191 6.72 13 b 42,7 1 24 1 32.3 1as
)97 ] 18.7 .22 14 4 - 48 O T4 ¢ 0 12.4 513
43%70 L] 13.2 & 210 t6 0 45 4 73 i4 2 al o SHA
43574 » a6 14 15.4 a6 3 "™ .1 33.9 488
22980 L] 19 8 14.5 41,27 T4 25 @ 3z & a8
10 MEBsKE/DAY:
43981 ] 13.8 5.54 19 ¢ ar 9 % 25.1 a3 a 485
43962 L) 5.4 4.04 15.4 47.9 ¢ 2.2 32.2 S08
43983 M "m.% 0.4 14.9 45,5 ra 28,3 2.7 LA
43904 N 12,0 6.a7 14 b a5 1 ta 249 32.4 512
43085 L] 1.0 % 10 169 2.6 %5 4 4 az e 546
g9 Si/NGAOAY,
42986 L 12,8 " a6 16.6 47.3 T4 4.9 33.C v}
43067 L) a8 6. RQ 9 4 44.7 4] 24,2 32 2 575
43968 ™ 5.4 g ul 14 0 ac 9 6 .6 Je.8 w22
43020 ] "7 £ 18 14 0 42,8 74 P 3z.% 513
a3@sn M et 6.35 14 & 4 2 3 23 3 42.0 545
100 _MG/KG/0AY
43991 (] 13 1 € US 14 8 4k 6 T 28 @ 2 3 heu
LR H - 47 5.09 |4 § LEN ] A4 4.7 32 4 16
43997 - 12 5 5.8y & 2 2 9 16 5 ¢ 3. 513
43994 ] Ta 8 Q.43 's 3 4?2 n 23.8 32 A 508
430990 o 2.5 5 16 vq a1 @ 14 4 Yy de 4 e
23N MLIKGENAY,
3558 L] 1§ 4 5 15 14 7 43.¢ " 24 7 37 9 Sa0
[0 ) ("] 100 570 17 42,4 74 24 4 32.3 L45
43998 u 12 % .48 1$ 9 q1.0 5 FLIR 32.4 [-7:1:
43099 ] 14 .4 4 27 10 8 3 3 B9 WS 22 ¢ 34
44000 L] 10.9 S 54 13 6 41 B ts h 4 NS 435
1911494
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fodalvidual vamatoiopIléel Vadluus - 14 Ley

Groug, sagmented | vena
aAniagd Nautre- Hautre- Lympng - Eastno- Ggtnar
LIV, L7 T Dalll pg‘\o c;t.s pgis ManSLy(al Songpu1lu Culis

Sew XigY Jgram X107 sgmm A 87 fcmm A10Y fcmer 132 remn CRETAS L A10°% tiaum
O_MG/RG/O8Y_[VEHICLE CONTROL ) - "
43978 ] 2. NS ia b L D % MS NS
13977 L 2.8 NS 1% 89 H o L} NS
»3R78 ] 2.5 NS 10.R v Wy NS NS
.99 M .5 (3] 12 A [P u NS NS
AINB u [ ] M5 12.5 NS NS NS hS
10 $G/HGIhaY.
43981 N 17 L33 'y a IS} LN NS 2T
42982 n 6.4 NS a4 NS e NS LR
AR} L] 2.2 NS 130 a J u 2 NS Na
43064 L} .3 N4 t0 4 [ n 2z NS N5
A396E ] 1.4 NG B 4 oo a | NY Ny
90 MG/ KGIQAY,
19548 ] Jo L) 9 4 o Ha NS nS
41887 » 1.8 NS 9.4 a.t 2.2 HS 13
43908 " 1.4 S e 6.2 ns NS L}
43988 " 2.2 L 8.0 N5 LE] LY ] M3
43900 L] 1.6 NS LI [$ I ~S NS NN
lgu M/ Aty DAY -
4239 ) [ 2 4 NS m e 3] v 3 L} NS
43982 L F 33 2.6 Ny NS NS ~S
499912 “ 1 8 NS 15 4 D 9 2 NS NS
43984 ] zZ ns 12.4 HY 03 NS NS
43985 L} 1 “y 1+ ) w4 Q- Ny NS
260 MGrKGLrLAY:
ADUR 2] 7.t NG 2 4 [N [h | NS (139
43997 ] b - | NS 5.7 HY Ny NY Ny
43994 L] 2 6 LES - LY U7 NN wS )38
413949 - 3] N5 A S M NY uh by
24000 L] V.2 NS 96 1 Ny LT3N NS

1H1-118d
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Individual Momatologlcal ¥alues = 14 Day i
Teost Articie,
Tusogs Levai, MBS . . .
An sl Ngmbar /100 weC fol rclwaunl(‘ Hypochromas ) ™ tolhtlocytosis”™ Anlsocytosiy
Q MG/XCARY (CONTROL ) :
45976 9 t 1 0 o ]
X7 ] ] 0 3 i
4397t 0 1 [¢] 0 1
3919 [} 1 4 1) ]
43980 0 ] ] o t
G09532.0.5
10 MG/RE DAY ¢
45981 [} ) 0 @ §
43982 0 1 0 Q 1
A6 [ 1 a [ 1
4394 o ] D D 1
43005 o 1 0 0 i .
0539.05
50 MINGIDAY ¢
43985 ¢ 1 Q a 1
Awat [} 1 [ 4] \
41988 9 1 ¢ a 1 H
Ehs ] [} 1 [} Q 1 N
45990 1] 1 4] a \
055903
100 HG/KQ/DAY :
43931 0 1 [} [+) 1 [ |
43992 Q 1 [ ¢ |
43095 0 4 [ 4] ]
43994 o] [} Q ] !
4599% hJ t Q o L
60539 .0)
750 MGB/OAY
43996 Q 1 f [} 1
43997 ] 1 o] 4 1
43958 0 1 0 0 !
43599 a 1 0 [4) 1
44000 i) 1 0 [ t

191-1594




Tagdividual Hummtalyplcal Velues - Pretuse
Chanye flom caseting Oy O v3 Day 14

Group,
Animal trythro-
Hupbar uiill Pla&elau
Sus «1Q° fcmm £unan
Q0 L /KG/EAY (VERICLE CONTROL)
43976 M $.2 0.92 2t 6.9 o >
a3 ] 5.9 1.15 2.9 ¥4 u 3
axgye N z2.4 1 Q2 25 T3 a -83
42070 " 37 1?3 s 1 R & [ -1no
41800 L] 3.6 G i LI | L] Pl 4
10 WG/RGIOAY
EFEYY] [ 2.8 0 74 2 L9 o o
«38R2 " 5.1 1.%0 2.8 9.t I's -y
43983 - 24 o uas P . \ -4y
43983 L] 3.1 0.85 1.9 o9 ] 31
4398 " 1.t (-1} 24 8 a 1 ad
50 R KG/OAY
Jakb » 2 A tn 9z 23 76 0 -8
43967 N 18 1 24 2.8 80 1 38
43068 N 49 0.63 o9 4 @ 4] -s0
43986 L] as 0.68 2 s B 7 Q -23
43800 M * 3 1.07 18 7.2 1 Y]
100 _ML/KGIOAY -
oo [ a i . F ) T e T
A2 M s 2 r ol z 95 B¢ tes
43383 M 4 & 0.83 » B a0 .49
ad904 L] 3.9 ' 57 2.8 a6 ~3n
43985 L .y 0.79 1,8 5.G -y
250 MG, aGIDAY -
43986 o V1.4 vt 26 4.3 W
AJYR T ] 1.7 11 my» A | a9 1)
4398 [ -2 2 0.62 0.9 i9 - ¢th
AJYad L b 6 0 24 t i AR :}]
44000 L] 2.0 L] [ 6.5 It

191 1490

17 4




Ingividual Nematulegicml valyes Hratwnt
Change From nasaldny Ddy © vy Ouy 14

Graup, Sagmanted ' Qan
Animal Nauteo- Nuuge o~ Lymaha- raxineg~ Ownar
Numbar Pht'e pgils cytes ol nnng:y!u Qexsphlln tslll
Sua wi0% Jemm AICY fcam «10% scem A 10% fomm AU Jcmm Wt fcen n19¥ fgmm
O #Gean/Day (VENTCLE QONTROL).
438786 L] -1.2 HA [ 38 ] NA L N& NA
w37y L -0_6 NA 6 1 NA HA MA NA
~ AP0 ] [ ] na 2.1 N& NA A NA
43479 " -0.7 Na 48 NA HA LT NA
43390 L] 1.0 NA 5.1 L1 NA NA LTY
10 WG/RGIQAY .,
43381 L} U8 A 3 A Na NA HA
43987 L) 4.1 ~A F N& HA HA [
43663 L] Q.+ L] 2.8 LT} LY NA HR
43904 L] -9.4 NA 49 NA 1Y L7 NA
43985 L] -1.2 L0 z 4 NR L1} NA 13
4D MGINLIDAY:
233€¢6 ] 0. Na 2.3 e NS NR NA
43967 " -1 2 NA ¢ 9 NE ~A NA tA
439488 " -1.2 NA 4.9 ~NA N& HaA NA
41989 - v a NA 2.8 HA NA NA NA
42990 " 91 NA [ NE NA NA NA
100 NGIRGrPAY .
[ETTY ] g.s wa D.7 NA NA NA MA
43992 L] 0.8 NA L] NA NR NA ~
43993 M -0 N2 a7 N Ha NA L]
Q4994 L] 0.4 HA 3.4 Na MO NA NA
4389% ] -v.8§ NA I8 MR (N3 N& 1Y
150 WG/ pOIDAY .
43988 [ a6 NA c.? N& A [ MA
13997 " 2.1 HA 0 1) NA NR A
43994 N 1.6 LT} -3 HA Na MNA A
4349 L] 34 HA z.? e HA NA LT
/4000 L] ty Ha 2.0 NA NA A oA

191-13u4




APPERDIX D
Aistorical Control Uata

Individval studies have teen subjected to Quality Assurance audit; the
fotlowing hiatorical compilacion of dara has mot.

L81+1396
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Internarional Research & Development Corporation

]

Test Npwe

COxTPT. BEVATCLOC.CAL WALIES

Rass (D=3 Mosihs of Age

leirdivres
Tret-roovees
Ep=crglctie

Cpmgrasays

Herarcclodwres
P.azetlat

Sez Neutraph.is
Band MWeurvophile
Lvmphocyte
Eosinophils
Monocytes

Beeaphils

191-1394

7307 RS
il cen
£100 W32
/1006 WBT
‘100 w32
S100 wes
/100 WBC

/1D0 ¥BL

Kz.e Fexi.¢
Mean 25D N Yea- 2 &0 s
k& 2.8-.4 % 33: “i Dhwtt L hge
5.7 I, e-f A 3¢ 6. J.E"-2, 36 AE
1.8 £.5-10.) W 1¥.0 9.0-.8.7 3er
B i8.9-50 ¢ A @l Z PRI B s
< Sha§l 145 52 e :
3 19-2° 3p 23 Je.3" Ja
3 2w Jus 3u 27-@d as
2.8 0.0-3C.0 138 104 0.0-2".2 P
983 5B5-L 38, 365 1027 124-113, 3¢
13 -8 0 o I-2%5 J.%
i 0~-2 359 Q 0-2 355
N 63-95 335 &7 70~4% 1L
H Q-2 408 1 0-1 4!°
2 05 1\ 2 0-5 3"
) 0-3 357 ) o-C LTV




Addenda

APPENDIX E

Protocol amd Protacol
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INTERKATIONAL BESEANCH AMD DEVELOPHENT CORPURATICH
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PROTOCOL REVISLON 0R CLARIFICATION

{ISIR# G0S3%.01})
Study Mo. 191-1354 (DRDF BYO7645)

TITLE: l&~DAY RARCE-FIEDING STUDY IN BATS

e JUSTLFICAYION
1 Testc article idencificacion.
2 Addicion of authorization letter Ko pratocal.
b Study imiciation.
1TEN POOTOCOL REVISION O CLARIFICATION
i The teet areicle is ideacified as IRDC Mo, 9541
2 Latter ia appscded £o protocal as Appendix 3.
3 Cogdoct study in sccordance vith tttached proracel.
Scudy Director _ De. Rit & Zeller
¢ :‘:‘ & x 20 2/15/708
Signature Date
tRIO~LG-S
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Protacel

14-D s Pinding Stody in Ners

Tast Substance Idencfficavion Nyabsr fISIW) ot 39 s

Divi.tousd Baquest Documsnt (DED} Mumber QY &I CH S
fpeser Cincimact, Obts
Tasting Faeiltliey: Iatatnatioual Reswarch and Oqvelopasat Covporarien
felemazoo. Michigan
Study Wumber: 1911398
Puspose; To astabliah doses that will s used 1o & subsequent

atedy to detevming the affaer of the Emsr aybetiace
on the fartfliry of cwte.

§tudy Duration: Aboot & weuks

Racords te be
Nstatained: All recorde that wiold be rafmirad ¢o rucoostruet the
study and demonetraca adharefie ta ths procacol.

VA8/01/1 Protocol - Page 1 of 8
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k)
— Yeur Bubhotansa: Sescrtocton
- :._-: nﬁ: co sﬂtz ' m’.r‘l‘on
TEIN: Humbar: Colax Yiyeical Pore Dats
P g e 1729

Puri X Aceivel:

a__Su.. Lond
BORINMLLY VS

Storuge Condirionw: {Check Oce)
“* [ ] Book teaperszure { ] Refrigevetor ¢ | Preezer

. IX] Othar Asbtemt (50°P~30°F)
‘ Hazardy: (Check One)
I | Moue knowm, Take ovdinary precantions fv hgadling.

[X1 Other. Specify fyritews.
Specisl tostructinng; {Check One)

% S [ ] Neunes
A 131 Avg{d undue skin & evs coarace. For ekip cestsct. flush with water. Yar
- aye contact. flush propeely and thoteughly with vater.

Boute of Adninipesatiom

] Tast Sohatsnce amd

Rpaion for Cholew! The ozal routs hes baen choean to marimire
syocemaic afposure. The amticipatad route of

sxposary in Yomsms 15 darmal.

VAR/O./? Protocel ~ Page 2 ol B
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Teat (141 M
acias

Jugeification for
Selaptiod o

Test gznclz

Age and Height:

Rausing:

gguutaac:

Idencificacico:
And! Care:

Viet:
—r

Diet und Water
Analveis:

gg-_u@lmm
Dovs alm:

UABIDY/2

714
Spragus-Devlay, WIS’ :n"

Charles River Ereedlng Leberstnrias, Portege,
Michigsn, pf afhar scuree approved by Teating
Pacilicy and Sponser.

The tat 13 oBe yodunt commounly csed for the
evalustien of taratopemicicy asd is aceaptable
in the gwidaifoss of the PRA, EPA, ead GECD.

Males 31540 days old et start of scudy (Sosing)
waighiag 130-170 3.

Individually in suspeuded 55 wire-mewh cagms.
Fluerescenr 1ighting vill provide ()luminaticn
12 bours per 4sy. The lighting cycle will be
asiotsined go that dosing occurs at least & hours
afrer {iluminazion of the Rousing arss.

Hinfwrs of 5 daye.
Matsl ear tags.

Tolloe the spproved Scandard JUperating Pruesdures
of tha Testc Pscilizy.

4 aipgle 1ot of Purina Hodsat Chew #5001, or other
souter spproved by Spomsor and Study Director and
water froe s wuolicipal vager wupply will be
svailable ad 1Sditum.

[X] Sous. Thare are oo oWy concaningnts expected
vhick would iaterfere vith the atudy.

[ ] aa follows:

Tha stady w111 conadut of & cant groups and 1 comzrol
§Toup, ¢sch coanisting of S welaa. Becsuwx of Che
possible alintaation of aenimzle gfter Che 1nitisl
bloced exes and beceuxe of ¢he dody weighe crtraria,
chirty vats vill be otvdarsd to bagin the acclimaticn
petiad. The cantral group will teceiva the vehicle on
8 romparsbie reginen. Individua) dosager will be
baved om the mogt vecsnr body waighes., All animale,
12 created by gavape, will ba Josed st o comctant
velume, o¢-.§. 2.5 al/kg st waight, unless other
specific inwtrucriocas are vopplied.

Protocol -~ Page 3 of 8




.

Dose Pteant!u:

Precise Reguiremsnta
aod Group Amaiguments:

Anima]l espditiomin
and 3sigctisn

Obnarvetivns:

Bematalogy:

Tesr Scbatance
Adwiviptyez ioe;

Vaaf01;e

Tear Grovps: (Chack spproptiate boz)
[ 3 Dose tast gubstence endiluted

f ) Dost &2 A T {(w/v) molution/euspenstot of tesc
mkecansk

{ ] Doew o8 a 2 (w/v) acloticn/euspacaion of tesc
substetics in

[X] Dose par wpeactal instructfons ic Appendix ! and
1I.

Upon receipt, Che snimals will be Snspected for
dicssse gné 17 accaptad for the study {11 b2 Bouaed
{ndividaally snd fed Purine Chow or fsed described
previously and wacer zd 1ibitgm doving scclimatiou.
The snizsle will be obgarvad daily for any ovart
aigns of disesse ond wil) e given a datmiled phyaical
exsainstion just prior co study smitiatiom. ALl
antwsls wizh svidance of disuzse or athar
abnoraalitias will be discerded following the
approved Standard Operating Procadurea of tha Tesr
Pucilicy.

Priotr ta test pubgtanes admiolsteazien, tha rars will
b obssrved dsily for mertality apd owert changes in
appessrsnes sid hadevior.

Five 4sys aftar receipt of guimkls, blood zamylas will
be collected inte ¢ollacticn Tubes coataining EDTA
anti=coagoimnt, following the spproved Staodard
Opazating Procadurss sf the Tast Factlity, Ths wethod
vsed w11l Se speciftsd. Ermcglobin, hamscoertit,

whira dlood esll count, red blood cesll couns, wean
corpuscular hamoglobin ¢oncsactation, platslat couxnt,
wmd diffsvestisl white bdived cell et will be
detarnined, Those saingle judged to Dovs am advotmal
heasgron 89 dafismad by the Standard Oparatiag Procedures
of tha Tast facility 711l ds silmiosted. Dosing will
ba gtartad vithin seven {7} dsya of cha baunlinm bload
collecsionn.

The resr subatsnce will be sdminiscared arelly dsily
for 14 campsearive daya. [3] Administer by gavege.
[ 1 Adninistar in the diee, (%} Oxher _ =
Dase ar least gix boury afrer iliuminagien of che

housipg ares .

DOSE AT: LA, SO, 100, asd 350 mg/hg/dxy.
Ses Lustroccives Appendix I and 1Y,

Frotogel « Paga & of §




PTG
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.
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Shsecvations avd

Masourasenth:

Daily Observations

Sody Weights

Bematnlogy

Food Conaumpeion

Bemths
SRSV —

Prococel Changeo

lepore

V&B/01/S

The exinale will be observed tvice daily for
wortalicy ang clitnical signs of vexictty during the
coeataRnt pariod.

Body weights will be zscotded st initiation, day 4,
day 7, day 10, and duy La.

08 day 14 obrein end mmelyss Bload sawples ae
dugeribed in the precrestmant hematology ucrewning
(page ).

The food consuead will bs msasuzed cnce cach wesk.

Anigels that die ou the tast will ba discarded. 412
snimals surviving s¢ Dy L6 vill bs sacrificed and
diecardsd.

If Lt becomas necesssYy te change the mpproved
peatocel, varbal sgreemect ta waite thia chemgpe
should be made becwesn the Study Ditsctor and the
Spousor, &g soom &% practical, this change mmd the
feascn for 1c, should be documented in wricing ead
sigead by both tha Brudy Ddrector sad che Spouscr’s
Divisivpal Tomdcologter. This documevt ie than to
be actached ta the protocol s+ an addsmdum.

Raport decas of study initistion and germiaetion,
deachs, body veighte, grose abaommalicien, cltoicel
obestvarions and hamarological resmlrs. Statistically
asaly:a zthe finel body weights, body weight gains, and
tha chgogen {rom baseline far bhamoglobin, hematocric,
eotsl vhite blood eall comnt, Yed dlood celi coynt,
platsist count, sesa corpusculary volums, mean
corpuscitly hemoglodin, «8d sesn corpuscnlar bamoglobin
coutantIn~

tios values, CLomgats asch test gromd Co cthe eomnrrol
growp. This twperc shall comform fo sll requiremescs
outiinad in Secticm 58.183, Subpmrt J, Good Laboracory
Practices Ragulations.

Pratocol -~ Page 5 of 8




T™e Procter & Sanble Co., Ciacimmarl Ohis

/4444/7-’—:@ 2/4/83

Dacs Approved by Mar‘c Bivisiooal Tazicalogist: 5. $. Allgesd, Ph.D.

’ Proposed Scrart Date: Mgrch 4, 1988
- 351;3 28 Bagioaieg of Renge—Pisd $ = 1st Treatesant
- Pxoponed laticn Detu: #rreh 17, 1988
l __.55;1»-1 25 Lasc Bay of Treacment amd Seerifice
2 ?raucd Reperr Datat  June 10, 1988
. od am
' ‘ Study ptractor: KA Kelder.PhD s o 00 000
: Ca’s

Dace: ___Fab 5. 2988

. VAB/0176 Frotocol ~ Page 6 of &




1.

4,

5.

Iretocol - Appendix }

Instryctions for the Preparation snd Handilng of
Teat Substamce = Vehicls Mixztuves

Tast subscance ~ Yehicle Riz.uve should bs prepared:
[ 1 Datly (X! Weskiy [X] See {nscruccions bslow.
Storage: (I} Room tewperature { } Rafrigerstor [ J Othw

Mixctures thar are not trua soluticas ehould ba mized with the use of a

magoetic stirring ber during dosing procedurss. Mixtures fmvolving
the diat, give apecial inecruecions balow.

A Bomogeneity deterninerion [X) will [ ] #ill vot be tequited. 1M a
homogeneiry determinatim is required, sempls the mixtures from the top,
ntddle, and botcos of the mixing ecutainer, atd ceturd sawples,
appropriataly labeiled, Ev the Divisfenal Torieologist. Amcant of esch
seaple 20 al -

a_"}“‘"
A concencracion snd/ot atadility sealysis of the mixture {X] w11l goer

be reguired. If required, mmoust of cample to 20 mi .

Raturn pazant matdtisl ead dosing sclutions to Bpodssr for semliyeis.

Shippiog leserugtions:
Ship: [X] ambiert tewperetuse [ ] frezen [ ] other v

Ship eo: Sponsor
Specia) loacrueccions:

Dozage leveis

Donage Dosing Seepansico Dose Folums
Moabar _ng/kgiday Cooc, wg/uml ulikg

- 1 {vebicls 0 2.5
eongrol)

2 ] 4.0 3.5

(7]

50 0.0 2.5
4 i00 40.0 2.5
-3 250 180.4 2.5

YA8/03/7 Protocel -~ Puge T of 8




Pretocal « sndiz 11

Dos apoasion sracien Inpcruegions

Rare: These procadures provide immtructicua for tha prepuracion of 100 grass
ef doeiag euspensions. The proceduvas say be scaleé up te produce
larget quanciriess af 4-sing saspessions if eacasesry. ODoaiag suspensicn
shaold be prepared waekly.

i, Prapare an appropriata volupe of & selutien of 1.0 (w/v) Mechyleelluloss
{USP/PCC grade, 4000 cpe) in delonized, distilled wetar.

2. Add the apptapriate smount of the tast scbetsnce (see balow) 1n 5.0 grams
af Polyathyleas GClycol 400 (Carbowax PRG 40C, WP). The PES can be verned
to approzimacaly 37 dagrees Coutigrode t2 Ampreva tha solubility of PEG.

3. Add4 the PEC molution siowly (under agitacion) to the sppraptiate amount of
the Methylesllulose salution {ase below) to prepare L0 grams of tha final
doging suspension.

Dosicg Suspeasicn Tast Eubetance 12 Macbylesallclose Selustien
Concantratiod {grems) PEC 400 Bendad to Make 100 Grams of
(og/ml) Addad ko PEG  (grams} Final Dosisg Suspsmsion
Placado Vahicle ¢ 5.0 9.0
4 mg/al 0.4 5.0 9.5
20 wg/ul .0 s.0 33.0
40 ng/ml 4.0 5.0 9.0
100 ag/al 10.0 5.0 B85.0

4, Souicmte the dosicg euspensien for mppraximacaly 90 raconds.
5. Adiust the pH of the doming suspenszion to 7.0 uatog 1M cicric acid.
6. Sonicace cha domisg suspenaionr et the begioning of wach dwy priov te

commeucenent 0f dosiag. agitats the doging sospension gencly during ths
dosing procedurss weih & magnesic eriv bar/ecirrver.

Nota: The coaponants af tha FICrmathylcsllulces vehicle may be comvenimitly
ordered through Pisher $ctwntifie.
Methylcellsloms (4000 cenripeise) PMaber Cataiog M=352-300

Carbowax PRC 400 Tiaher Cataleg FP-167-1

Li6/ed
VAB/O1/9

Pratozal ~ Page 4 of B
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THE PROCTER & CAMBLE COMPANY

MRAMS YALLEY LAIORATERIS
PO IO BEW, CoGNMATL QWO AIB-Y

e RECEIVED
Febhruary 10, 1 i“;ﬁ;

FEB 12 1984
Nr. J. L. $chacdain WIERNAIRAL BESEADCH
Internacional Rasearch b OEVELOPIRT m:nf

Davelopaent Corporation
500 Nacth Mein St.
Nattavan, Hichigen 49071

Dear Mr. Schardein:

This is to aythorize you to carcy out the folloving study according to the
artached protocel, and in cocformames vith the stipulations of cur current
Laborptory Sarvizes Agtesaent.

Motica: 1) This study ig expected to be snbmitred to tha fuiloving regularory

I agency: Pood sad Drug sdainisiration. The study should be tisted
on the Test Facility's master list of regulsted atudies. The
stipulations of the prozocel are 10 ba japlemented iz cooplete
conformance with the appropriate regulations [FOA Good Laboratory
Practice VNagulatiooy (21 CFR, Part 50) or EPA GLF Regulationwy (40
CFR, Part ?92”-

2) Quality Assurance Inspections:

ALl critical phases and the fizal report will be inapected. The
critical phugey may be defined by the QAU and Study Director.

1} Documencation o¢f the derivation, charsctarization. and stability
v~2ting of the test substance vill be the respongibility of the

Spomsor.

4} The test subztance is (0 be used for research and developaent
purposax only.

Tast: 14-Day Range Pinding Study in fars
Protocol Ro:  3peciml Protocol dated 2/4/833
Test Substance Ho: ©0539.08 Ooc. Ragq. lo.: BYD7643
Physical Porm: Poudsrc




N NP TR OB U O By @0 B WE R N om G o

oo

"

A

PR N Y NN

-

[T}

La

58

it FEOCTIR & GAMRLE COLPPNY

Mz, J. L. Schardein

Intacnetional Research §
Oevalaopment Corporstion

February 10. 1989

Page 2

Hattors imvolving the seientifie aspects of the vark cee be handled direc.ly
vith the Spoasor’s Divisicasl Toxicologizt. All unused zamples are to be
returned te the Divisional Towicelogist at the folloving eddress (the ¢ost of
ghipsent should be includsd in che study cost). Tia cost of this study vill
be shered equully by twog PaG Divisiona. Please send separzte invoicer to:

Pr. Greg Allgood Tele. (513) 330.4098 Dr. Gerald Basse

The Practer & Gambiw Cospamy RED Labs

11511 Reed Bartman Highway-Ra. EB2D1S fichardsan-Ticks

Cincinnat!, OChio &5741 Rushem Parck
Vhice H3ll Lane
“hﬂr mrfﬂ

‘!'H'ZD-HIUU. ‘ﬂ‘lm
Tha Richardson-Vicks invoice should relerance budget code 240-510-03D-A.

toaplete both copies of the attachad protocol by adding your zrudy numbers,
gropoeed start and comyletion dates, stwdy cost and buve the Study Diractor
aign and datw thew. The Study Director should dafine the star: snd completion
dates ot the protog¢ol. Rutein one copy amd return goe copy to we, almyg vith
» letter stating that you agrse to do the vork specified in tha artachad
gratocol. Three copies of the draft ceport ara mzedad s¢ Joon am poxsidle,
and are to be sant 10 my attention at the addreas showm on the lettechaad.
dlso, complete the attached animsl sccounting form and raturm it with the
final capozt.

The iavoice for this study sbould be senr ta:
Nr. Jim Mucthews
Tha Pructer & Gamble Company
11511 Rewd Barwman Bighvsy - Roos HEZDAY
Clacinnati, Ohio 45241
Stacerely,

THEE PROCIRR & GAMNBLE COMPANT
Ravaarch & Deveiopaent Departmsnt

99 o

Srustan & Bevironssntal Safety Division

Approved: 4@”‘2&2
,» Wiaters, 8N

Diceactor, Sumap & Envircnmantai Sefety Div.

st

ces Srudy Flle
XYL Qal
G. S, Allgood o
Ma Dandgg

DaKald o (LY f»)..\._,{-_._,\_
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INTERMATIORAL RESEARCE AND DETELOPMENT CODRPORATICN

PROTGCOL REVISICN QR CLARIYICATION

(TSINe G0%39.13)
?rotocol Sheet Yeo. 2 frude Yo, 191-139& (DRB#2 RYN76as)

TITLE: [4~DAY RARGE-CINDING STODY DE RATS

ITEy JISTI¥ICATION
1 Inclusion of snimal randomization procedurs.
N Correcsion g€ sc.aw daricaan.
bl ClzslFicazin a2 a3 »al Jelszhl rangs 30 sTaz: o
acady.
1EN PROTOCOL BEVISIOR OR CLARIFICATION

l Animal numbecs and correspoudiag bedy weights will
ba e¢acored onto magnetic tape wvhich will be used as
the dara agurce loc the randomizationm procedute.
The mean body weight aod standaed deviation will be
calculated by sex and 4 computaregensvated edit

s will davelop 4 Lioking of chosse aminels whose Yodv

weighte are vithin +1.5 sctandard davigticns of the

aezan. Frow the quelifviog sniasls, the ram-

domizaticn procedure will selecr and scmign the
required aumber of animais. Sartlect's test for
homoganeity of vacriances will be spplied ro che

Stoupn. 1If the groups ave judged to be aozhoaoge-

asous, new eandomizations will Be gacacseced uncil

homogeneicy is escablishad.

H Page [ of 8
Study Duration: sbour 1 wvemks.

) Page 3 of 8

- gl and weight: actual weaight range as documssced
La study recards is 158 - 133 grams.

Jtudy Dirmetor Dr. Rit A. Reller

- s 1/05/48
Signacure vace

ta90~-u9-5
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~ INTESNATIOKAL RFSUARCH ARD DEVELOPMEWT CORPORATION

PROTOCOL REVISION O CLARLFICATION

(TSIR# GD539,03)
Protocol Shaet Bo. 3 Study Bo. 191-1394 (DRD4 BY0?548)

TITLE: 4-CAY RANCE-PINDING STTODY IR UATS

ILTXM JUSTIFICATION
1 Provisicn for uwe of 1R KaOR in test article pre~

peCITion 48 OGCESRATY.

ITEM PROTRCOYL EEVISION OR CLARIFICATIOR

1 {. Appendix Il:

5. Adjust che pB of Che doslog suspension tc 7.0
yeigg IM cicric acid or 1H RaUH a3 aocesvery.

Study Divector _ Dr. Eit A. Ksller

N o NI 3/23/88
Signwiure Date

1R50—49-5
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TNTERNATIONAL RESEARCH AND DEVELOPMENT CORPORATION

PROTOCOL REVISION OR CLARFFICATION

{15104 G0539.03)
Prctocal Sheet No. _ & Scudy Wo. 19i-1394 (DRO® PYOT6HLS)

TITLE: 14~DAY RANGE-FINDING STUDY IR RATE

TITE™ JUSTIFICATION
1 Provision for use of IR KaDH in test acticle pere-

paration &s neceswary {repeat of Protocol Sheet Ro.
1, but with inclusior of Spomsor sigaature block).

L e S T e L T - - — ———— =

1TE~ PROTOCOL REVISION OR CLARLIFICATION
1 ),  Appendix ll:

5. Adjust the pM of the dosing suspension to 7.0
using 1M citric acid or )N BaOR a5 necessary.

Approved By:

P

s
¢ -
pr.’ cnig Mlg*d - ;

Ja gl
.
F\

\

Ll R8N

Study Dirvector Dr. Kit A, Keller

. D PR (N8 3/28/88
Signature Date

IRGO-49-5
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INTERNATIONAL WESEARCR AND DEVELOPMENT CORPDRATION

PROTOCOL REVISION OR CLARIFICATION
(Ts1¥d 60539.03)

Protace! Shaet Ro. 5 ftudy Wo. 191-739& (DRDS BYC7645)

A —— 1 ———

TITLE: 14-DAY RANGE-FINDING STUDY IN RATS

ren JUBTIFICATION
1 Inclusion of actuel animal welght range at

candomization.

s R m T Y- AENTEEwY—— s Awa e ar A s et AT - EE NS ewT S S Ny o ssa s

ITEM PROTOCOL REVISION OF CLARIFICATION

1 Animal weight range: 138~183 prawms

Approved By:

f (/s

Date

Spoasor'e Reprefientat

G-u:cso'.r < N"j“'i) BLD

Study Director  br. Tit 4. Keller

N £ e A L 4f08/BR
Sirnature Date

IRI0~49-5




YNTERDEPARYTWENTAL CORRBEPONDENCE

FROM: G. &. Rixon DATE: 4pril 20, 1988
TO:  Study Pile‘/ B/L: NOR-DISCRETIONARY

SUBJBCT: KONITCRING VISIT
The following study vae revieved for data gualitys
LARORATORY: IRDC
STUDY NO.: 191-139%
TSIN; $0539.03 - 14-Day Fertility Range Finding

DATE OF BREVIEW: 3/21/88

REVIRWED BY: G. A. Nixo
e oo A IriliT

at

cc: Divisional Toxicologist - G. S. allgood
¥. BE. Freeberg

Wbt




TEST SUBSTANCE CHARACTERIZATION REPORT (TSCR)
DRD: BV TS
TSIN: gp S3FoR

TestT Article

{Froduct/Iugredient);: oc:anirn@ Brand Notvebook Ref: - -

Physicel Form: Splid PR _B8-10 (1% solutjen in water) .,
Color: Qf{-White Dxpirstion Date: Frarac-g 37

Storage Conditions: Bazards: COTTIOBive ’

X Roonm Temperature

Other

Stabllity Tesring ie:
X Coupleted
In Progress

D.0.T. Bazard Clessification: Non-hazardoug/Nor combustible

These cheticals/tast articles have been checked % VYes
againgt the TSCA inventory list, __¥o

Formuliated Copposition

Target Targst
b Xominal Actual Hangured Stock
. {€C.A.5.) Component Component Component Coda
Component (Runber) Level Lavel Level No. Lot Nurder
Octbpirn@ - 100 100 99.3 Ax288 2

(a) Use cheoicel or CTTA newes which uniguely ddentifies eath commorment. Clotmon,
pop-chemicel cawes such £ {7ergitol 15-5<D or yellow dye #10) sbould be indizated in
parenthesss following the chamical name., Yon-definitive {dentificotion (e.3..
BC-Bage, Arguad} §5 —ux acceptable.

{b) CAS numbers should be includad whanever mvailable. They are ecopecially imporcant foy
uein compoments of the formulation.

VAL/ D05
a/87




Page"2

DRh; R!O%

TSIN: _G0509.03

AvALYSIS
Date Submitter Code Myzpured laboratory Testing
submitted Or Lab Fotebook Anslyeis {X) * Value Limttg Dz Date Source
5/8/87 85149005 HCT b 4 Pass Pass SWIC Mier
and 88023018
85148005 Active Assey gg.;; 9§.0~101.5% SWIC Analy
88025017 Active Assay 9,53 t " " "
h—
85149005 IR Pass Must march  SWIC Analy
and standard
48025017 Bpectrum
85149005 Appearance Pass Pass oMP
and
8212700)

* Analysis vequired by toxicologist or microbiclogist

Approvals: The tyst substance o5 made end chatecterized 13 a representotive example of
ehe Intended Pormulation. Making records for plant-made product are
being/have beren chtained and evaluated by Froducts Iteuuch 2o / Pt

¥Process Development: iw.. W l!‘f(fﬂ’a/

{Signature) “{Cate)
Progucte Research: s
(Signature) {Date)

o
~ 7 ' ) /}‘l .
Acceptable Microbial Svecsptibility: ““i ‘a- ff oA % %.{ ¢ é) i
fignn
GMP Duality Asxurance: #a,ﬁ_ f Z ﬁj 2/. ;.?2/ )
S1 ature)/

(D.ltr.]

fal

{Atiach batch records for OF review)

finighed products will be recained by Quelicy Asmurance

U saxples)

This substance has been approp-istely theractarized and is accepisble for Lesting cutlimad

fIn the artached LRD. YN ;,Z/c{/f 5

Division Texicolngist! Ld-('bf.{ ,,-10 ')ZﬁéiL
¢ (Date}

{8ipnature)

VAl /005
8/81




SAFRTY SAMPLE ANALYSIS
{submitr to Texicology Office trith completed protocola)

DRD #BY GR{YSTSIN 6 OB TG B TOXICOLOGIST __ G .S A JLS_%J

COMPOUND /PORMULA /PRODUCT NAME® ofé_‘%\r oX

ANTICIPATED RECEIPT DATES: FIRST SANFLE 3 h‘ E!R& LAST SAMPLE =,
(To be comwpleted by JVM wnpon scudy placement, then coptes fo Analytical,
Toxicologist, and DRP file.)

To verify the jdentity of returned safety samples, the following sualysig(es)
should be run on raturned parent materisl(s) and/or dozing preparaticu(s) (pleage
check items §1 and #2 av appropriate), These analyses are in addition to weights
obzained on all returned samples, Toxicologicts are encouraged to discuss this
enalytical progrem with Analytical persemne]l before initiatfon,

X] 1. Please parform whichaver enalysis{es) Apalytical Ssction comsiderg
feasible to confirm correct comcentyation of parent ustive and/ar corrset
dilution of dosing preparation submiteed for analysis .

[l 2. The f{cllowing specific analyeie(es) 1u addition to, or inetead of, #}
is/are needed,

Matarial to be Tested

Analytical (Estimated Concentration) Submitted to
Spmple Parent c Dowiug Analyrical R2enles
Code Analysis Marerial folutiop (Initials/Date) (luitfalis/Dare)

I Quirpuoy  Qelvgivox®] (2-kabdy)
4 Oudsg rox R (3oh i)

At Y iis
_S{wX, |2

>TvEx
=it ia,#“\

LA&&M%::?‘ heamemodons,

wil bt »n tehfined "“"‘"f"“

% wor further descriptiom of Taxicologist

wate. 1 contact J. V. Matthevs (inftialw):
at extengion 2561, Date:
The Toxicology Office wil? dincuss Received by
this with Analytical persoopel X Tox, Office
per sgreament with dedwlaiger s, € leset (4nitials):
The test subgtance bifore Jisution. Date:

GJ/OSALK fec2




ISTERDEPARTHENTAL CORRESPOHWDENCE

FROM: DKTEs

T0: Operations Section BfL:

SUBJECT: NONCLINICAL STUDY REGULATORY STATUS

Notificstion pertaining to: b é__OFoHS

1.

3.

5.

sy _&O537.¢3

The study des¢ribed 1n the sbove protocol is to be considered:

™) Safety
{ 1 Regulated Safetvy
t } Investigationmsl

XY 1The data is expected to be submitted to the following
regilatory agency:

] FDA
E3 EPA
[ 3 Other

[ ] The data is not expected to be submitted to a regulatory
agency (Bores #4 snd §5 below need not be checked)

%] Tha test substance has beeh charecterized and results are shoun
on the test substance characterization repert (TSCR).

[X] The method of sayathesis, fabricat{om, or derivation of the test
relatad substances has been documented (requlred for regulated
studies).

X} Stebility testing has been done or will be done on tha test
substance (reguired for regulated studies).

-

Sponsor's Divisional Yoxicalogist &é é,ﬁrﬁu,‘]

Datea: _.2_! 2 zgﬁ

bg: BEGSTAT
10/23/86




