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AT s
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Mr. L. C. Applaeby, Contracts Officer
Dapartment of Health, Education and Welfara
Food and Drug Adminjistraticn

Contracts Secktion Ch-272

Contracta and Grants Eranch

5500 Fishers Lane

Rockville, Maryland 20852

Subject: Teratolegic Studies, Final Reporta { Three Spacies)
Ra; FLIA Contract Mo, 71-Z&0 .

Deapr Mr. Appleby:

We are today forwarding final reporte covering teratologic
studies on FDA Compounds 71-33 and 71-35 in mice, rats and
hamsters. The disposition of the reports is ae follows:

Your office i copy (via Mr. Carle's office)
Dr, Alan Spiher 2 copies
Er, Joseph McLaughlin 2 copiles

These final copies corraspond to drafts dated Saptamber 29, 1972,

If you have any further instructions, or giestiona, please do not
heafitate Lo econtact us,

Cordially,

FOOL and DHUG REESEARCH LABORATORIES, INC.
l‘%'g -

Kenneth Morgareidge, Ph.D.

Vica Preaident .

KM, 4 LX/
Dr. Alan Spiheyr

cc:
Dr. Josaph Melaughlin
Mr. . A. Carla
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FOOD AND DRUG RESEAKUH LABORATORIES, INC.

Groups: 131 through 136 Date Septenmber 27, 1272
Table 1
Material; FDA 71-33 Laboratory No._ 0901 t
Fate Summary
{ Mice )
Group Marertal Dose ** Tokal . At Term
wg/ kg Mated Fregnant Surviving {Total) Huxber Pregnant
131 Eham o.0 a9 2l 28 21
132 Acpirin® 150.9 24 20 24 .20
133 ron 71-32 0.5 2R 22 26 23
134 Foa 71=-33 2.3 25 22 25 23
13% Foa 71-33 11,0 22 20 £2 20
136 Fﬁh T1l=-23 0.0 25 21 25 21

¥ Pogitive Control

** Administered as a water aolution; 1.0 mil per kg of body weight



FOODh AND DEUG EESEARCH LABQRATQRIES, INC,

groupi 131 through 136 : bate: GSeptember 29, 972
Takle 2
Material: FDa 71-33 Reproduction Data Laboratory Neo.: 0%01 +
{ Mice )
roup: 131 132 133 134 I 136
DBoze {mg/kg}: Sharm Agpirin¥* 0.5 2.3 1.4 50.0
Pragnancies
Total Ho. . 21 20 23 23 20 21
Died nr Aborted [before Day 17} 1 i a i D 1]
To term (on Day 17) 21 20 23 23 20 21
Corporsa Lutaa
Total Ho. 375 ihqhg 17> 404 ile 365
LAverage/dam mated 13.1 14.9 14.4 1.0 14.4 - 14.4
Live Litters
Totzal No.* 21 149 23 23 Z0} 2]
Implant S5ites
Total NHa. 248 251 274 230 245 263
Average/dam® 11.8 12.0 1l2.1 12.b0 12.3 12.5
Regorptions
Tokal WHo.* 1is 14 27 15 2L 14
Dams with 1 or more sitez resorbed G 3 13 11 11 7
Dams with all aites resorbed L 1 - -— —= -
Por cent partial rescrptions 28.6 45, & 56,5 47 & ER.D 33.3
Per cent complete rescyptions - 503 — - - -=
Live Fetuses
Total MHo. 229 z3g8 243 265 2e3 241
Average/dam* 10.9 11.5 10,4 11,7 11.2 11.5 .
Sex ratia (M/F) 1.08 h,493 .13 1.13 oD.87% Q.96
bead Fetuses
Total HNo,* . 1 g i G L 2
Dams with 1 or more dead 1 ) 4 5 1 ¥
pams with all dead 0 - - — - -—
Per cent partial dead d.76 23.10 17.4 23,7 5.00 33.3
Fer cent gll dead —— - e -- -- --
Average Petus Weight, g .21 0,80 1,84 0,90 .D.BE Q.86

kIncludes only those dams granined at term.

**Pocitive Control: 150.0 me ko



FOOD AND DRIMG RESEARCH LABORATORIES, INC.

‘Groups_ 131 through 134 Laboratory No._ 0901 +
Table 3
Materizl FDh 71-33 | Date September 25, 19732

Summary of Skeletal Flondings=*
(Mice]

Group No. 131 132 133 134 125 136

Findings . .
Dose {mg/kg) Sham Aepirin** 0,5 2.3 11.0 0.0

live Fetuses HExamined 160/21 166710 171723 18%/23 156/20 167721
{at term)

Sternabrae - :

Incomplete o85. G719 113715 105721 121723 2h/15 115420

Serambled

Bipartite 442 147 8/6 lo/s8 6/5 745

Fused

Extra 1/1

Mlzsing L7/5 27716 2610 22/7 137 Ids12

Qthar - , . :

Riks
Incomplete O85.
Fused/split
Wavy
Less than 12 .
More than 13 756 3.7 11/8 1378 11/7 8/5
Cther

Vertebrae
Incomplete oss. 1/1 1/1
Serambled
Fuzed
Extra ctrs., 032,
Scolioais
Tall defects
Cther

Skull
Incomplcte ¢closuatre
Miesing
Craniostosis
Other

Extremities :
Incomplete o3s, 8/2 3/2 272 1/1 171
Missing
Extra

PMiscellansocus
Hyodid; missing 43,7513 24717 26,11 25714 28714 43715
Hyolid: reduced 13/49 19/14 21/13 22712 22/13 2E/16

% Numerator=Mumber of fotuses affected; Denominator=Number of litters affected
%% Pogltive control at 180,90 mer /Ky



FOOD AND DRUG RESEARCIT LABORATORIES, INC,

Groups 131 through 136 Date Septamber 29, 1472
Materlal FOA 71-33 Laboratory No. 0901 t

Table 3-a

Summary of Soft Tissue Abnormalities

(Mica}

G oup Materizl Dose Ilevel Dam MNutiber of Dezcription
mg/ kg Pups

131 Agplirip# 150.9 B 1407 1 Meningoencephalocele
134 FDA 71i-33 2.3 T 1037 L Menlngoencephalocele
136 FDA 71-33 50,0 T 1058 1 Heningﬂeﬁcephalncele

* Pogltive control at 150.0 mglkg
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FOOD AND DRUG RESEARGH LABORATORIES, IRC,

Groupa 131 throogh 136

Table 4
Species  FDA 71-33

Average Body Weights #

Date  Septenmber 29, 1872

Laboratory Ho.0%01 ¢

- -u--.-n-------------—-—-—-—-—--—-—-—-—---Ih}'r---- ----------------- - mm . m m m m my

(21)

{20)

{23)

{23}

{20}

Group Material Dose
Leval 0 & 11 15 17%*
nglkg ~ —----- ST e g e ACLLIT ULt
131 Sham 4.0 31.1 149 37.9 45,7 52,1
132 Aspirin** 15G,0 33.1 36,5 33.5 47-.2 3.0
.133 FOA 71-33 6.5 3Q.5 3.3 36,3 44,5 50.0
134 FO2 71-33 é.s 323 35,2 33.1 47.2 52,7
135 FDR T1-33 11.0 33.1 35.5 33.3 43,2 53.9
136 FDA 71-33 50.0 30.7 35.0 36,1 45.4

-0.0

(21]

* Qf pregnant dans
** HNumber of surviving dams in parentheses {c.f. Table 1}
***  pagitive control: 150.0 mg/fkg
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Appendix I

Teratology Study in Mica

Virgin adult female albino CD-1 ocutbred mice were individually
houwged in disposable plastic caqés in temperature and humidity-con-
trolled quarters with frea access to food and fresh tap water, They
were mated with young adalt males, and observation of the vaginal gperm
rlug was considered Day 0 of gestation. Beglnning on Day & and con-
tinuing daily throogh Day 1S5 of gestation, the females were dosed with
tha indicated dosages by oral intubation: the controls were sham treatad.

Body weights wera racorded on Daye= 0, b, 11,15, and 17 of gestation,
All animals were observed daily for appearvance and behavior with par-
ticular attention to food consumption and weight, in order to rule out
any abnormalities which may have eccurred as a result of anorexic
gffects in the pregnant female animal.

On Day 17 all damg were subjected to Caesarean section under
gitrgical anestheeia, and the numbers of imrlantation =sites, resorption
aites, and live and dead fetuses were recdorded, The body weights of
the live pups were alse recorded. The urwgenital tract of each dam
wag examined in detail for anatomical normality.

All fetuses wera examihed grossly for the presence of external
congenital abnormalities. OJne-third of the fetuses of each litter
underwent detalled vieceral examinations employing 10X magnification.
The remalning two-thirds were cleared in potassium hydroxide [WOH),

gtained with alizarin red 2 dye and examined for skeletal defects.
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FOOD AND DRUG RESER. .4 LABORATORIES, IHLU.

Group 131 Appendix II Date  September 29, 1972

Material Sham Reproduction Data in  Mice {Individual} Laboratory No. 0961

Dose 0.0 mgskg

Dam Ho., Fate®* Corpora Inplant Fetuses Sex = RBRegorptien  Average Fetua Hemarks
Lutea Sites Alive Dead M F Sites Weight (g)

8 1351 BE 3 a -———

g 1392 P 16 12 12 7 S 0.54

8 1393 NP 10 o -

5 1394 NE 2 0 ———

5 13953 P 13 11 11 4 7 0.5E

5 1396 P 20 15 12 7 9 3 0.76

5 1397 P & 1 1 1 g L.15

5 1398 NP 2 0 , —— _

5 1390 —m— Mot Asz=igned

5 1400 NP 9 D -——-

5 1401 P 1B 15 15 3 12 .98

g 1402 B 15 13 13 4 ] 0.30

5 1403 P 158 L& 12 5 1 4 g.48

5 1404 P 7 2 2 2 0 1.04

5 14035 P 20 132 13 3 5 ¢.88

5 1404 B 15 12 13 & 7 G.97

5 1407 P 20 13 13 7 & .34

S L408 B 15 14 13 1 10 3 0.84

8 14089 P 14 13 11 7 4 2 1.22

5 1410 P 17 12 12 5 7 ' 1.04

5 1411 F i4 11 11 7 4 0.83

& 1412 r iy o 11 11 6 5 1.17

g 1412 T 14 12 1z 8. £ .83

g 1414 P 16 13 10 g 2 3 i.01

5 1415 P 17 13 12 7 6 d.82

Continued con next page

¥ P = Pregnant: HEF = Not Pregqnant
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FOOO AND DRUG RESEhh_ﬂ LABODRATORIES, TR,

Group 133 Appendix II Date September 23, 1372

Material Sham Reproduction Data in Mice {Individual) Lakoratory No. U301

Doae 0.0 mg/kg

Dam tio. Fatp* Corpora Implant Fetuses Sex  Resorption Average Fetus Femarks
Lutea Sites Alive Dsad M F 5Sites Weight (g}

Contimmed

5 1416 ME B ] -

5 141°% F 13 11 B 5 3 3 Q.73

5 141% NE E 1] —_—=

2 1419 P 15 14 11 2 q 3 0.g89

2 1420 e 1 nj —— Died Day 14

* P o Pregnant;

MF = NHot Fregnant
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FOOD AND DRUG RESEALHQ LARDRATORIES, IRC.

Group 1332 Appendix II Date September 29, 1%7:
Material Aspirin Reproduction Pata in Mice {(Individual) Lakoratory Mo. 0901
Dose 150.0 mg/kg

Dam Mo, Fatet Corpcra Implant Fetusas Sex Resorption  Average Fetus  Remarks
Lutea S5ites Alive Dead M S5ites Weight {g]

ml

- — N —— " w

T T T TTAE e———— - -

o r—ar

A 1391 NP 7 o —-———
A 1392 —_——— ot Assigned
A 1393 P 1% 16 16 L4 2 .74
A 1304 ] ———— Not hscigned
A 1395 NP 5 0 ——
L 1396 P 1% 15 : 15 B 7 0.8l
A 1397 NP & o -———
A 139E I L5 13 13- 6 7 0.80
A 1200 F 18 14 14 7 7 0.77
A 140D F 1z 10 10 5 L7 0.32
A 140l r 20 17 16 1 3 13 0,67
A 1402 P 14 13 10 1 6 4 2 .83
A 1403 P 1k 15 15 ¥ 8 1.00
A 14Dd F 13 12 12 O 3 0.87
A 14D5 r 16 12 11 5 6 1 0.86
L 140E L 13 10 e & 3 1 1.12
A 1407 F 19 12 11 3 B 1 .82
A 1493 P 22 14 14 4 10 g.90
A 1499 P 1% 15 12 1 & 6 2 0.78
& 1410 B 13 L5 12 1 6 6 2 Q.87
2 1411 F 21 13 12 5 7 1 0.72
3 1412 P 20 16 15 1 & o 0.85
A 1413 F 14 12 1o 2 8 2 .70
A 1414 B 7 1 - - 4 -——
s 1413 o 14 11 11 7 4 0,89
A 1414 HE 8 o —_———

s = Lanm

* P = Pregnant; HPE = Mot Fregnant
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FOOD AND DRUG RESEAL.H LABODEATORIES, IHC.

Group 133 .. Appendix II Date Septepber 29, 1072

Mepterial)l FDA 71-33 nébrﬂductinn Data in Mige {Individual} Laboratory No. 0501

Doge ¢.5 ng/kg

Bam Ma. Fate* Corpora Implant Fetuses Sex Resgrption Average Fetus Femarka
Lutes Sites Alilve Dead M F Sites Height {g)

T 1001 F 12 11 10 6 4 1 o.83

T 1002 3 1o 12 1z 8 4 0.5%5

T 1003 F 16 12 12 g 4 D.EB

T 1004 E 17 13 . 13 5 8 0.53

T 1005 F 16 12 12 6 & 0,ES

T 10406 P i3 13 iz 5 7 i 0.87

T 1007 F 15 11 10 -1 = 5 D.E3

T 1003 F 20 14 1o 1 5 B 3 D.76

T 10035 F 14 12 12 B 4 0.70

T 1010 F ) 11 g B 3 2 D.B7

T 1011 NF 0 0 _ -

T 1012 S 0 0 —_——

T 1613 T 13 12 10 5 5 2 0.77

T 14614 P 21 . 14 12 7 5 2 0,93

T 1015 F 17 15 15 g o ' 1.16

T 1016 P 15 12 g 5 4 3 0,28

T 1017 P 1% 1z 3 4 5 3 .89

T 1018 P 18 13 14 1 8 5 0,89

T 1019 F 14 3 4 2 2 5 L.0L

T 1020 E 15 1z 11 4 7 1 0,81

T 1021 F 15 11 1l 4 7 D.EL

T 1022 P 13 - 11 8 1 3 5 2 0.75

T 1023 3 13 10 3 5 4 1 0.51

T 1024 E 14 11 10 g i 1 1.0

T 1025 F 19 . 14 12 10 4 . 0.B85

T 1026 NP 9 Y ——-

F = Pregnant; Hf = Not Pregnant

*
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FOOD BND DRUG RESE -8 LABORATORIES, INC.

GIoup 124 Appendix II Date Scptenber 29, 1972

Material FDa 73-33 Reproduction Data in Mige ([Individunal) Laboratory No. 0901 +

Doag 2.3 ma kg

Dam No. Fate* Corpora Implant ~__Fetuses Sex Resorption  Average Fetus  Renarks
Lutea Sites Alive  Dead M ~ F  Sites Weight (g)

T 1031 F i6 1z 11 1 5 [ 0.89

T l03iz NE ! a -———=

T 1033 F 2L 15 11 1 & 5 3 0.9

T 1034 e 17 13 1z B 4 1 6.91

T 1035 o 15 14 11 IO 3 1 0.824

T 1336 E 15 11 11 £ B G.87

T 1437 F 14 12 12 7 5 0.97

T 1038 P 13 10 g 3 € 1 0.87

T 10389 F 15 12 iaq 1 s 5 1 0,93

T 1940 E 14 iz 1z g 1 l.0%

T 1041 P 19 13 1z f 7 D.EY

T L042 P 19 13 13 I 4 0.86

T 1043 P 17 13 12 g & O.81

T 1044 P 17 1l R R Y 3 f 1 O.8E

T 1045 I 14 12 11 G 5 1 0.26

T 1048 P 17 11 11 4 7 0.94

T 1047 B 23 17 1% 2 T 8 .89

T 104E P 15 1z 11 ' 4 7 1 0.93

T 1049 B 17 S17 15 1 i L 1. Q.78

T 1050 NE 9 o —_———

T 1082 E 15 12 11 & [ Q.99

T 1052 B 12 12 10 g5 5 2 0.94

T IGE3 P 21 17 17 11 7 b.83

T 1454 P 15 7 =) 3 2 2 0.90

T 1055 F 17 13 13 & 7 G.96

* P = Pregnant; HPF = Hot Pregnant

—_ = e —_—— - . - . — —
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FOOD BRND DRUG RESER. .H LABORATONRIES, INC.

- e o el el M e mr——

Group 1315 Appendix IIT Date September 25, 1872

Materisl FDA 71-33 Reproduction Data in Mige {(Individual) Laborateory Ne. 0301 £

Lose 11.0 mg/kg

Dam Ho. Fatek Corpora - Implant Fetuses Sex Resorption  Average Fetus  Remarks
Lutea Bites Rlive Dead M F Bites Weight (g}

T 1061l E 13 5 o 2 3 0.92

T 1062 B 1z k1 G & d 2 a.7

T 1063 E 22 14 14 7 7 I

T 1064 F 17 13 12 T [ 0.95

T 10DBS E 1& 1z 1 ] B Q.50

T 106G P 13 12 11 2 o 1l 1.03

T 1067 F 13 15 Lz { g K| 0,79

T 10O6E EF 4 8] —_———

T 106% B la 4 12 & 3 2z 0.96

T 1070 F 15 L4 1o ) A ) Q.87

T 1071 B ! s R 2 3 0.92

T 1072 F 17 14 12 G 3 2 0.95

T 1073 F 14 o ] ] 3 1 0.88

T 1074 P 18 & & 5 L G,97

T 1075 E 13 13 13 E T 2 0,86

T 10O7E P 19 9 8 2 [ i 0.94

T 1077 B 15 13 13 5 8 0,72

T 1078 NE 3 G -——

T 10%h B 13 11 11 B 3 0,92

T 1DED P 17 18 1E o T 2 0,94

T 1DEL B 2] le ls 3] 1o 0.488

T 1DBE2 P 18 la 17 1 4 L3 1 0,78

»

P = Pregnant; NP = RHot Pregnant
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FuQpD AND DRUG F.EEEPH._.:';I LARORATORTIES, INC.

Group 138 Appendix I1 Date Secptember 29, 1972
Material FCA 71-33 Reproducticn Data in  Mice {Individual) Laberatory Mo, 0901 t
Dose 50.0 my Ky

Dam Ho. Fate* Corpora - Implant Fetuces Sex REesorption Average Fetus  Remarks

Lutea Bites Allve Dead M F Eltes Weight (g)

—_ —_—— e e it = - m— ot amarem = =

T 10321 F 19 15 15 B 5 0.79
T 1092 P 16 11 11 5 B .71
T 1093 2 14 11 11 5 6 0,77
T 1094 P 17 12 11 1 3 B .90
T 1095 2 12 3 3 5 3 0,92
T 1096 2 22 19 15 1 B 7 2 0.75
T 1097 2 14 13 12 1 3 6 0,76
T 1098 P 16 11 10 5 5 1 .69
T 1099 P 14 11 Ll 1 10 0,79
T 1130 F 12 13 g 2 6 5 1.17
T 1101 P 19 15 15 11 4 0,83
T 1102 2 10 7 5 2 3 2 0.92
T 1103 P 14 15 15 .11 4 0. %0
T 1304 P 19 16 13z 7 3 i 0,86
T 1103 P 23 12 12 7 5, 0,94
T 1106 NE 7 0 _—
T 1107 NP 7 3 ———
T 1108 P 18 12 12 5 . 7 0.93
T 1109 P 19 13 12 5 7 1 0,80
T 1110 P 17 12 111 2 5 0,95
T 1I11 NP 3 3 e
T 1112 NP 11 - o wnnm
T 1113 3 10 : 8 1 5 3 0.93
T 1114 P 17 13 10 1 3 4 2 0.82
T 1115 P 18 16 15 7 o 0.89

s

* P'w= Pragnant; NP = Nct Pregnant
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Masgpeth, Naw Yorh 11378

FIWAL Teleplona: TWinimg 4-tH0
REPORT Catle: Fapglats, MNew York
Subkmitted to: DHEWfPuhlic Health Service . Date Octoher 30, 1972

Food and Drug Administration Ch-272

5600 Fishers Lane—Room 5C-13

Rockville, Maryland 20852 Iaboratory No. 0802 t
Contract No, FOA T1-Z60

Sample: white cry=talline material

Marking: PRa 71-33 (Stannous Chlorides)

Exam;natinn Regquested: Terztologic evaluation of FDA F1-33 ip rats

EFrocedurs: Eee Appendix I
{’ sults: See Takles 1 through 4 and Appendiw II
Conclusiom Subject to resxamination in the light of later findings, the

following iz concluded:

"The administration of ap to 50 wy kg (body weilght) of the test
matorial to pregnant rats for 10 ¢onsecutive days had no glearly &ig-
cetnible affect on nidation or on maternal pr fatal =surviwal. The
numbar of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ frem the number oofurring spontanecusly in
the sham~*reated controls."

Comment ¢ Mttenticon is called to the fact that thils 13 the faurteenth
of a seriec 0f reports which will be issued in accordance with the terms
of the contract cited above. Eventually, a total of at l=ast 471 con-
pounds will have been tested in 21 palrs: each palr belng fun con-
currently against ome sham-trested control ernd one positive control group.
Because of the inherent variability of biclegical data of the typs
dealt with here, the accumulaftion and pooling of sequential sets of
contrel values will greatly enhance the statistical wvalue of tha findings
and the ultimate reliability of the test results.

FOOD AN‘Q DRUG RESEARCH LABURATORIES, INC.

. E&?*’ Idpiﬁﬂ' '
- If!%?ﬂj&ﬁjﬁﬂ%%ﬂgl:.____A_
ﬁenneth Morgarpgdge, PhM,

‘This report is somitusd for tha excdosive um of Ui penboo, w.r‘tnmiiz PI‘EE&&-&E{Q whom it {n sddressed, and oeither the eport
iy

per Uk o of theew La b leciss aor ol sey oweabeey of ies steff, may ulndmmnnﬂlm‘umhl}undmhmuwu}en[ produack or
prooses without wrilten sushvorizabion.




Groups: 131 through 136

™,

FOOD AND DRUG RESEARCH LARCBATORIESE, THC,

_ Matcerial: FDA 71-33

Tzble 1

Fate Summary

Date_ september 29, 1372

Labararary No, 0202 t

{ Rats )}
Group Material Doge** Total - . At Term
mg/kg Mated Pregnant Surviving (Total) Number Pregnankt

131 Sham 0.0 24 20 24 20
13z Aspirin® 250.0 24 24 24 24
133 FOB 7133 0.5 24 23 23 22
134 FDA 71-33 2.3 24 22 24 22
135 FDa 71=-33 11.¢ 24 23 24 23
13 FDA 71-33 5.0 24 24 24 24

# Positive Control at 250.0 mg/xg

¥*  Administered as a water solutiomn; 1.0 m! per kg of hody weight



131 through 136

FOOD AND DRUG REESEARCH LARQORATORIES, IHC.

G Late: Eeptember 2%, L3TE
Table 2
Material; FDA 71=-33 Reproduction Data Laboratory Mo.: 0902 &
{ Eats }
Group: 131 132 133 134 135 136
Dase (ng/kg): Shatn ASpirin** 0.5 2.3 11.0 B0.0
Pregnancies
Total Mo, 20 24 ] A2 213 2d
Died or Aborted (before Day 20} 0 0 1 0 0 0
To term (on Day  20) 20 24 23 22 23 24
Corpora Imtea
Total Mo, 268 281 279 267 300 293
Average/dan nated 11.2 11.7 11.6 11.% 12.5 12,2
Live Litters
Total No,* 20 19 22 22 23 ' 24
Implant SBites .
Total No. 221 269 260 247 282 276
Average/dam* 11.1 11.2 11.8 11,2 12.3 11.5
Resorptions
Total No.* 8 94 B 5 7 5
Dams with 1 or more sites resocrbed 6 iz & 4 & 4
Dams with all sites resorked 0 4 0 0 0 i}
Per cent partial resorptions 0.0 50.0 27.3 18.2 ZE.1 16.7
Per cent complete reacrptions - 1.7 - o o -=
Live Fetuses
Total Ho. 213 174 249 247 215 271
ﬂveragefﬂam* 10,7 7.25 11.3 11.7 12.0 11.2
Sex ratio {M/F) D.84 G.78 g.92 .95 0.93 1.13
Dead Fetuseo
Toetal Ho.* n 1 3 - _— -
Dams with 1 or more dead —_— 1 2 - - -
Dams with all dead - i} 0 - _ —
fer cent partial dead - 4.17 3_09 - — —-
Fer cent all dead - — —_ - - -
average Fetus Weight, g 3.5% 2,25 3.35 3.87 3.62 3.71

*fncludes only those dams examined at term.

*%*7ozikive Control:

23N, 0 mo s

W e m e et m— s == -



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups 131 through 136 Laboratory Mo, 0302 t
Takle 13
Marerial FDa 71-33 - Date _Sepfember 29, 1972
Summary of Skeletal Findinga+
{Rats)
e, 131 132 133 134 135 135

Findings CrouP MO - .

Doge f(mp/kg) Sham Rmapirin®® 0.5 2.3 11.0 50,0

ILive Fetuses Examined 142729 112}133 legs22 150722 181/231 1BGO/S24

' {at term}

Sternebrae _
Incomplete ©s5s. 15/11 09/18 30715 5/3 11/6 BS7
Sorambled
Bipartite
Fuszed
Extra
Missing 7o/l6 373 1/1 4/1 1/1
Other :

Rib=
Incomplete 0B6. 23,13
Fusad/splic 14/7
Havy 3/ 42,13 = 3/3 171 19/5
Less than 12 /5
Hore than 13 Tt/le6

r Cther

Vertebrae
Incomplece oss, 106/18 1/1 272
Scramhled
used 1.4
Extra ¢cbI's. 05S5.

Bcoliosis 16/7
Tall defects
Ocher

Skull .
Incompleta closure 13/8 §3/18 31711 9,/6 6/6 18/10
Misging 17/48
Cranlostosis
Other

Extremities
Incomplete os8s8. 5/4 1/1
Missing
Extra

Miscellangous
Hyoid; misglng /6 73/18 16/% BSS 11/6 14,8
Hycid: teduced iS5 33 171 453 171 /3

% Humerator=Number of feruses affected; Denominator=Number

** Poglitive control at 250.0 mg/ikg
Alone litter lost in clearing process

af licrere affected



FOOD AND DRUG RESFARCH LABORATORIES, 1INC,

Groups 131 through 136 Date  Septgnber 29, 1972
Materiesl FDA 7133 : Laborakory No. 08302
Table 3-a
Summary of Soft Tissue Abnormslities
(Rats)

Sroup Material Dase lewvel Dam Number of Description
mg kg Fupa
132 Aspirin* 250.0 A 23986 i Exencephaly; spina
bifida;
enterchepatocsle
A 2402 2 -Exencephaly;: splina
bifida
A 2403 2 Exencephaly
E 2404 4 Exencephaly; spina
hifida
2 2406 . 2 Exenpcephaly: spina
(rh bifida
E 2408 1 Ezxencephaly; spina
bifida -
1 Exencephaly)
enterchepatocels
1 Exencephaly
1 Exencephaly;
enterchapatorele
A 2413 1 Exencephaly; spina
bifida
1 Entercheapatocelsa

* positive Control at 250.0 wmglkg
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FQOD ABD DEUG RESEARCH LABORATORIES, INC.

Groups 131 through 136 Date September 2%, 1572
Table &
Species Rats Laboratory HNo. D502 t
Average Body Weights *

Group Material Dase T Jaymommmmnoosn o mmmnsm o
Leval q 6 11 15 20%%
ng/ke - e T TEE e e
131 Sham 0.0 241 253 276 257 365 {20)
132 Aspirin%ws 250.40 241 | 260 270 ZBE 330 (24)
123 FDA 71-33 0,5 | 234 253 . 274 297 363 (22)
134 FOa 71-33 2.3 3349 258 274 301 367 (22)
135 FDA 71-33 11,0 242 261 273 303 357 (23)
136 FDA 71-33 50.0 237 254 272 292 362 (24)

* Qf pregnant dams
**  Number of surviving dams in parentheses [(ec.f. Table 1)
wr* ppzsitive control:
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Appendix I

-

Teratology Study in Rats

Virgin adult female albhino rates {(Wistar derived stock) were
individually housed in maah bottom cages in. temparzture and humidity-
controlled goarters with free access to food and fresh tap water.

Thay waras mated with youong adult male=, and chaervaticn of the vaginal
gperm plug was conhsidered Day O of gestation, PBeginning on Day & and
continuing daily through Day 15 of gestation, the females were dogsed
with the indieated dceages by oral intubation; the-csntrnls wars sham
treated.

Body weights were recorded on Days 0,6,1%1,15, and 20 of gestation,
AlL animale were obk3erved daily for appearance and behavier with
partisylar attention teo food cnnsumptiun and weight, in order to rale
ot any abnormalities which may have ococurred as a result of ancrexic
affects in the pregnant female animal,

Onn Day 20 &ll dams were subjected to Chesarean section under
surgical anesthesia, and the numbers of implantation sites, resorption
Bites, and live atd dead fetuses were recorded, The hody weights of
the live pups were also recorded.  The urogenital troacet of sach dam
was examined in detail for anateomical normality,

All fetuses were examined grossly for the presence of external
conganital abnormalities, One-third of the fetu=es of each litter
underwent detailed vi&céral examinations employing 10X magnification.
The remaining two-thirde were cleared in potassigm hydroxide (KOH),

gstained with alizarin red § dye and examined for skeletal defects,
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FOOD AND DRUG RES! ._§ LARORATORIES, INC.

Groug 133 Apperndix IX Date September 29, 1972

Material Sham Reprodueticn Data in Rats {Individual} Lahoratory No. 0202

Cose 0.0 g kg

Dam Ho. Fate* Corpera implant  Fetuses Sex Eesorption  Average Fetus _Remarks
Lutea Bites Alive Dead M F 8ites Walght (g)

8 2301 iy [+ 4] -

£ 23t P 12 10 L0 5 5 3.45

5 2393 B 12 12 12 b 6 3.38

2 2394 F 12 12 12 4 g 3.29

S 2395 F 16 16 la 8 a §.13

5 Z239& E 12 iz 12 k| a3 3.40

5 2397 F 14 1] 10 L 5 1 i.28

5 2398 hed o 10 0 -——

5 239% r lG 16 15 5 10 L .76

g 2400 |5 g S 5 3 g5 1 d.E8

g 2401 NE 11 0 ———

5 2402 P ] G 9 4 L& .76

5 2403 NE Iz 0 -

S 2404 F 14 14 14 4 o 3.54

5 2405 = | 3 K| 1 2 3.40

5 244 B 13 13 13 7 B 3.52

£ 2407 B io 1 13 5 5 3,48

S 2408 P 12 . 12 12 4 B 3.81

s 2409 F 13 7 B 3 K| i 4,48

5 2414 P 13 13 11 2 g z .61

5 2411 P g 4 9 = 4 3.70

5 2412 g 11 7 7 5 2 J.35E

5 2413 P 11 11 9 4 7] 2 i.64

E 2114 T 15 1o 13 8 ¥ 3.2%

* P = Pregnant; NP = Kot Pregnant
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FOOL AND DRUG RESEAn.H LABORATORIES, INC.

Group 132 Appendix II Date Septenbey 23, 1972

Material Acpirin Reproduction Data in Rats {Individual) Laboratory No. 0302

Doae 250, 0 mg /iy

Dam No. Fate* Corpora Inplant __ Fetuses £ex  Resorpticop  Average Fetus Remarks
Lutea Sites Alive Dead M F Sites Weight (g)

A 2391 B 12 12 1z 1 11 3.00

L 2382 E 12 12 12 7 5 2.14

& 2393 T 15 13 13 B 5 2.07

A 2199 T 11 11 11l ¥ 4 4,07

A 2395 P 11 11 11 ————

A 2310& P i1 11 1 0 1 10 1.00

A 2397 L 1z 12 1z 6 6 2.73

A 219E F i3 13 13 -

A 23199 E 11 oAz 12 3 9 1 2.13

A 2400 P 12 1z 1 1 ¥ 11 1.50

A 2401 F 11l 11 1 10 - '

A 2402 F 13 13 2 4 5 4 2.39

A 2403 P 11 11 1l 7 4 1.33

B 2404 E 12 11 Il 4 v 3.20

A 2405 12 13 B 5 _—

A 240& F 14 B 2 L 1 G 1.80

A 2407 P 12 12 12 _—

A 2408 E 1g . 1D E 2 6 2 2,06

A z4049 P 14 14 14 g 9 2.90

A 2410 B 11 11 11 d 3 1.93

A 2471 B g 8 B 3 5 ' 2.65

A 2412 B 9 4 2 1 1 6 1.50

A 2413 B I3 11 11 5 & : 1.24

A 2414 F 13 13 13 3 10 Q.24

— . o e — wr -

¥ p = Pregnant: HF = Hct Pregnant
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FOOD AND DRUG RESEA... i LABORATCRIES, INC.

Group 133 Appendix 11 Date September 29, 1972
Material Fpm 71-33 Reproduction Data in Rats {Individual) Lehoratery Wo, (0902
Dose 0,5 ook

Dam No. Fate* corpara Implant __ Fetuses Sex Re=zorption Average Fetus Remarks
' Litea Bites Alive Dead H F Sites Weight (g)

T 2Q41 F 10 ic 7 3 4 3 3.40

T 2002 P 12 12 12 7 5 3.96

T 2003 P 13 I3 12 8 & 1 3.31

T 2004 P 11 11 11 5 2 3.49

T 2005 P 10 10 10 -— - —-—— Died Day 19
T 2006 P 10 10 9 1 5 4 3.81

T Q47 P 11 11 11 B 5 3.89

T 2048 P 14 14 13 4 10 3. 29

T 2009 ¥ 11 11 11 3 & 3.B&

T 2010 P 10 10 10 £ 4 3.77

T 2011 P 10 10 ' 10 & 4 3.41

T 2012 P 10 10 10 4 6 3.5

T 2013 P 13 13 1z 5 7 1 3.94

T 2014 D 12 12 12 7 ! 3.43

T 2015 P 13 13 iz 3 9 1 3.41

T 2016 P 11 11 11 =) 5 3.7%

T 2017 P 1z 13 13 4 9 3.30

T 2018 P 14 14 14 £ 8 3.13

T 2019 = 17 17 ‘1& 2 7 7 1 3.z

T 2020 P 11 11 Il 3 8 3.53

T 202] B 12 12 12 & 6 3.62

T 2022 WE ] 0 ———

T 2023 P T 7 ¥ 3 4 1,20

T 2024 P 15 15 14 10 4 1 i,51

F = Pregnant; NF = Not Pregnant

*
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FOOD AND DRUG RESEA:..H LABORATCRIES, INC.

Group_ 134 Appendix II Date_ September 29, 1972

Material FDA T1-33 Reproduction Data in Rats {Individual} Laboratory No. 0902 ¢

Doae 2.3 mg/kg

Dam Ho. Fate* Corpora Implant Fetuses Sex Resorption  Average Fetus  Remarks
Lutea Sites Alive Dead H F Sitens Weight (g)

T 2031 P 12 11 1l 7 4 d.be

T 2032 P 12 12 12 T =] 3,20

T 2033 B 14 14 iq iz 2 5.20

T 2034 P 13 13 13 £ 7 3,28

T ZQ31% F 12 1z 13 3 10 3.74

T ZO03E B 14 14 14 & g 3.71

T 2037 P 1a 5 L o o 4.19

T 2034 E 2 | 7 3 4 1 3.69

T 2033 P 11 11l li 3 5 3.87

T 2040 P 11 11 11 7 4 4,03

T 2041 P 6 & & 2 4 3.87

T ZD4Z2 B 12 12 10 5 5 2 3,48

T 2043 F 11 % 4 3 5 1 3.76

T 2044 B 10 10 10 =) 5 3.52

T 2045 P 14 14 14 E 6 3.59

T 2044 B 12 12 12 4 2} 3.33

T 2047 NE . 7 o : ————

T 2043 P 14 - 14 14 7 ¥ 3.51

T 2049 B 113 13 113 5 8 .78

T 20540 o 14 L4 14 10 4 3.52

T 2051 B 9 9 3 4 5 3.59

T 2052 P 13 13 13 5 8 3_67

T 2053 Ne 5 o ————

T 2054 B g 9 B 3 5 1 3.91

!

P = Pregnanty NP = Not Pregnant
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FOOD AND DEUG RESEAr.H LABORATORIES, INC.

Group 135 Appendix IL Date September 25, 1972

Material FDa 7i-33 Reproduction Data in Ratso {(Individual} Lahoratory Ho. Q3ag02 t

HLad-1] 11.0 mg/kq

Dam Ma. Fate* Corpora Implant Fetuseas Sex Rescorption  Average Fetus Remarke
Lutea Eites Alive Dead M F Sites weight (g)

T 2061 B 11 11 1 7 3 1 4.42

T 2062 B 12 12 12 5 7 3.34

T 2063 P 14 14 14 6 8 J.ad

T 2064 P 14 14 13 o ¥ 1 3.69

T 2065 B 15 14 14 L7 8 3.34

T 2066 P 13 12 1z ¢ 4 8 .92

T 2067 B 11 11 11 & 5 3.65

T 20R8 = 14 14 14 6 ] 3.4&

T 2064 P 14 14 14 9 5 3.39

T 2070 P 11 11 11 G 5 3.85

T 2071 P 12 11 10 4 & 1 3.42

T 2072 P 9 9 g 1 8 2.4¢6

T 2073 B 12 12 12 3 7 A.32

T 2074 P 15 - 12 12 9 3 J.66

T 2075 P 1z 12 12 3 9 3.44

T 2076 P 14 12 11 7 4 1 3.8

T 2077 P 11 11 o 3 6 2 j.al

T 2078 P 1z . 12 12 4 G 4.44

T 207D b 11 11 ‘11 & LY 3.148

T 2080 P 13 13 12 & G 1 3.56

T 20EBl P iz 12 12 9 3 246

T 20B2 P 16 16 16 9 7 3.3¢

T 2Z0B3 NF 10 i} ———

T 20EB4 P 7 5 4.9¢&

12 12 12,

® P = Pregnant: HE = Hot Pregnank



FOOR AND DEIG RESEFAT. .« LABORATORTIES, TNC,

Group 136 Appendix IT Date Septeinher 29, 1977
Material FDR 71-313 Reprrxuction Data in Rats {Individual] Lahoratory No. 0902 &
Doze 50.0 mg/xg

Dam No. Fate* Corpora Implant _  Fetuses Sex = Resorptien  Average Fetus Remarks
Lutea Sites hAlive Dead M F Sites Weight (g}
2081 b 14 14 14 & & 3.74
2082 T 13 15 14 ¥ 7 1 3.64
2083 P 11 a : 7 i 3 1 3.64
20504 - 19 10 9 3 & 1 3.99
a0os P 11 11 11 = b 3.&87
20586 ¥ 13 13 13 9 4 3.86
2087 B 12 1o 10 & 3 3.03
2098 |5 13 13 13 & 7 3.68
2089 = 7 1 i o i 4.30
2109 Loy 12 12 12 & E 3.89
2101 F 10 10 10 & 4 4.00
2102 B 10 - 10 10 & 4 3.78
2103 P 14 14 14 B & 3.56
2104 p 13 13 13 & 7 3.36
2105 P 11 1l 11 & & 4.09
210& B 15 13 15 9 E 3,43
21¢7 P 13 12 1z 7 5 3.59
218 B 1l . 11 11 3 8 3.81
210% P iz 12 12 e 3 3.71
2114 P 13 13 1z 8 5 3.72
2111 P 14 14 14 5 o 3.78-
2112 B 15 iz 11 ! 3 Z 4,22
4113 P 14 i1 11l 3 £ 3.186
2114 P 14a 10 140 T 3 3.65

P eT T e rd el oD e e el e ed 1D sd 2 el 3 FT 03 1303 43 9 A

* B = Fregonant; KNP = Not Pregnant
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ZTod and Mg BReseonch Maaboatoies

I M ©C O R P OR ATED Monrioe Avertus of S8 Sireat

Murpeth, Mew Yurk 17378

FINAL Trlrphonn: TWining <-(RE04]
EEPORT Cable: Fosdlabs, MNeae York
Submitted to: DHEW/Public Bralth fervice Date October 30, 1972

Food and Drug Adminietration CA-272

Rhal0d Fishers Lane-Room SC-13

Gockville, Maryland 20552 Laboratory ko, 0903 t
Contract No, PDA T71-260

Sampla: White Crystallipe Material

Marking: FOA 71-3% {(Stannous Chloride)

Examination Reguecsted: Teratologiec evaluation of PDA TV1-33 in hamstorsg

Frocedure: See Appendix I

i zults: Seg Talkles 1 through 4 and Appendix II

conelusion: Subject to reexamination in the light of later findings, the
following is concluded:

"TPhe administration of up to 50 mg/kg {bedy weight) of the test
material to preonant ham=ters for 5 consecutive days had ne glearly
dispernible effect on nidation or on maternal aofr fetal survival. The
numbker of abnormalities seen in sither soft or skeletal tissues of the
test groups did not dlffer from the nunber occurring spontanecusly in
the sham-{reated controls."

Cotmnent: attentiocn is called to the fact that this is the fourteenth
of a series of reports which will be 1ssuied iIn accordance with the teims
of the poptract gited above. Eventnslly, a tctal of at least 42 compounds
will have been tested in 21 pairs; each poir beling run coasurrently
against one sham-treated contrel and one posltive control group.
Because of the inherent wariability cof bkbiclogical data of the type dealt
with heres, the accumulation and pooling of seguential sets of control
values will greatly enhance the statistical walue of the findings and
the nltimate reliakility of the tast results.

FOOD AN)’) DRIG RESEARUH LABORATORIES, INC.

L

anneth Mordargidge, Fh.e.
Thia repurt [ submitod for by vaclvwive uae of Lha pezgan, m:tmrylﬁi% Eaﬁ-ﬂﬁi E:th'hnm it in nddrcsuced, aod acibhar bhe eeparl.

1o L B o Wlwesd Laboratoriea eor of any membork of it s, may be wwed b aonnedtion with Lhe wdverHising or yole of apy prad-uel oF
proovaes Wllkoul webid b madbnowiatlon
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FOOD AND DRUG RESEAkcH LABORATORIES, INC,

Groups: 131 through 136 Dake September 23, 1972
Table 1
Macerial: ¥DA 7i-33 Laboratory Ne. U303 ¢
Fate Summiary
fiansters J
Group Material Doge *# Total o ___At Term
mg/ kg Mated Pregnant Surviving [Total) Number Pregnant
131 Sham 0.0 22 21 22 21l
132 Aspirin* 250,10 22 2z 22 (22
133 FDR 71-33 0.5 22 21 22 21
134 FOR 71-33 2.3 22 20 22 20
135 FDL 71-33 11.0 22 21 22 21
136 FDA 71-33 50.¢ 22 2L 22 21

* Positlve Control at 250.9 mg/lkg
*# Administered as a water soluticn; 1.0 ml per kg of bedy weight



Groupt 121 through 136
Material: FDa TFI-33

Takle 2

Reproduction Data

[ Hansters

]

FOOD AND DRUG RESEARCH LARQORATCRIES, INC.

Date: September 28, 15?2
Lahoratory WHo.: {0903 t

Group: 131 13z L33 134 135 138
Daae {mgfkg}: Eham Aspipin*w 0.5 2.3 11.0 S0.0
Pregnancies
Total HNo, 21 22 21 20 21 21
Died or Aborted {kefore Day 14) 0 ] 0 0 0 U
To term {(on Day 14) 21 22 21 20 21 21
Corpora Lutea )
Tatal Ho. 24 3174 338 336 360 348
Average/dam mated 15, 2 17.9 16.1 16.0 16,4 15.4
Live Litters
Total Ho.* 20 22 21 16 21 21
Implant S5ites
Total Hao, 291 Ja4 281 2B0 297 2748
Average/dam* 13.49 14.0 12.4 14.0 14.1 13.3
Resarptions _
Total Ho.* - 21 31 32 1o 8 15
Dams with 1 or more =ite=s resorbed 5 14 14 11 6 7
Damas with all sitesd resorlwed 1 ., - - - -
Per cent partlal resorptions 42.9 63.6 66,7 55.0 ’B.6 33.3
Per ¢ent cooplete resorptions 4.78 — - - - -
Live Fetuses
Total Ho. 249 276 24= 248 2Bh 26d
Avarage/dam* 12.8 12.4 11,49 12.4 13.6 12.6
Sex ratio (M/F) 0,52 {1.54 G.53 0.78 0.79 0.549
Dead Fetuses
Total Ho.t . 1 1 - 13 3 -
Dam= with 1 or more dead 1 1 — 2 2 -
Dama with all dead - - - 1l . - -
Per cent partial dead 4.76 4_55 - 10.0 5.52 -
Far cent all dead — - - .00 - -
Average Fetus Weight, g 1.66 1,69 1.67 1,69 1.67 1,69

*Includes only those dams examined at term,

**Pogitive Control: 250,00 po/fke



FOOD AND DRUG RESEARCH TABORATORIES, INC.

Groups_ 121 through 136 Labgratory No,._ 0803
Table 3

Materigl Fpop 71-33 Date Septcmber 29, 1972

Summary of Skeleral Findingsx
(Hamaters)

Group HNo. 121 132 133 124 135 136

Findinge
Dose {mg/kg} sham Aspirin®* 0.5 2.3 11.0 50.0

Live Fetu=zes Examined 148720 132722 174721 172719 188721 126,21
(at tarm)

Sternebrae
Incompleate o553, 129720 144722 120721 101/71%F 104720 113721

Serambled

Bipartice 28716  31/16 22/14  21/11 28715 20711
Fused 2/] 171

Exrra 1/1
Missing 43713 34717 268712 18/9 37712 71/15
Ocher ' . :

Ribs
Incomplete os5s.
Fused/split
Wavy
Legg than 12
More than 13 15/12 so/f22 - 43717 40/1%8 38/17 25/17

¢ Othex

Vertebrae
Incomplete o=s, 2/2
Scrambled
Fused
Exktra ctrs, o059,
Scoliosis 171
Tall defects
Orher

Skull
Incomplete closure
Missing
Cranlostosis
Other

1/1

Extremities
Incomplete oss. . 272 1/1
Missing :
Extra

HMiscell aneous
Hycidy missing 11 171 252 1/ B3
Myoid; reduced 171 1/1 1/1

* Mumerator=Number of fotusce affecced; Denominator=Number of licters affected
** Positbive contiol azt 250.0 Mg kg



FOOD AND DEUG RESEARCH LABORATORIEE, INC.

Groups__ 131 through 136 Date September 29, 1572
Material rDa 71-33 ' Laboratory Mo, _g303 ¢+
Tabla 3-a
Summary of Soft Tissue Abnormalities
{Hamsters])
Group Material Dose level Tram Humbar of Depcription
mg kg Pups
133 FDA 71-33 0.5 T 30118 1 Meningsencephalocels




Groups 13l through 134

Species Hamsters

4
FOQD AND DRUG RESEARCGH LABQRATORIES, INC.
Date

Septamber 259,

1972

Table 4

Laboratory No, 0903 &

Averazge Body Weights *

Group Material Dose CoTTTTTTTTT T Baymommmmmm e
Level 0 5 8 10 La**
mg/Kg  FrmmeeReresmessSRRSESiSasmmecceoegem--mmmemmTTISTIITII-oTomooes

131 Sham J.90 134.2 138.8 141_E 153.7 174.7 (21
132 Aspirin¥x* 253.,0 134.2 13%.5 14z.%9 155.0 1%4.5 {2321
133 FDA 71-33 .5 127.10 132.4 LI&.EB 146.E 169.5 (Z1)
124 FDA 71-33 i.E 133.6 - 142.7 143 .8 183.1 175.7 {20)
135 FDA 71-33 1,0 lEEfE 141.3 144.D 155.% '1??.2 {21)
136 50.0 134.8 133,23 141.9 152.6 17i.6 ({21)

FDA 71-33

*
nk
L33

0f pregnant dams
Humber of surviving dams in parentheses (c.f, Table 1)
Fositive ¢ontrol:

230.0¢

ng kg



Appendix T

Teratoloygy Study in Hamsters

Virgin adult female golden hamsters from an outbred strain were
individually housed in mesh boltom cages in Lemporatore and humidity
controlled guarters with free arccess to food and fresh tap water at
al}] times, They were mated [l ta 1) with mature males and the
appecrance of motile sperm in the yvaginal emear was considerad as
Day 0 of gestation. BRBeginning on Iay ¢ and continuing daily through
Day 10 of gestation, the indicated dose levels of éhe test material

ware administered by oral intukation; the contrels were sham-treatod,

Body weights were recorded oh Days 0, 5. L0, and 14 of the gestation
period. All animals were gbscrved daily for appearance and bechaviog
with particular attention to food consumpticn in order to ketter
recognize any asbhormalities resulting from anorexic cffects in the

pregnant animal,

On Day 14, all animels were sulbjecled to Cacsarian seciion under deep
aneathe=sia and tha numbers cof implantation =sites, rescrption sites, live
and dead fetuses wers recorded, A1F Live pups were welghed and the

genital tract of each dam was examined tor any anatomical sbnormalities,

All fetuses were examined grossly for the presence of external
congenital defects and one-third of =ach litter uhderwent detailed
visceral examination under 13X magnification, The remaining two-thirds
of the pups werg cleared in potassigm hydroxide, stajned with alizarin

red dye, and examined for the presence of zsketal abhnormalities,
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FOuD AND DEUG EEEEthﬁ LAECRATORIES, INC.

Group 131 Appendix IX Date Septembery 29, 1972

Material Sham Reprodugtion Data in  Hamsters (Individual) Laboratory Mo. 0503

Dose 0.0 mglfkg

Dam Ho. Fate* Corpora - Implant Fetuses Sex Resorption Average Fetus Remarks
Lutea Sites Alive Dead M F Sites Weight {g)

& 3391 P 13 14 id 3 7 1.87

5§ 3332 v 14 12 iz 7 = 1.B6

S 3393 P 16 13 13 ] 7 1.B5

5 3394 B —-——t 16 1a 5 11 1.70

5 3335 F 18 9 B 2 2 1 1.35%

8 1356 E 16 12 il 4 7 1 1_6E

5 3397 F 15 11 11 ——

£ 1398 HE 1L 0 -——

= 131813 P 23 20 18 14 4 2 l.60

5 34010 P B : 8 6 4 2 i 1.72

5 3401 P 17 17 17 g g 1.36

5 3an? P 12 11 i 2 9 1.2

£ 3403 F 16 1% 15 g 11l 1 1.55

5 34014 E 17 - 15 14 1 11 1 1.32

2 3405 P 21 21 2] 3 12 1.60

5 31086 P 21 19 149 5 14 1.58

E 3407 P 19 17 16 1 - — 1.70

S 24932 P 15 14 13 1 12 1 1.69

5 2409 P 13 12 il 3 B 1 _ 1.89

8 2410 P 12 1L 11 4 7 1.72

5 3411 P 15 12 12 4 B 1,78

g 3112 P 13 - 15 15 5 10 l1.93

A P = Pregnant; NP = Not Pregnant

%% Ipponplete OvVary
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FOOD AND DRUG RESEA:...H LABORRTORIES, IHNC.

Group 132 Appendix II Date September 25, 1387.
Material Asgirin Reproduction Data in Hamsters (Individual) Laboratory HNa. 0503
Do=e 250.0 mg/ kg
Datt Ko. Fata* Corpora Implant _ Fetuses Sex  EBesorption  Average Fetus  Remarks
Ixatea Sites Allve Cead M F Sites Weight (g}

3391 P 15 L3 13 5 B 1.74

33az P 1% 13 13 6 7 1.76

3393 P L7 13 13 3 10 1.74

3394 P 21 14 13 5 7 1 1.63

3395 P 18 15 15 4 11 : Ll.44

33946 P IR 12 12 7 3 1.67

3397 P 22 18 17 1 3 14 1.54

3398 P L7 L3 10 1 3 3 1.42

3339 P 15 11 9 1 B 2 1.3% -

3400 : Not Rs=igned

3401 P 22 18 17 11 6 1 1.71

3402 P 15 - 12 g 2 ] 4 1.7¢%

3403 P 18 18 16 2 14 2 1.5%

3ans P 17 14 12 4 B 2 1.73

3205 P 15 14 13 2 11 1 1.4

3406 P Z1 18 17 5 12 L 1.54

3407 P 22 L7 17 8 11 1.75

3408 P 14 13 10 2 3 3 1.35%

3409 P L6 10 7 2 = 3 1.77

3410 P 16 16 1z 5 7 4 1.82

3411 E 15 12 11 & = 1 1.97

3512 P 13 - 12 9 5 3 3 i.83

3413 P 8 4 i.%e6

ol g e o e R

14 12 12

* I = Pregnant; KP = Not Pregnant



e

FOOD AND DEUG RESEAE.J LARDRATORIES, INC,

Date Septemher 285, 1972

Laboratory WNe. 0303 &

Average Fetus Remarks

Group 133 appendix II
Material FD& 71-33 Reproduction Data in  Hamsteys {Individuszl)
Dose 0.5 mg/kg
Dam No. Fate* Corpora Implant - Fetuses Sex Resorption
Luten Sites Alive Dead M F Sites Weight {g)
T 304l E L& 11 10 3 7 1 l.44
T 3902 F 23 16 13 5 4 3 1.60
T 3023 P 15 11 i0 4 & 1 1.77
T 3JC4 F 17 12 11 3 8 1 1.B:
T 3005 F 13 9 E 2 7 1.76
T 3d0& HE 12 0 ———
T 3007 [ i9 14 14 = g 1.B2Z
T 3708 L4 22 18 1s 7 11 1.45
T 30492 P 16 12 11 2 4 1 1.61
T 3010 F -k 14 13 3 1d 1 l.56
T 3011 B 15 16 1 G i 15 1.23
T 3nlz F is 11 9 3 4 2 1.75
T 3013 L5 13 12 11 & 5 1 1.80
T 3014 P 18 : 1% 1a & 14 2 1.66
T 3N1% F 17 17 1A 5 11 1 1.6E
T 301& F 17, 16 1a 2 14 1.5%
T 3017 P 17 15 14 ? 7 1 1.75
T A0l" F 1> 14 11 4 9 1 1.63
T 3019 L 14 10 1a 4 & 1.8%
T 30320 F 13 10 9 3 § 1 1.BY
T 3021 P 16 11 11 q 7 1.76
T 3022 P 16 14 14 & ! 1.6B

e me— et e = e arm e o= mes s

* T = Preguant; HPF = Hot Pregnant
** Ipsomplete ovary
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FOOD AND ORUG RESEA...H LABORATORIES, INC.

Group 1347 Appendix II : Date September 29, 1372
Material rFpp 71-33 Reproducticn Data in  Hamsters (Individual) Labaratory No, 09202
DoEsa 2.3 ng/kg

- T T et —— ——— mmmr s == FELE e mt i i mmm—mmm = = = amermas -

Dam Wo. Fate* Corpora  Implant Fetuses Sex Resorption  Average Fetus  Remarks
Lutea Sites Alive Dead H F Sites Waight {g)
T 3031 P 16 12 10 5 5 2 1.76
T 3032 B 15 11 11 g z 1.76
T 3033 P 13 10 ;] 4 5 1 1,66
T 3034 np 7 0 _ -——
T 3035 P 14 15 14 7 7 1 1.72
T 3036 o 23 17 1€ 4 12 1 1.73
T 3037 P 20 14 14 - 6 B 1.66
T 3038 NP 14 0 : ————
T 3030 P 13 13 10 7 3 3 1.92
T 3040 P 16 16 16 8 g 1.72
T 3041 P 17 16 15 1 7 B 1.66
T 3042 P 23 15 19 6 13 _ 1.35
T 3043 F 17 15 12 2 10 3 1.75
T 3044 P 3 R 1z 12 —-_——
T . 3045 ¥ 1% 17 14 d 10 C 3 1.50
T 30D4E P 17 15 15 = - 1o 1.59
T 3047 P ——tt 17 17 9 B 1.75
T 3048 P 15 14 14 5 o 1.65
T 3049 P 14 12 10 5 5 2 1.65
T 305D P 13 11 io 7 3 B 1,74
T 3051 E 14 1L 10 5 5 1 1.87
T 3052 r 15 - 13 12 4 B 1 1,73

&

F = Pregnant; WP = Not Pregnant
** Incomplete ovary



-
FOOD AND DRUG RESEA:..H LABORATORTES, THC.

Group 135 Appandix II Date September 29, 19372

Matexial Frpa 71-33 Reproduction Data in Hamsters {Individual} Laboratory Wo. 0993 ¢

Dose -11.0 mg/kg

Dam No. Fate* Corpora - Implant __ Fetuses Sex Resorption Average Fetus Remarks
Lutea Sites Alive Dead M F Sites Weight (g)

T 3061 F 15 iz 12 1 11 l.64

T 3062 E 17 11 11 8 5 1.&4

T I3 E 17 15 15 3 & 1.7E

T 3064 B 18 14 ) 14 4 1 1.76

T 30653 L5 14 11 11 & 5 2,03

T 3066 B 24 21 21 13 =! 1.72

T 3067 E 14 140 in & 4 1,83

T 30463 E 13 13 13 4 g 1.3¢6

T 306D E 19 16 15 1 1l 1 1.4%

T 3070 B 15 17 17 8 g 1,54

T 3071 5 15 15 15 B F 1.71

T 3072 F 14 10 a9 & 3 L l.7B

T 3073 P 17 16 15 1 7 8 i.42

T 3074 F Y : 16 16 F 9 1.57

T 3075 F 1@ 16 16 & 10 1.61

T 3075 P Ly 17 16 4 12 L L.70

T AQ77 P 1% 18 18 12 & 1.51

T 307E P 17 13 13 2 10 l.61

T 3075 p 15 12 8 2 5 3 2 180

T 3080 WE 1o 0 -

T 3081 P 15 .1t 10 s 3 1 1.84

T 3082 B 13 - 13 11 4 7 2 1.74d

* P = Pregnant; NE = Not Pregnant



i
FooD AWD DRUG RESEAR. LABORATORIES, IHC.

Group 136 Appendix II Date Sepitember 25, 1572
Matarial FDA 71-33 Reproduction Data in Hamsters (Individual} Laboratory No. 0903 ¢
Doge 5.0 mg/kg
Dam HNo. Fate® Corpora - Implant Fetugeas Sex Eesorption Average Fatus Bemarks
Lutea Bites Alive Dead M F Sites Waight (g)
: T 3091 P 15 14 14 4 L0 1.72
. ™ 3082 B 14 12 11 2 8 1 1.67
[ 3093 T 16 12 & . 5 4 1.53
o 3094 p 15 12 .12 10 2 1,88
T 3435 B 15 10 14 4 & 1.83
T 3094 E 14 13 i3 3 1la 1.54
T 3087 NF 11 ] -
T 3098 E 20 17 17 f 1l 1.72
T 3039 P 17 1a 13 4 8 1 I.62
T 31040 E 18 17 17 7 10 l.&6
T 1101 FE LE 7 [ 2 4 1 1.81
T Al0Z2 D le 15 15 2 13 l.91
T 31432 | o le 15 14 L] 9 1 1.&3
T 2104 P 1& 17 17 4 13 L.6Y
T 2145 P LE 15 13 a 7 2 1.5%
T 2106 P 17 1 16 3 13 L.63
T 3107 P g ie 16 ¥ 9 1.58
T 3108 P 15 16 IE a 5 ) 1.17
T 3109 B 14 g L 5 4 l.249
i T 3110 3 14 11 1L ? ) 1.483
t 73111 P 14 10 10 & 4 L.79
© T 3112 ¥ 3 f 1.78

e - 11 11l

* P = Pregnant; NF = Not Pregnant
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Regquested: Teratologie svaluation of FEA 71-323 in rabhits

{ See Appendix I)

{To Follow)

{This test has been deferred due to unavailability of suitable
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