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1.
Summary

Oral administration of FM-3422 at 75, 37.5 and 25 ma/kg/day to precmant
Sprague-Dawley rats during days 6 throush 15 of cestation (period of
organogenesis) was teratogenic to rat fetuses. Teratogenic changes
included a developmental eye abnormality, cleft palate, blood in the kidney
parenchyma and sternebrae malformations. The developmental eye abnormality
appeared to be an arrest in development of the primary lens fibers forming
the embryonal lens nucleus followed by secondary aberrations of the
secondary lens fibers of the fetal nucleus. The proportions of fetuses
with the lens changes were sianificantly higher in all FM-3422 groups than
in the control group. Cleft palates were produced in the 75 and 37.5
mg/kg/day groups. All three groups receiving compound had fetuses with
blood in the kidney parenchyma. The sternebrae changes, althouch normally
considered skeleton aberrations, were viewed as compound-related
malformations because of their severity. FM-3422 also produced an increase
in other fetal skeleton aberrations.

FM-3422 was not eabryotoxic and did not affect the ovaries or reproductive
tract contents of the dams.

FM-3422 was maternally toxic to the 75 and 37.5 ma/ke/day dose animals in
reducing their group mean body weight gain during the dosing interval.
Toxic clinical signs and deaths occurred in only the 75 ma/ka/day dose
group.
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Introtetion
This teratology study in rats was conducted to evaluate the embryotoxicand teratosenic effects of orelly administered Mais. The stady verSponsored by Commercial Chemical Division, St. Paci, Minnesote and vasConducted by the Safety Bvaluation Laboratory, Riker Laboratories, ace,Sc. Tout, Minnesota. two. sets of comound aeninisuration sroups were. dosedbetucen August 19 and September 4. 1900: Toe Protocsl and 11s of theDrincipal participants and supervisory personnes cen be found in AppendicesTana I respectively.
ALL portions of this study vere conducted scoording to the Good LaboratoryPractice (GLE) xemiations and the Safers Pvaioation Laboratory SeansersOperating Procedures (ses Appendix T11 for guality Assurance Unitstatment). The storage. locktion For specimens: ra data and a cepy of theFinal report 1s maintained in he Safety Evaluation Laboratory's recordproving .
Methods
Tine mated Sprague Dawley derived rats were chained from Charles RiverBreeding Laboratory and sarignes caces aceorein Fe a compater-seneratedcandon mumbers table. The rats vere then divided ine fous groups of 32animals weighing 140 to 240 grams. The ats were housed indivicuaiiy inensing Fadmals steed ca? WIth wich Sh Signer 1 none aComperature and huniaity controlled room. Fao and water were availblead Tinie. Tne Tionts vere on a 12 nowt 1ian/dark crete.
The aniaals vere observed daily fron day 3 throush day 20 of gestation forabnormal clinical siana. Body weignts were recorded on dave 3 5 8 15.15 and 20'of gestation and the rats dosed aceoraindiy wing a constant doesvolume of 5 mi/ko of body vedi. The four soups vere dosed wich F343(Lot 784) suspendes daily in som oil at 0, 15s 57.5 ex 25 ne/ra/ay:F-34022 was agninistered Gaily by oral intubation with a syringe eniippedVith'a ball-tipped intubation needle to the rats on dave 5 throveh 15Gestation (aay 0 indicated by spermpositive vaginal sce). MA-5472analytical characterisation (see Appendix IV) was provided by ComercialChemical Division, St. Eau, Minnesota.
ALL surviving entnals were sacrificed on day 20 by cervical dislocation andChe ovaries ana uterus, inclading ita contentes ware evanined smmediscelyto" datermine the follovina: number of corpora luton: mber Of vidbleEetuses, number of resorption sites, pup WEIGHS and sex, and any sosfoal abnormalities,  Approrimately onethire of the feuses wer Fined inBouin's solution for subsequent £reenand Sectioning by the WilsonCachnique to determine visceral abnormalities: The remaining Focuses werepreserves in alonol for clearing and staining of she skeisren vithSiizarin red to denect skeletal abnormalities. Selected freehand sectionsVere processed for histolesical svalmstion

2 Riker Experiment to. 0660TRO010© purine Laboratory Chow, Ralston Purina Company, St. Louis, ¥0
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Results and Discussion

FN-3422 was maternally toxic to the hich and mid dose groups (75 and 37.5
ma/k/day) in reducing their group mean body weight cain during the dosing
interval. All groups had lower mean weiaht gain than the controls at allweighinas during the dosing interval of days 6 throuah 15 of gestation
(Table 1). In the case of the high dose group at gestation days 9, 12 and
15 and in the case of the mid dose roup at gestation days 9 and 15, the
group mean weight gains were simificantly lower than the mean weight qainsof the control group (0 mg/ke/day). The lower mean weight gains of the
hich and mid dose groups during the dosing interval were responsible fortheir significantly lower mean body weights between the end of dosing andthe termination of the study (Appendix V). The mean body weichts and mean
weight gains of the low dose aroup (25 mg/kg/day) were not significantlydifferent from the control.

Abnormal clinical sians were observed and deaths occurred only in the highdose aroup. Three rats in the high dose group died. One rat died without
clinical signs. Two of the rats that died plus one survivina rat had
abnormal compound-related clinical signs which included some of the
following: thin, lethargic, ataxic, blood in stool, urinary incontinance
and bloody nares. The onset of abnormal clinical signs was on day 11 butthe signs disappeared in the surviving rat by day 19 of gestation. The
remaining 18 high dose rats and the mid and low dose rats did not have
abnormal compound-related clinical signs.

The compound was not embryotoxic and did not affect the ovaries or
reproductive tract contents of the dams. The mean number of male, female,
total and dead fetuses, the mean number of resorption sites, implantation
sites and corpora lutea of the three FM-3422 dose groups were not
significantly different from the control (Table 2, Appendix VI).

FM-3422 was not fetal toxic. However, the combination of reduced maternal
body weight gain (Table 1) plus higher numbers of fetuses in the treatment
groups than the control group (Table 2 Appendix VI) resulted in mean fetus
weights of all FM-3422 groups which were significantly lower than the
control mean fetus weight. The reduced mean fetus weights were not
associated with an increase in runting or other gross fetus findings (Table
3.

F¥-3422 administration resulted in malformations in fetal sternebrae. Thechanges, althoush normally considered skeleton aberrations, were
interpreted as compound-related malformations because of their severity.
The severity and often the incidence of sternebrae malformations were
greater in the three treatment groups than the control group. These
malformations included the following: sternebrae asymmetrical, sternebrae
bipartite, sternebrae scrambled, sternebrae enlarged, sternebrae missing
and sternebrae misshapen (Table 4). All three FM-3422 dose groups had
significantly higher proportions of fetuses with sternebrae asymmetrical
than the control group. In addition, the hich dose aroup had a
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significantly hisher proportion of fetuses with bipartite sternebrae thanthe control aroup
An increase in other skeleton aberrations also occurred as the result ofFU-3622 administration. These skeloton aberrations includednonossification changes of the cranial bones and sternebrac plus othersternebrac and rib changes (Table 4). The hich dose aroup hadsignificantly hicher proportions of fetuses with ali of these skeletonchanges than the control arou. The mid and low dose groups hadsimificantly higher proportions of fetuses with some of these chandes thanthe control groups notably nonossification of the cranial bones, sternebracRissing and 13 ribs spurred. The skeleton aberrations found are generallyconsidered minor but they are of appreciable sieniticance in this studyWith mN-3422 because of the high proportion of fetuses with theabnomalities.
The control group had a higher proportion of fetuses with one or two bodiesOf the vertebrae bipartite than the three treatment Groups (Tavie 47. Thisdifference vas sisnificant in all instances excep for the finding of onebody of the vertebrae bipartite in the low dose group.
F¥-3622 adnintstration produced the teratogenic effect of cleft palate inthe high and mid dose groups and blood in the Kidney parenchyma in aiithree dose groups. The proportions of fotuses with cleft patate ana bloodin the kidney parenchyma were sigificantly hisher in the hich dese arounthan in the control Group (Table 5). No Clefe palates were present. incontrol and low dose fetuses exanined.
F4-3422 vas teratogenic to the eye of the rat at all dose levelsadninistered in this study. The teratosenic effect was a developmental eyeabromality which appeared to be an arrest. in development of the primarylens fibers forming the eabryonal lens nucleus, folioued by seconiaryaberrations of the secondary lens fibers of the fetal maclase. a1 aveabnormalities vere localized to the ares of the eabryonal lens muclewsalthough a variety of morphological appearances vere present within tnatlocation. The rance of morphological appearances as observed tinder thedissecting microscope varied from a slight discoloration remning shroudthe lens to a discoloration of part of the lens and the presence of 5 cleftbeneath the lens epithelium (Table 5). Histologically the discolorationswere due to the presence of lens vesicle remnants foraing clefes orsurzounding the lens nucleus. Also contributing to the aiscolorstions wereprimary lens fibers vhich appeared to have not elongated and the possiblepresence of degenerated spitrichial cells. Secondary lens fiberdevelopment. progressed normally except immediately surrounding the abnormalembryonal nucleus. Prominent secondary aberrations of secondary lemsEiders include V-shaped clefts between the embryonal nuciews ang lensepithelium and lens vesicle remnants surrounding the nuciess.
The proportion of fetuses with the lens abnormality in one or both lensesvas sianiticantly hicher in all Groups than in the control group (Table $).
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No lens abnormalities occurred in the control group. A no-effect doselevel for the teratogenic abnormality was not established in this study.
Further Discussion on Lens Embryology

Lens structural and functional requirements are met during embryonic
development by the differentiation of hishly specialized populations ofcells from undifferentiated procursers and by the coordinated morphogenesisof the resulting tissues. Both processes are controlled to a remarkableextent by interactions which occur among emerging tissues. Each tissue ofthe eye is brought to its final state of differentiation, its cellpopulation, size and its definitive geometry, not only by intrinsic
processes, but also by extrinsic influences exerted by neighboringtissues.

The embryonal origin of the lens is undifferentiated ectoderm. The tip ofthe optic vesicle, presumably the neural retina, plays the final role ininducing lens from overlying ectoderm and in aligning the lens preciselywith the rest of the eye. Additional action of tissues derived from
endoderm (foregut) and mesodern (heart) on the same target tissue decreasesthe probability that lens formation would be aborted by accidents duringthe early phases of induction. While the nature of the inductive influencezemains unknown, there are indications that substances may be transferred£rom the presumptive neural retina to the overlying ectoderm durina
induction. A prolonged period of inductive interaction not only increasesthe probability that lens induction will occur successfully in the face ofinterference, but provides a mechanism for continuouslyadjusting,the size,shape, position and orientation of the lens to that of the retinaZ.
During the early stages of the inductive process, the ectodermal cellsimmediately overlying the tip of the optic vesicle elonaate perpendicularlyto the body surface to form a thickened disc (lens placode). The change incell shape is accomplished without change in cell volume. The number ofcells, however, continues to increase during this period. Toward the endof lens placode formation, acidophilic fibrils appear in the apices of thelens placode cells. At about this time, the placode invaainates to formthe lens cup. This invagination is independent of the concomitant
invagination of the underlying optic vesicle, and is probably due to forcesoperating within the lens ectoderm. As the lens cup deepens, its opening(lens pore) becomes progressively constricted until its lips meet and fuse,cutting off the lens vesicle internally and re-establishing continuity inthe overlying ectoderm. Closure of the lens pore is attended by, andpossibly accomplished by, a local and temporary restricted wave of celldeath. "Following closure of the lens pore, the cells at the back of thelens vesicle continue to elongate, under the influence of the neural
retina, to form the lens fibers. As the fibers arow the cavity of the lensvesicle is obliterated. The lens cells toyard the ectoderm, which do notelongate further, form the lens epithelium.

The cuboidal lens epithelial cells which face the cornea continue to grow
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after the lens vesicle forms. As the cells rotate through the equator
region, they take their places on the surface of the qrowing fiber mass.
These cells differentiate into secondary lens fibers at the equator and
elongate rapidly toward the poles of the lens where they meet with other
fibers in planes of junction called sutures. As secondary fibers row
their nuclei become positioned at about the center of the fibers and form a
convex lens bow outward. Since the newer fibers are always deposited
superficially, the oldest fibers in the lens come to lie centrally and are
referred to collectively as the lens nucleus. With time the lens cell
nuclei in this region become pycnotic and finally disappear. The cell
fibers, however, are not broken down and removed but remain in place. Thus
the size and shape of the lens are contrglled by factors which control the
number, size and shape of the lens cells.

The teratogenic lens effect of FM-3422 probably occurred durina the portion
of organogenesis between differentiation of lens tissue from ectoderm and
the formation of secondary lens fibers surrounding the embryonal lens
nucleus. The exact time of the teratogenic insult and the morphogenesis of
the abnormality were not determined in the study. The developmental lens
abnormality appears to be unjque because it has not been described as a
compound-related abnormality’. A similar-appearing structural lens
abnormality has been reported to gcur spontaneously in rat fetuses but
with a very low incidence of 1.28". The abnormality resembles the Fraser
developmental lens abnormality pf a mutant mouse strain which results from
degenerative primary lens cells®.
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Table 1
Oral Teratology Study of FN-3422 in Rats

Mean Body Weight Gains of Pregnant Rats Between Weighings
with Standard Deviations

Dose  Cestamionbaygro 5 12 15

nee zz 17 26 28 7a
© ma/kg/day STAN. DEY 9.% 7.9% S58 4.8121

MEFN za ea ea 2a g3
75 mafke/day STAN. DEY 14.2 14.6 19.8 17.6 15 1

MEAN 28 ea 17 148 637.5 ass 2s 2
bs y/xafey STAN. DEY 5.4 16.83 9 & 16.4 15 &

nem 27 11 20 zz 7
25 mo/kg/day STAN. LEY 11.9 16. % 89 5.4 11. 6

2 significantly lower than the control (Dunnett'st test p < 0.05)
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| Table 2
Oral Teratology Study of PH-3422 in Rats| Mean Litter Data with Fetus Weights and StandardDeviations

_—
Dose Wo. of VIRELE FETUSES OERD RESORPTION IWPLANTATION COPPGRA FERN TITa avimals MF __Totel_ reThces Sires Sites LTER  FETUSCE)
© marasany w 26 54 ss 60 a7 se 5.9 aa16 1s 26 aa re 2s 21 os
Teo 1 S147 ss ei as 10.4 105 27a21 23 21 az as 1s 22 BE

S wsmnwaw 4a 54 57 eo ar 10.4 105 4002 2121 1s ae os Te 17 os5B® Bemayey a 43 58 101 ee os 10.7 ws 408& 15 1s 1s as os 20 1s 02rr—————————————————————————
2 signiricantly lover than the control (Dumett's ¢ test p <0.05)
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Table 3

Oral Teratology Study of FM-3422 in Rats
Number of Fetuses with Gross Findings®

rr — ows 3mising mg/kg/day ma/ke/day  ma/kg/day  mg/ka/day
Total Fetuses Examined 161 167 195 213
Runted —- 2 = 2
umbilical hernia 1 = = 2
Total Normal Fetuses 160 165 195 209
Total Abnormal Fetuses 1 2 ° 4
-_—

# Treatment groups were not significantly different from control
(chi-square p < 0.05)
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Table 4
Oral Teratology Study of FM-3422 in RatsNusber and Percent of Fetuses with Skeleton Findings

5 wm wsSkeleton Finding mg/ka/dsy __ ma/ka/day  ma/k3/dsy me/ka/day
Fontanelle not closed 27 ea % @2 25 as 2 a9Holes in parietal 1a 1mParietal scalloped 1Frontal nonossified 2 9) 62 (NW (sna 75 (saParietal nonossi fied 2a a9) 62 GE 0 (D2 7% (s0)dInterparietal nonossified 14 (12) 54 @n2 46 (338 59 (40)Occipital nonossified 1Stemebraenonossitied © N10 602 102 7a a Gs)Stemebrae asymmetrical 0 ©) 2 Ge 3 sa as adStermebrae bipartite 2 3 Gaz es 5Stemebrae scrambled 1a) 1Stermebrae enlarged 1Stemebrae misshapen 1One sternebrac missing 23 0) 2 ee a (2 3 22)Two stemebrae missing 2 2 1 ams (0 16 aneThree sternebrae missing 1a)One body vertebrae missing 1a13 ribs 1a 30) 3 2 so13 ribs spurred 3 3) 2 ea 28 Goa 5 (©Wavy ribs 5 @ 8 ao 2mprotrusion on ribs 5 (7) 12 an 5 7 (5)
One body of the vertebrae 29 (26) 15 nk 2a as 30 (20)bipartite
Wo bodies of the vertebrae 17 (15) 4 2 5 WR 3 @kbipartite
Three bodies of the vertebrae 1 zwbipartite
Four bodies of the vertebrae Twbipartite
Five bodies of the vertebrae Twbipartite
Total Normal Fetuses 5 (© 2 @ 6 7 ®
Total Abnormal Fetuses 14 0 14 68) 12 08 12 65)
Total Fetuses Examined 13 16 138 109

3 sioniticancly higher than the control (Chi-square p < 0.08)2Significantly lover than the control (Chi-square p < 0.05)() = percent of total examined
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Table 5

Oral Teratology Study of FM-3422 in Rats
Number and Percent of Fetuses with Internal Findings

itn TommsmEovesnal Finding mg/kg/day mg/kg/day mo/ko/day mg/kg/day

Fetuses with eye abnormalities 0 3 emt 29 (snd 27 wdDiscoloration running through 7 a3 2 @ 1 @the lens of one eye
Discoloration running through 1 @the lens of both eyes
Discoloration running 1/2 to 16 6D 13 ea? a ae?3/4 through the lens of
one eye

Discoloration running 1/2 to 5 ao 1 @ 5 (8)3/4 through the lens of
both eyes

Discoloration in back of lens 2Bubble on outside of lens and 1 @discoloration running through
the lens of one eye

Cleft in the lens and discoloration 5 10) 7 ant 4 (8running through the lens of
one eye

Cleft in the lens and discoloration 1 @running through the lens of
both eyes

Bubble on outside of lens 1 @ 1 @cleft in the lens of one eye
Cleft in the lens of one eye 1 @ Ec 3Open space in the rear of the 1 @lens of one eye
Small eyes 1@Cleft palate 7 ant 3 5Enlarged atriuns 2Enlarged renal pelvis area in 5 (10) 1 (2)the kidney .Blood in the kidney un et 3s 1 @parenchyma

Abdominal cavity full of blood 1 (2) TE 1 @
Total Normal Fetuses 42 (87.5) 8 18) 25 (44) 32 (50)Total Abnormal Fetuses 6 (12.5) 43 (84) 32 (56) 32 (50)Total Fetuses Examined a8 51 57 64
2 significantly different from the control (Chi-square p< 0.05)
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Appendix I

Oral Teratology Study of FM-3422 in Rats
Protocol

Objective

A teratology study will be used to evaluate the embryotoxic and teratogeniceffects of orally administered FM-3422 to pregnant rats during the period oforganogenesis. The procedure complies with the general recommendations of theFDA issued in January, 1966 ("Guidelines for Reproduction Studies for SafetyEvaluation of Drugs for Human Use"). The study will be conducted accordingto the 1978 Good Laboratory Practice regulations and Safety EvaluationLaboratory's Standard Operating Procedures.

Sponsor

34 Comercial Chemical Division, St. Paul, Minnesota.
Testing Facility

safety Evaluation Laboratory, Riker Laboratories, Inc., St. Paul, Minnesota.
Study birector

E. G. Gortner

Start of Dosing

Mid August, 1980.

Test system

Eighty-eight sexually mature, time mated Sprague-Dawley derived female rats£7om Charles River Breeding Laboratory will be housed in hanging stainlesssteel cages with wire mesh floors and fronts in a temperature and humiditycontrolled room. This strain of rats will be used because of historicalcontrol data and time mated females are readily avilable. Purina LaboratoryChow and water will be available ad litibun. The lights will be on a 12 hourlight/dark cycle.

Test system Identification

Bach animal will be ear tagged and that number will be indicated on theoutside of the cage.

Randonization

The aninals will be assigned cages according to a computer-generated randomnumbers table.
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Appendix I (Concluded)

contro article
Com oil.
Test Article
Fw-sa2z.
Anatytical specifications
The test article, composition and purity will be determined by the Sponsor
(3M Commercial Chemical group) prior to the start of the study and at theend of dosing.
Dosage Levels and Experian Design
The test article will be suspended in cor oil daily. The test articlesuspension and control article will be administered by oral satuhacion to theTats on days © through 15 of gestation according so the Folleins:

Dose Grow Dose Lever crow size
High 75 mg/kg/day 229
Mid 37.5 mg/kg/day 22g
Low 25 mg/kg/day 22%
Control 0 mg/kg/day 22g

The oral route of administration will be used because toxicity has beendefined by this route in a rangefinder study. No dieters comaminance areKnown to interfere with the test areiele.
The animals will be observed daily from day 3 through day 20 of gestation forabnormal clinical signs. Body weihts will be recorded un dave oo bs 1315 and 20 or pregnancy and the rats dosed accordingly using a content dosVolume of 5 m1/kg of body weight.
The females will be killed on day 20 and the ovaries, uterus and its contentsVill be examined to determine: number Of corpora utes, mbar of ferumes(Live and dead), number of resorption sites, number of implaneation oiee. pupweight and gross abnormalities. Approximately one-third of the pups Aisi hi£ixed in Bouin's solution for Subsequent free-hand Sectioning oy. she Wilsontechnique to determine any visceral abnormalities using a dissecting mievescope.The renaining approximately two-thirds of the Pups wil) be five in erm sioinolfor subsequent skeletal examination after clearing and staining with oiisarin red.
Data Analysis and Final nepore
The proposed statistical methods to be used for analysis of the data are:Dunnett's © test for dam and pup weights, number of fetuses, number of resorptionsites, number of implantation ites and number of corpora. Tuten: ehi-sdiere forPercent abnormalities. The proposed date fo the Fined repore. is 3 monchs etterdetailed pup examinations have been Completed (approvinatesy first auarcer. 1961)
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Appendix IT

Oral Teratology Study of FM-3422 in Rats
List of Principal Participating Personnel

nave FUNCTION
Bawin G. Gortner Study Director
Elden G. Lamprecht Veterinary Pathologist
Cathy E. Ludemann Coordinator-Histology
Gary C. Pecore Supervisor-animal Care
Loren 0. Wiseth Technician
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STATEMENT OF QUALITY ASSURANCE 16.

STUDY NUMBER: _0680TR0010
TITLE: Oral Teratology Study of FN-3422 in rats=TowSwiyofrwdzzinmats

Audits and/or inspections were performed by the Riker Quality AssuranceUnit for the above titled study, and reported to the study director angto management as follows:

Date Performed Date Reported

20 August 1980 21 August 1980
2 September 1980 4 September 1980
20 and 21 January 1981 22 January 1981
22 January 1981 22 Janaury 1981

( he orterstkon
Laboratory Quality AssuranceRiker Laboratories, Inc.

January 22, 1081
te
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Appendix IV
17.

Test and/or Control Article Characterization
for

EM-3422 Cor 384
b Cimetentiey strength, uniformity, comosicion, purity or ther per-tinent characterizations Of the test ) control substances have

been determined and documented as of /4,
.- [he method of anthesis ox origin of the tat. and controrsubstances,Goren heLE mount 4x the'methon of biosssay (oF sonitoniaesdocumented.

veo X_ no
Tha gFaABLLLY of the test and/or control substances have pean etermined ox vill be determined ss of Canpeti nd Boe Fd H Wecesea,Corder" formation and documentation are located tn the sponsors er.cords.

D2.A Shiloo
Sponsor Date
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Appendix v
Oral Teratology Study of FM-3422 in RatsIndividual and Mean Body Weights of RatsWith Standard Deviations

Dose Grow mgr mayand Rat No. 36 5 1 15mdRaeNe. 3 65» 45 wm

B MG/KG/DAY

NOR 14785 204 236 248 276 zed 36NOR 14757 136 234 dz 278 od 377NOR 14760 213 28m 257 2m 21 esNOR 14776 184 us 222 24x ra iimNok 14777 232 2éz 274 307 341 4zeNOR 14775 186 213 232 284 237 arrNok 14780 226 25% 271 zen 326 sanNOR 14756 150 226 232 25a zoe 24-NOR 1538S 157 23 251 271 zen zeaNOR 15367 188 216 23% 264 232 GreNOR 15388 136 Ze 264 286 322 doeNR 45383 133 222 Zaz zea 23¢ aeNOR 15465 184 Zea 213 235 2a tipNOR 1840€ 15% 220 240 261 2am ipsNek 15467 238 267 272 287 342 tenNor 15483 233 258 275 ee 331 401NOR 15403 193 218 248 263 287 araNER 15425 454 171 Zee 232 258 13
VERN 200 229 245 274 zem 371STAN. DEV 21.8 23.4 20.0 22.1 22.¢ 26 7

NON PREGNANT ANIMALS
NER 14758 212 244 258 273 268 29%NOR 14753 210 223 226 242 243 eedNR 14775 134 222 227 255 243 280NOR 1538¢ 132 225 243 244 252 20
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Aependix V (Continued)
Oa Teratology Study of P-3422 in atsIndividual 1nd ean Body Weidhte of RaceWich Standaza Deviations

Breen emmymewn. Tgpmmm. TUT 5Gm
75 Hakeo
Ook 14761 218 247 me ass zs zorOok save: ia bie ai Sip bai aeOOF 1476: 15% 211 00 gio fa onOU 147s 13: 220 aon G45 Sus ses06k 14765 220 260 267 232 363 384Ook 14762 Zo: 233 Zo cod 216 serOOF 147: cup Zan I; aga es aapOOK save Gob 2a ao Se os ewOo 1477 1g: 21a ia 237 So hosOok 1530 ire Lui i: seo ioe oaOOF 15391 204 2383 228 191 168 odOok 1%: Zaz os 2: 2a zon zeOok 35:3 23a 283 na ges sen aaaOok 15334 134 coo Zar S57 fa obOok 15410 iss zi 215 1s 155 sesOOK 1541 140 221 231 Zip 230 sasOGF 15414 213 240 sed cos ss osObR 45426 13% 21a 243 243 sre sen

MEAN zon 231 232 anid eck iidSTAN. DEV 22.1 42 6 17. 26.6 25 7 a6 %

Non pect snes BESTCOPY AVAILABLE
QOR 14781 208 243 208 169 a alOF 1a7ei 1%% ai iia 177 aed esd,DoF 45412 224 245 an ire ies edOBK 15413 223 241 sas fab Gao 240
8 at sienBsignicicantiy lower than the control (Dummett's ¢ test p <0.05)
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Aopendix v (conimsed
Orel Turatotoss study of ri-s4z2 0 maceTretvital and wenn ont T3422 tn nacei Stain pes

Eeemime.Te

MEAN 203 230 237 sdb 26d ub

Non PREGNANT smALs BESTCOPYAvAILABLE

2 Significantly lower than the control (Dunnett's t test p < 0.05)
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Appendix V. (Concluded)

Oral Teratology Study of F-3422 in RatsIndividual and Mean Body Weights of Rats
With Standard DeviationsS

fe —a—mamtve. Terimamevo.F6091mm
25 neoka oR
GF 14771 232 261 265 2sz 2mm ireCOR 14772 212 240 247 Ze: 533 erok 14773 1532 223 225 2% ave abOOF 14774 182 Zip 218 236 see orOR 1477S Ze: 235 241 zen s98 sagOOF 147S1 217 281 zes 251 318 dueGOR 13752 201 22% az ra ses aGOR 14753 221 254 351 261 ses aedGOF 14754 215 248 264 2e4 331 oeQak 14755 153 22: 22% Za ape daeOOF 14753 187 212 Zor 236 295 aeQ6F 15400 153 131 Zor 14 a4e aoOUR 15461 151 217 23% 248 es heGSR 15462 zos 236 25% ces sar agOF 15403 17S 212 zoe 208 247 314GOR 15464 192 220 254 274 360 sosOOF 15420 213 241 256 ez 291 serG9F 15421 183 207 213 234 295 sesOOF 15422 185 216 231 ap Zan enGF 15423 228 253 ze car se denOOF 15424 27 257 25a sme ses See
VERN 201 228 240 29% 2e1 3mSTAN. DEV 15.8 250 12.521 =21 6 25 =

Hen peanut ants BESTCOPY AVAILABLE
OF 15428 156 225 23: 234 2ze 2m
© Means not. significantly diferent from controlGumnett's t test p< 0.05)
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Appendix VI
Oral Teratology Study of FM-3422 in RatsIndividual Litter Data With Mean Fetus Weights

Dose Grow VIRELE FETUSES OERL  RESOR INFLAN CORFRA MEAN FETUS IIDand Rat No. MF TOTAL FETUSES FTION TATION LUTER fuori fSITES SITES—_— SUEeve"
0ng/ka/day

NOR 15385 4 pag ° 0 1 7 33% nz zaNER 1SISE NOT PREGNANT
Nek 15357 4s az ° © 12 au x7 ze zeNok STEER zoe 1) a i112 18 as de aaMek 1538s 1 zg a a a € 44 a5 a4nek 15i6s i 3 og @ 4 10 & 41 45 zgNok 15d0e ss o 2 11 18 als ala asNok 15467 oss a es a1 ad az 4aNi 1540 4 5 @ ° ® 3 12 4g 47 4sNok 15462: 7 ge a © 18 18 az 4: 4:Nef 15425: 4 7 0 a 7 74s Sb asNER 14756 a 7 a1 ° 8 11 a1 az as 4aNok 14757 2 6 og o 1s 5 44 4a aaNOR 14755 NOT PREGNANT
NOE 14755 NOT PREGNANTNok 14760 1 2 3 ° 1 a § 47 a5 a7Ne 14776 3 7 aa e © 18 12 42 43 41Nek 14777 7 6 az a 114 1a 4a 40 zsNek 14778 7 4 a1 e e 11 11 sli sz ieNok 14773 NOT PREGNANTNok 14786 4 4g @ 10s a1 ss os? szNok 14795 5 4 9 ° 148 ou Is Ye zi
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Appendix VI (Continued)
Oral Teratology Study of FM-3422 in Rats

Individual Litter Data With Mean Fetus Weights

Dose Grow VIRELL FETUSES DED — RESOR INFLAN CORFRM MER FETUS Ti)oad Rac No. MF TOTAL FETUSES FUIoN TRTION LUTER fv | nesSITES sites
25 ma/ka/any

ook 183% 4 3p a zs * zs 23 zeOBR 15351 DEAD
ek 15352 6 3g ° 1 10 #35 za zsCOR 1535: 2 4 ¢ ° 1 7 £36 is leCOR 15384 4 sg a i 10 5 ze x7 3a06% 1546 5 xg © ss 8 33 is ze0OR 15411 4 7 a1 a @ 41 az Fi 3; oz:00k 15412 DERD
COR 15413 NOT PREGNANTOOF 15414 2 11 4% 1 8 14 44 a1 3s ageR 15426 5 7 12 a © 12 a2 az ¥54 a106k 14761 5 2 1g a @ 18 az 34 zg ::OR 14762 & 3 12 a @ 12 a Iz iz oz:ook 147eX  & 2 1g o ia a Fr 3g ogCOR 14764 5 4 @ as 2 36 xs zsOBR 14765 7 4 43 e 142 a3 a1 4 41oR 14781  DERD
OOF 14752 € 5 11 e @ 41 ua zz ozs 3gCOR 14763 1 5g ° 1 7 5 47 53 seOBR 14764 NOT PREGNANTOok 14765 7 4 41 a 112 13 a4 43 agOBR 14757 5 7 12 e ® 12 11 ze 33 ta
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Appendix VI (Continued)
Oral Teratology Study of FH-3422 in Rats

Individual Litter Data With Mean Fetus Weignts

Dose Group VIFELE FETUSES DEFO  RESOR IMFLAN CORFRR MEAN FETUS 1171:and Rat No. MF TOTAL FETUSES FTION TATION LUTER  fvg hpSITES SITES—_— iesses ©
37.5 ma/xa/sey

POR 15355 4 5g a a 5 2 37 zs zsPek 15356 3 5g ° es s 3 3g 33POR 15357 5 & 11 e @ 1 16 az 4s 4:Fok 15385 3g 1 o 122 a1 41 44 4FOR 15353: 5 ° z 1a § 46 43 3aFOR 15815 & & 12 e i043 az zs 4p zgPOR 15416 5 3 40 @ e 12 a1 Ie zg zgPOR 15417  & 3 11 e @ 11 a1 az 33 41POR 15418 2 3 1a a 111 22 47 sa 48POR 15413 & & 14 @ ce 14 as zis 4g zoePek lives 5 3 g a zat az 37 3g isFOR 14767 4 > ¢ a zs 8 40 a1 zaPek 1476 zg a1 a 8 at a1 zs 3a ioPOR 14763 5 4 3 a es 5 4 ap iaPOR 14770 5 4 a 148 18 41 43 iaPOR 14765 NOT PREGNANTPOR 14787 4 5 5 ° 8 5 10 41 42 a1POR 14768 4 7 41 e 112 12 44 43 44PGR 14763 1 § 5 @ 1 28 11 ze 33 1sPOR 14750 1 7 g e 1s a1 34 41 asPOR 14738 7 zg e a 5 E43 43 se
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Appendix VI (Concluded)
Oral Teratology Study of FM-3422 in Rats

Individual Litter Data With Mean Fetus Weights

VIFELE FETUSES DEAD  RESOR IMFLAN CORFRM MEAN FETUS WTi0)Dose Group MF TOTAL FETUSES FTION TATION LUTER Ave MFand Rat No. SITES s1TeEs-_ Stesses

25 mo/kg/aay

GER 15400 6 4 1a ® 1 11 s 33 3s 32GER 15401 6 & 12 o 12 12 LE se 37GOR 15482 ze 11 a 8 11 11 43 4.4 a3GER 15403 2 7 8 ° 1 18 10 37 a1 35GOR 15484 5s 7 12 ° 1 az 14 45 aE aaGer 15420 Ss 7 12 ° o 12 12 48 48 48GOR 15421 2 6 3 a a s 3 26 38 zsGR 15422 10 13 a 12 13 a8 az aoGor 15423 s 11 ° 1 12 11 48 48 zsGR 15423 3 7 1a @ 1 a1 16 4.3 44 azGOR 15428 NOT PREGNANT
GOR 14771 Ss 6 11 ® 1 az 13 41 az amGer 14772 Ss 4s ° ° 3 3 48 41 zsGOR 14773 2 3 0s e ° 5 10 IE 3s 38GOR 14774 3 a 7 ® 1 & 8 3s az 37GOR 14775 6 3 5 @ 1 10 12 29 38 a2QGR 14791 5s & 11 2 112 1z 41 23 a2GER 14752 zs 11 ° 8 a1 1z 37 3s 37QR 14753 4 8 12 o 1 az 1z 45 48 43G6R 14754 2 5 o ° 8 10 3S 46 335GER 14795 7 3 1s @ 1 1 11 48 47 aaGER 14755 7 4 11 ® o  11 1z 45 45 45
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