


Report Title: 14-Day Range-Finding Study in Rats 

Test Type: Reproduction Toxicity 

Conducting Laboratory and Location: International Research and Development 
Corporation 

Test Substance(s): #G0539.03 - Octopirox in PEG/methylcellulose vehicle 

Species: Rat 

# of Animak: 5 male rats per group 

Test Conditions: 0, 50, 100 and 250 mg/kg/day of test material administered by gavage 
as a single daily dose (2 ml/kg) for 14 consecutive days. 5 male rats per group. Blood 
samples taken prior to study and on Day 14. 

Results: Study was conducted to set dose levels for a segment I fertility study. There 
were no treatment related clinical signs of toxicity. The doses used in this study were 
selected for the fertility study. 
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Study Title: IGDeg tinge-Finding Study in uts 

Teat Article: (TSIW) CO539.03 

The coaduct of chir rtudy hal been rubjacced co priodrc innpeccionr. 

The darsr of inapectioa md the dates Char iindidga utte teporrcd to 

sd,ldgelsent and tAt Stlldy ti?eCCar dttc 1i4C4,d ITI Ap)4ndi% 4. 

This report has been revioued by cha Kactrnrcional Rererrch md 

rweloment CdfpJr4cion Quality Mlurdnca Department in accardaace nth 

the United SCatto Pooad wd Drug Administration hod Laboracary Aaccics 

Uuqulatima of June 20, 1979 end ao modified by the final rult cFfectivc 

October 5, 1987. 



II. SYtJOPsrs -- 
Twenty-Fira au10 Charlar River COBSJ C@ ~SCJ, rrndmnly rrrigued co 

one control md fauc rre~tmznc groupu of five animals each, vcrt~ med ia 

whir renge-Finding ot-Ay to deccmiab doer@ Irvels of GD530.03 for a 

fert iI icy ‘Ltudy. Dosa51 level% of IO, SO, 100 and 250 q/k&day wt-.c 

adminiacered oallp by gauge m s ainglr daily dose for 14 conaczutivs 

days at m coaatant rolme of 2.5 q l/kq. Ttr+ contr’ol group teceived the 

vehicle only, P ccmbinmtioo Of f.OZ flu?thylccllutotW *nd polyethylene gly- 
co1 (PSC) 400, OIL a comparable regimen. Blood *ample9 nfb taken prior 

to test materul mdminiatrrtion and gn ch feurretnth day of treac~~tnt 

far anlly5il. Tht animals uxe sacrificad wnd diocsrded afrcc the second 

11’ 1 
rem weI oignificmrly dccream# in 

f Add it iamb1 ecderat e dcviar ioed hoa 

CL@-+- 
I 

control vt~lurt rrtr6 alaa cbbret-vad For btl33 hmatologicsl patme err at 
F13h, 
,,,6.&~ kT 

this doea(~e level; hmcvsr, thema vrlues uer6 vithin hiltoricr cmcto~ 

ranpea wd any asrociition of there devirtianl dth ~88~ art lc traat- 

sent iB wxltrr, ‘Were l~ie w other me+ningfuL diffsrenc d in hemafole 
gicul rtluem between the control group zmd phy 
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I?I. xRTXoWcIsQL 

A. OUJBCTLVS 

The objectiva of this srudy uaa to erkablidh appropriate dosage 

levpl~ to be urtld ia B aubsaquant study eb dreeminc the effect of the 

LUOC oubstance cm rhe fertility of rata. 

B _ ?i(ST ARTICLE LDCITLPKCATIOd 

the. teqt article use received from The Procter abd Gamble Company, 

Ciocimrti, Ohio, OQ Febturry 12, 1968. 8s indicated below: 

Jsabcl Deacriptioo 

TE8T 8lIBS-T. {T%d, 60539.03 . 
II 1.V. KKQUEST WC. (DUD) BY07645 
DA?E EtX’D. COPlLP. SSCTIOIi) 2110188 
TYPIC OF TEST >-DAY RANQ? FlkQIHG SWW 

LID, Colll., UFaEL) 751.26 clwss M. (INK 
*TARS ur. 471.62 UT Vc. 249.64 8 ~~ _I 

MaJEW? 

whit 
(1 t 

.= 5 
‘CmC 
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1. Anlm81 gecelpx and l4aintenanca 
Thirty-eight 28-drg aid male Spragu~D~vlay derived Charles River 

nta b&s& laboretory dibr MS aodyeod by the msaufocturer for 

the presence al ~etfcldeo, heeoy mttrle ad aflstowins; tte diet-lat 

used uau recorded. Ihe drW.lag vrdttc at ZR#: iu anllyrcd quarterly for 

the presence uf pcetleidce, heavy metals and cakifersr. tie results a: 

tbme .maLp+s arc stored In the 1RDC .Atchlve~ ia H~CKCWU, Mchigbn, and 

era availsbla upon tcqueot. me study Dirtctcr daas Mt awalal of soy 

potential ccaumlnanca of clchet dlez or drinkSlsg m&et ttrat might hawt 
j-hrftred with the readto of tMa stdy. 

IhroughouK ttm wdy. rll aAwl wre bus4d in an CLl+irDarPm- 

tally controlld mas. ~ptrrrurc rcqd tetuen ?Z’F end 749P, wtth R 

mean tempererwe 2 stmdard dcvlation of 73 2 0.9.l’; huidity raged 

between 56% rad fill%. with a etch hmtiity r stand&H deuiatiuQ Qf 68) 

2‘ 1%. Plabrercent lighting prwidti 1Llmniaatlon 12 hours pc day. he 

191-1394 



rats were hourad individtially ia suspended rirsrcsh crgee frcw receipt 

uaciL racrif ice. Each animal vw idaorifiod by cage, by ~raup and indi- 

viduolly by B Ikmel~ errrl en; tag btrrfog its roioul nunbec. The iadi- 

vidurl mimnl timber plus the Il?IX rrlrdy umber eamprird a unique 

identifiertim nwabar fur each mima1. Iho animala yerc 31 days oLd cm 

cha first day of dosing and wiEhtd betuseo 166 sad 118 g od the day 

prior co iaitiatum of doring. 

The reudy vu initiated uirh Study Director apprcm+1 elf the pro- 

tocol on Pebwory 15. 1988. Terc article #dminirLrrcion began oc .%cch 

4, 1988. and tllc 6cu4y termioactd on Urch 17, 1988. 

2, Rationale for klectioa of Species aad Strain 

The tat is one rodeor colnnan1y wed for the eltaltiatioa af terato- 

genicity aad is ecceptrbtt ia the guideliasr of t!w FM, EPA end OBCD. 

3. Otganirot ion of Teat Croup6 

AC rhc end of the rcclimtioo peribd, e11 mziaals wcm weighed 

md Dd3JaCte.d CO P detailed phyoiCa1 -wPluacim- dny rat tirh abaoml 

buaeliae herutolo~icml vrlues -HI discarded- Adaok conridercd tyitsble 

for study were rmdosly anaigned to me cOdtro1 gmup and four creatmemt 

groups of five ratg crch by F~C Colloving earpiter-generated system. 

beiael numberr and carmapaadiag body veiEht# nre entered onto magnetic 

cdpc chdc warn ured as chr data q mrt(l for tbe raodomixrtian proccdurc. 

The man body weight end tietadard dcriatioc weea crlculrted and s 

cmeporec-generated edir developed 8 Listing of those anialla Bose bady 

reighca were within l 1.5 #tmdprd dtrirrioaw of the mador Fran the 

queLLeying 8niwIe, the cradomiaatkm procedure aelecced and sesignad the 

r6quimd number OC l niippln. Barclutt’ta tear for hmwgcnaity of vrriance 

vea applied to the gmups; tttt #rwpe were judged te be homogeoeoua. 

5. TIM? mICLB AWIBISTUTNM 

The selecred route of addminirtrstion u&a orrl ia order CO wxiairr 

systemic erpeure. The enticip8ted route aE tapmute ia human, ir de-l. 
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For the coutrO1 gcoup, the reqult6d &#wlC6 Of polyetnylene slycol 

IPEG) 400 aad 1.0% merlq,4celLulare (at a rario of 1~19) mm wighad inro 

a berket sod ai*ed u8iag magnetic dzif bars aad a stir pkte. the 

refiulting smpensim ~8 4oaicrted for approxidmely 90 seconds. For chic! 

tresced groups. the eppcoprixa amount of the ceac article. GDS39.03, ~89 

-pi&bed sod dissolved in a beaker with the required mrmmt of PEG MUI 

using mgneric stir herr and a stir plute. The PBC 600 ua6 warmed to 

epprorlmately 37.C co fecllitrte dissolution of rhe rest article. The 

required ~ounc of 1.0X llechfIcellulooe v&a leighcd into l reparece 

beaker dbd then slowly added to the PEG'C~UL dtcicle solution at a ratio 
of L9:I. ‘The reeultieg ompentioa was sritrtd Ming ~gnocic stir bara 

sad 8 stir plate and then soaicated for npproximatuly 90 eecmds. The pll 
of the vehicle cootrtrl oad teat article ruspcarioao wee adjusted r~ 7.0 

using 1N citric acid andlor LN radium hydroxide 1~ ncces~~ry. Thhs 

surpensiona w8r’8 rhea dirpeored inro amber cappod containers ~3 etored 

r4Erigerrted pr.ibr LO dirpcaaatian. Ibs surpensiooa mire stirred miog 

magnetic stir bars and 8 etir plate during adminiacratim. 
The CBEC article wao prq~arrb umskly at c.oacan~isLionn ED permit the 

edminiflctacim of dose lcrclb CL 10, 50, 100 and 250 qlkgfday ac II 

dseage v~lurm oE 2.5 mlfkg. Saoplee EWE the top, middle and botroe of 

the miring container ECM L~C first usskky doeiog pceparrtiona wet% sent 

tD Cha Sponror for homogaaarcy &tcel(Dinati~. Smples fm the second 
weekly dosing pceparariona aura sew to the 9pwror for concenrracioa 

nnd/4r stability analpris. 



ml 

1nsrrlmcnt llasd 

Ortho EL?-lib 
ottlto EL-f-80 
Ortho J?LT-30 
Qrtbo ELI+Iw 
crcho cm-F 
ortha I?LT-am 

qere da temined from the mod triCGnt ly rECOrded body weighrs . LMlSUl& 

began rpprmimtriy 5 Co 7 ll2 hours rftar initiation of chc illlmlnaced 

OCCUR at Seoet six hmwa after initinrior OF illuminatroa of the tiusieg 

I)itector. Chest derirtibna did not affect the quality @r integrity Df the 

arudy. 

C. OBSEI\VATIOI= 

The mimala tere obscrvcd twice daily for Rortrlity and clinical 

riena of toxicity during the freemoot period. 

2. Body Wcightr 

tiation af doeinq and oft tccament daya 4, 7, 10 and 14. 
3. lkmd Cnrlswept ioa 

Food cofw.mpei0n MB rrcordcd arkly during the treat-w sriod- 

i%emst~Logical 6raluetiana erc camductcd m  all mre*Ls ollca prior to 
study initiaLi md On day 16. Blood mmplcs mre &btaincd from the 

PJiQxetcr 

Caukocytt bunt 
HrytbtoCJte count 
‘maglobin 
Ilcatoct.it 
xcv, Mm, Mew 
Pl&LILCf!i 
Dif l?crunCfml 

LeukDcytc count 



B. DATA LuTemIOa 

~11 raw data. P eainple af Che test erCicLc and copies of the final 

report ore retained in chu Archivce af International Rerearch and 

development hrporrtioa, 500 N. Main, !dactrvan, !-fichigrn 49071. 
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8. CLIdlCAL PATHOl,MX 

lfcmrcology Values (Table 4, Appcoduc C) 

A significant ducrease fp<O.Dll in chr number of peripheeol lymph,,- 

cyrcs ~a8 obeecved LO the 250 m&kg/day group at day 14. hddrtional 
.., , 

q oderetc dcviat ions From control values wee $s_oAscrved for RLF / 
-A_---- 

hematologicdl values 8t this doeag$ chrse drf Eerences 

were within cnpecrcd ranges for chi6 

any aesociatian of chare dcviatianc. with re actiELe Crcarmcnt 19 

UnCle8r. 

Aoairtaat Ibirectm, Pcprductive 
and tiuslapmeatal Tox~calo&y Oivision 

Rcvicuod By: 
Robert G, Ooil, D.V.H., A.C.V.P. DipLamece 
Scientific Director of Pethology DiViJiUn 

191-1394 



VI. 9 IGNATUBES 

Repart Writer 
lhpa*tnent aC Report Vriting 

-1 ‘, ,1:y 
Dart 

Scknt ific Dimctor, Reproductive and 
Developentat Tnricology Division 
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WK. DLSCu6StoA Atm 0o11ocLusIoN 

any of the arudy grabup4, 

all treated groupn rste cwpar It co thare of chr control group. 

t&kg/day group at d’yy4> ~‘Mditiwml mcderatt  devmcionr from crrnrra1 
valuea *ekoiaP~#arv~d for other hmmtological p~rr~stecs et this 

dosage lew 1; hoummr,  there umluer were within hitieorical caotrol reapa ; 

/at-A buy aeaociatkm of rhrrr dcvictions with stat article trgp~ Ih --. -__ 
* ,ulJ/- 

______.  -.- - - --.- __  -- --- 

Baaed on Chrse considerntioan, doage  kcralm oE IO. 100  and  ‘L59  
uy/k~/dsy YET= selected Lor L fertility scud9 with QueLer River C0BS 
CM t-MA. 

l-0 rhr bJJL of my  knowledge, ttmtc vtra no  rignificamt deristlon6 
from thr Cood Labarrtory Prmctico I&#utrtibna rhrt aiLacted the quality 
or integrity of the study. Ihi rtudy we conducted in ccm~onnmc4 wick 

the Good  mbor*rmy Prutica Ragularioar. Thin nporr  rccur4te1y 
reflecer the tew data obt#imd during the p~fatwcr of tke study. 

+ e.‘fAiZ- 
Kit A. lblle, Ph.D. 
Anmimt&nt Director. Keproductira and 

Dmv*topmmatmL Toxicology Divi8iw 
Study Director 
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9.1 
11.1 

I.12 
Z.bb 

O.Zlb 
Cl.321 

0.75 
0.65 

1 73 
1.96 

1.1 
1.1 

0.w 
0.54 

U.P 
0.43 

73.5 
26.3 

. . . .- 

5 
5 

5 
5 

b 
5 

5 
5 

5 
S 

6 
5 

5 
5 

b 
5 

_ _-.__ 

11.8 
15.0 

1.71 
7.83 

0.149 
9.239 

(1.54 
0.61 

Il.98 
1.66 

1.1 
0.0 

a.95 
0.53 

b.l6 
0.56 

17b.b 
92.6 

10.5 
1.4.7 

5.06 
6.02 

4.99 
Lb2 

5 
5 

5.07 
6.03 

17.2 
14.6 

5 
s 

a.51 
0.63 

12.4 
14.7 

37.3 
44.1 

b 
5 

I,42 
2 3.1 

c.0 
1.7 

0.39 
o.bE 

0.26 
0.46 

5 
5 

15 
14 

Y4.9 
24.5 

33.3 
37.9 

606 
554 

24.4 
24.2 

32.9 
3706 

w.l 
t11.0 

5 
5 

33.3 
37.5 

5s4 
544 

s 
5 

54D 
31s 

5 
5 

_-,------_ - .-.--- -_ 



TABLE k. Coclt . ---_ - I Sublry L-d roematolw~cal YSlVCS --. --. ---- - 
lwf GO!+V.O, (Pq/kq/ded 

9 100 
’ MLAN S.6. N IWM ----- 

Prete5t 
14 

trythrocyter 
.loL/CUlTl 

IJtctert 
Id 

11.3 
14,5 

9 .a? 
5.91 

12.3 
14.5 

36-9 
44.5 

16 
74 

25.2 
24.3 

33.2 
31.6 

491 
46a 

-- 

I.41 
1.94 

11.063 
0.301 

0.31 
cl.47 

a.63 
I.77 

I.1 
I.1 

0.w 
0.56 

O.?? 
0.35 

64.3 
52.2 

5 
5 

5 
5 

5 
5 

10.9 
17.6 

q.82 
5.s 

If.1 
13.1 

25.1 
23.6 

33.2 
32.0 

599 
GiO 

---- -- . . -. 

J.M 
t.25 

0 124 
0.191 

0-u 
1.34 

1.22 
?.I? 

1.1 
2.6 

5 
5 

5 
5 

‘I 
5 

5 
5 

5 
!I U  



TABId --. c. Cont. OF Valuer -----.-- -- St.aarj tiemalab2piCdl -_ --_-- --,- ___- -. ---.- __ 
tear GCH9.03 (Isp/kg/darl 

- 
-- 

Ut 0 10 SD ,_, [coacrgll 
I 5 nPasurctl k?r$lr HE AN 5.0. N ntNl 5.h. h- rtnn 5 0. R -,_ ~- ----- - _-___ -- _ -.-- - 

_- .--_ -____, ---- --_ .-_---m_ -__ ____ -.-_, - .---- -._-- ____ _._ _ 

111.l?.Y 

N 
0 
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TABLB 4. Cont. - 

PaTMCtC's nobrure4l ,--- -- .F 

4.0 

t .a3 

?.3 

1.4 

0 

-0.4 

.0,3 

-52 

1.22 

a.169 

0.66 

1.61 

0.9 

0.64 

0.41 

3P.l 

3.6 

1.01 

2.3 

1.5 

0 

-0 I 

-0.1 

-25 

2.4 

0.96 

7.0 

?.C 

0 

4.7 

-0.8 

-16 

0.90 

0.171 

0.10 

1.60 

a,5 

a.59 

0.95 

37.7 
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-.-. 
riu-Iwa 

_ -4 -- ----__ --s, 

so. - 51dSQll-d QPviatloN vplues of the trealel grabpi rerc not 5lgnlflcbntly dtff4fwt 
U  . Nlr&r of Anrmalc CWIK Uwre af the cmtml group: ~~0.05 
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Datee of fnspcction8 
2-29-811 
3-W-88 
3-04-m 
3-07-M 
3-l&-B8 
3-1 I-38 
3-21-68 
5-10-06 
6-01-66 

Ikces of Reports 
to Hanogmn8ac 

3 -03~aa 
3-07-85 
3-21-88 
6-O 1-a 

L9b1394 

DaCPS of Beports 
to Srudy Director 

3-03-W 
3-07-88 
J-2 1-88 
6-01-66 



1 



- ~-. .-- ------.... . .-- 
Teat keicic. 
Doragr Level, 
Ar. ima\ Number 

study Day 
Prcdoac Poatdoae Antemorcem Qbecrvat iunr Day of Surificc 

- _-a- -- --- 

I  

43P77 j-14 I-IL ND 3vrr: eigns of :onicity 14 

C391d l-14 I-14 #a avert aigna of toxicity llr 

63979 L-14 1-14 No overt 8i8ns of Lorlcity I4 

43980 I-14 1 -I 4 MO overt signs at tmicity 14 

to q g/k~/dny: 

43901 L+l4 l-14 No overt eigds of taxlc i ty 14 

43982 I-14 l-14 Ii0 Overt eigns of co,*icity 14 

43983 l-14 l-14 MO overt eigns of rp*iciry 14 

43984 I-14 I-14 NO arcct eigns of toxicity II 

43965 l-16 1-14 Ro overt eigns of toxicity 14 

~l----..._------_^-- .-- 
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-- I__ ----e- m..-- c-- 

-I 

Co’D39.03 
- ¶&kg/&ii; so 

43986 

43951 

43988 

43989 

43990 

cos39,03 
Lou mglkgldny: 

43991 

4?992 

43993 

43994 

43995 

I-lb 

l-lb 

l-lb 

l-14 

L-14 

l-14 

i-14 

I-L4 

1-14 

l-lb 

-“- 

1-14 

I-16 

1 -I 4 

l-L4 

I-14 

1-14 

l-14 

I-lb 

L-14 

l-Iii 
--. 

_. ----- -- 

#a overt eigns of toxicity 14 

No wet eignh of toricity (4 

ND overt aignl of toxicity 14 

#a wcrc srgnr 0C toxic;ty 14 

MD wert eigds of toxicity 14 

Uo overt eigne of taxI< ity 14 

ND avert sign* uf CwkclCy I4 

Wo overt q i&nti of tmicity 14 

WC mcrt dgoe of toxrcity I4 

No overt aigtlb of toxicity 14 

---z ------ --m ----. 



hdividusl Anremortem Qbaccuntions 
_.-- 

Teat kcLiele, 
Doea@ Level, study tuy 
Animal Nutsbet PP3iOlE Postdoac ktrrnortea Obtwrv~tiona Day of Sacrlficc 

-- .- m-. 

G0539.D3 
~5J.qg/kg/day: 

49996 1-14 l-14 t60 overt aigoa of toricity 14 

43991 I-14 j-14 no overt signs al toXlCLty lb 
2-14 Z-14 Eye abnormality. right eye 

43998 L-14 l-14 Wo overt ripe of kozicicy 14 

01999 f-14 1-14 NO overt sign3 of toxicity 14 

46000 I-14 l-14 HO wcrc hips of toxicity 14 
10-13 10-13 Wrtstial eromd left eye, black 

. . --- 

191-1394 
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Tear Arcicte, 
Dorag Level, 
AOLWi hmber 

Study Day 
7-T 7 10 14 

0 q glkX/day (CoatroL): 
63976 17i 206 294 258 293 
4 3977 166 t99 226 2Ab 27i 
4 3978 II4 200 223 ZLO 272 
43919 lb8 2Db 224 283 274 
4 3980 165 197 22& 2%b 281 

c10539 .a3 
10 q/l&day: 
4,398 1 172 Zl)b 234 256 295 
43982 lb0 169 2119 227 2S3 
4’3983 169 266 232 255 2cll 
4m3gEk 160 192 220 26 1 274 
b.39BS !71 209 240 26C 308 

CiQ5’)9.L)3 
510 mglkgfdry: 
4 3986 
6.3907 
G-3980 
4139 a9 
t13990 

L7I 20.9 236 257 287 
178 212 245 270 ?-12 
lb7 2000 2:; 250 2m 
116 215 243 269 308 
169 199 223 245 211 

GO539.03 
!I00 mglkigslday: 
4399 1 
rt3992 
a3993 
b3494 
s3995 

w539.03 
250 mgfltgldey: - 

- 0996 
4399 7 
43998 
a999 
44QDo 

176 213 238 261 246 
173 204 135 255 287 
160 193 220 240 212 
I76 214 240 265 287 
lb7 198 224 244 277 

If2 211 2&2 261 305 
lb1 192 216 260 270 
169 206 233 245 279 
LfQ 202 227 24b 277 
lb9 207 23b 259 297 

L91-1394 ADay prior ta initiation af do&t8 



Individual FwC Conramptibn (gram) 

Test kticle, 
Doasage Level, 
AII ma1 Number 

Uerk of Study 
I 2 

-----_ 

0 mgJkg/day (Cmerol): 
43976 I 51 L77 
43977 I 52 163 
43978 149 162 
43939 157 I?(1 
43900 149 174 

co539.01 
10 mglkgfday: 

*39aL 
43982 
43963 
$3984 
6398 5 

GOS3 9*03 
50 t&ksfday: 

43986 
83981 
43910 
43989 
h3990 

I 56 18P 
137 150 
i51 I 73 
L57 187 
I66 193 

156 172 
!b5 1% 
153 175 
lb9 145 
12.1 103 

co519.03 
100 aBIkglday : 

n3991 162 187 
&I992 IS9 170 
43993 145 167 
439% 156 LB1 
h3995 167 176 

GOS39.D3 
250 -&kg/day : 

- 43996 151 192 
43997 146 173 
43991 153 I 59 
43999 147 175 
44000 171 203 



a - 

0 aB!kg/day (cmtrd): 

43976 
a3917 
43978 
43379 
433&l 

G05'19.03 
IO ogl’rgwiy: 

a3901 
43482 
43933 
43984 
439Ej 

GcJ534.03 
30 aglkglday : 

43986 
43987 
43988 
43989 
03¶W 

co539.03 
100 mgkgfday: 

60539.03 
250 ragftglday : 

63996 - 
43997 
43998 
63994 
44000 

0.43 
0 12 
0.14 
0.42 
0.41 

it.43 
3.40 
0.42 
0.40 
0.43 

a.43 
0.45 
0.42 
O.bS 
0.41 

0.41 
6.63 
0,40 
0.u 
0.42 

0.43 
0.49 
0.41 
0.43 
0.42 

6.52 
0.50 
0.50 
0.5D 
0.49 

0.52 
0.47 
a.51 
0.48 
0.52 

0.52 
0.53 
0.50 
O.Sb 
0.M 

(1.53 
0.52 
0.48 
0.54 
0.50 

Lb.53 
0.46 
0.52 
0.51 
0.52 

a. 59 
ct.57 
O.Sb 
0.56 
6.56 

0.59 
0.52 
0.58 
Cl.55 
0.60 

0.59 
D.61 
0.56 
0.61 
0.56 

0.60 
0.59 
6.55 
0.60 
a. 56 

0.61 
0.56 
o,sa 
0.57 
0.59 

0.65 
0.61 
0.60 
cl.61 
0.62 

0.66 
4.57 
0.54 
0.60 
0.66 

0.64 
0.68 
0.63 
0.67 
0.61 

0.63 
0.64 
a.60 
0.66 
0.61 

0.65 
Cl.60 
0.61 
0.62 
0.65 
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Cadas for [ndividual Wemetolopical Yaluca 

A* Lrythrocytt Appterusce Grades: 

0 - Within wormal limits 
L - 5 - ZSf cellc affsccd 
2 - 26 - 50% cellr affected 
3 - 5l- ?SX cells affactcd 
b - 76 - LOOZ calte afftctsd 

Other Notstiono 

UBC - Uhite bhmd ccl1 - Leukocyte 
mc  - Wucleeted red blood cet1 

rr9 = looa seen in 100 crll diFfercut is1 
HA + Nat applicable 
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P?otacol - P4ge 1 af a 
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h8Lfftcrtloa LOS 
5d~ctloa of 
?#UC sycrer: 
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mrrrvmt1wr: 
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fur $obotJllw 
MwiniutrDtra: 
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Stldy Ditrctor Dr. Kit A. Kellc!r 



_____________ -__- em-w..______ -..-..m wmm-mw ---_____------------________ _____________ 

1 I, Appendix 11: 

5. Mjust the pH of the dosing suspensim CO 7.0 
uslag IW citric acid or l# lirOH a5 neeesrary. 

Scwly oirector Dr. tit A, Keller 

11190-49-5 
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u 
I 
0 
I 
I 
1 
E 
1 
I 
M 
E 
t 
0 
1 
111 
1 

_I_4Am emmr_ -__ m--- --_________-c____-________________r_____---------~---------- .-  

Inn -- PROTOCOL REVlSIO?J Op CWRlFlCATlOH 

Approved By: 

Study Director or. Kit A. XeLl*r 

2R90-49-5 



she following study was reviewed for data Quality: 

STUDY No.2 391-1394 

TSIRi GQ539.03 - I+Dsy Pectility Range Finding 

cc: Divisional ToxicoIogiat - G. S. Allgood 
8. E. neebeberg 

Gi+% 



Taer AIticla 
{Prod~ctIIngredicnt)~ 
Phynletl FrJmJr Snud .-. _ 

C&or; .Of i-White 
Stor8se Comd~tions~ 

Btablllty Teoting it: 

x ccmplcted 

- In Progsees - 

b.0.T. Hazard Clms6ificnti0n: Ron-hazardous&x mmbustible 

There cheticcrlsleacr articles have been checked x Yes 
against the TSCA Inventory list. - PO - 

Fotmu~rtcd- Ctmpotsltion 

Target Tfhryt 

{CA5Jb 
Kosinel Actual Haasurcd Stock 
Component Component CoupaoPns Codr 



. 
Page.2 

Da* Submittt? Code 
subdir csd Or Lab koteboak -- 

TSTN: G0539.03 

AMLYBLS 

PlWBUTCd Labore t ory 7ectinng 
Analy cis 4%) * Valut Lia2ta 01 Ibra Sourck 

MC? % Pa55 Paus swc nicr 

Active Assty 
Active &say WI t. II aI II 

Pfi.o-Nl.r% sa-c Ansly 

IR Paso Must ?natch SWX Rnaty 
standard 
spectra 

P&as cm hppcarmce Pass 

l Anely~is requirtd by toxicoluglst or microbiologist 

Apprmrrls: The tvet subcrancc IS made md chatocctrittd is I reprerentotiva example of 
rht intended larmulttlon. Htking rtcotds for plmt-made product art 
btfnslhavc bttn cbcbintd md evahlttd by Products lkttarch. ler 

‘., - 
( Signature) 

Acctptrblt nicrobial Surcmptibility: 

in the artached LTD. 



0 - 

. 

To verify the identity of returned safety sagplcs, rbe follaiq mlp.i~(~~) 
atrould be run on returned parent matrrirl(o~ and/or do820~ prep~rariab(s) (plcrese 
check iteuw 81 an6 I2 BP appmpriate), These analyses are in additives to ucigbte 
obtained on 013. returned eamQIea. Tuxicolag~str are eucourngad to dL8cuss this 
eiurlytkol progrorrr with Analytical perrwa*l before iaitietiw. 

Ml 1. Pleasa paffotrn whichaver rndy~lr~~6) blytieel %CtLcm COllBi&r~ 
fmauible to confirm correct coaccatratlon of pnt4nt %tive and/or corrnct 
dilution of dosing preparatIw eubakted for ~natysis . 

rx] 2. The fclloving specific analysfs(ee) in addition to, or inotoad of, QJ 
~B/S~S actded. 

Nataria to be Tested 
halyt lcax ($Eetzted Coucmttrntion) SubmLtted to 

Swgle 
Code AnaIgsis lmoris1= 

Dooiu~ + klalyticd 
Solution (Iaitials/[latt) 

-a- cit+cLL (zrhp&2AsL, 

-.ziL tiid+&. 
Wd-tD 

Toxicologist 
(inttialo) : 
Dar: 
Pccetved by 
Tat. Offlca 
(initials) : 
wre : 

6lnaulta 
(Xuftiafsllkate) 



I~~T~A~EPXR?HE#TAL CORRESPOHDENCE 

FaoH: DATE: 

TO: OperatLm6 Section R/L: 

SUBJECT: HONCLIKICAL WJDY REGULATORY STATUS 

NotiClcation pertaining to: &ID8 o=iq3c 

TSlN Go 5’3 7.c3 

1. The study de$Wibed in the above protocol is to be considered: 

WI Safety 
C 1 Regulated Safety 
t 3 Investigations1 

The data is expected to be submitted to the foLlauing 
regulatory agency: 

N FDA 
I 3 EPA 
[ 1 Othsr 

The data is nat expected tc be submitted to B regulatory 
PpXtCY (Boxes 84 end #5 bebw necld mt be checked) 

The test subzkance has been charecterlzed and results are ak%m 
on the test subrtance chsractetlzatlon report (TSCR1. 

Tha method ol 6ynth6sx6, fabrfcotim, or derivation of the test 
relatsd rubatances hes beeir documented (required for regulated 
studies1. 

Stability testing has been done or till be done on tha test 
substance (r6qUirUd far regulrihed StudteS). 

bg: REGSTC 
10/23/M 


