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Embryotoxicity and reproduction studies with

Doxylamine succinate in mice and rats

Bundesgesundheitsamt

Max von Pettenkofer-Institut

Statement

Doxylamine succinate was dissolved in water and administered

orally by gastric intubation to Wistar rats and NMRI mice.

Both species were bred in the central laboratory animal unit

of the Federal Health Office, Berlin.

The compound was given to mice and rats on days 6 through 15

of the gestation period.

In the embryotoxicity study mice were sacrificed on day 1 8 and

rats on day 21 of the pregnancy. The number of living, dead and

resorbed fetuses were recorded, and all living fetuses were

weighed and examined for gross malformations. Approximately

one-third of the fetuses were cleared, stained with alizarin

red, and examined for skeletal malformations.

In the reproduction study the newborn pups were examined after

birth, all live animals were weighed and tha number of viable

and nonviable fetuses was recorded consecutively over the lac-

tation period. After 21 days the young were submitted to a

gross examination, the survivors were weighed and the sex

ratio was determined. In order to determine the number of over-

all implants mothers were sacrificed after removing from the

young and the uteri were stained and examined.

The results of the embryotoxicity studies in mice and rats are

summarized in tables 1 and 2. Dosages of 0, 5O , 1OO, 200 and

300 mg/hg/day were orally administered to both species; 400 mg/

kg/day were already maternaltoxic.
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The mice study showed the following results: In all test

groups no embryotoxic effects occured. However, at the 2OO-

and 30O mg/kg dose levels there was a small increase of

malformations. These small increased incidences of defor-

mities can certainly be attributed to the substance, but

only at higher dosage levels. There was no uniform syndrom

and no clear dose response. For this reason it is doubtful,

that doxylamine succinate is a strong teratogen in NMRI

mice. The teratogenic no effect in mice ranges between 50

and 100 mg/kg/day. ' .

In the rat experiment the application of 200- and 300 mg/kg

resulted weak embryotoxic effects. The numbers of delivered

implants were descreased and the resorption rates were in-

creased. Moreover, the average fetal weights in the highest

dose group were clearly reduced. The examination- of the fe-

tuses yielded two main malformations: wavy ribs and dia-

phragmatic hernias. Both types of the deformities were dose-

dependent in a wide range. Particularly, the occurence of

diaphragmatic hernias was striking, because this malforma-

tion has never been seen in all our control groups checked

so far. In the present case doxylamine succinate looks like

a clearcut teratogen in Wistar rats from 100 mg/kg/day and

higher. 50 mg/kg/day are to declare as teratogenic no

effect level for rats.

The results of the reproduction studies with mice and rats

are assembled in table 3 and 4.

The mice study reveals only a little effect on the viability

of the pups in the 200- and 3OO mg/kg group. Postimplantative

losses were slightly increased, some more fetuses were born

dead, and the numbers of pups that died within the lactation

period of three weeks was elevated, so that the overall mor-

tality in this section of the postnatal phase raised signi-

ficantly. We found 2 % cleft palates among these animals of

the 20O mg/kg group that died early after birth, while there

was no effect on the growth development of the young.
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A similar but stronger expressed effect was found in the

reproduction study with rats. From TOO mg/kg and higher

increasing postimplantative losses and a rising mortality

among the pups in the lactation period lead to a dose-

dependent elevation of the overall mortality. The growth-

and weight development was not effected.

Concerning the no effect levels of our reproduction studies

we can speak of TOO mg/kg/day for mice and about 50 mg/kg/

day for rats .

For the authors:

i  

Max von Pettenkofer-Institut

des Bundesgesundheitsamtes

Abteilung Toxikologie

Postfach 33 00 13'?*'-'•

D-1000 Berlin 33
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TA3LE I: EMBRYOTOXICITY STUDY WITH DOXYLAMINE SUCCINATE IN NMRI MICE AFTER ORALLY

APPLICATION FROM DAY 6 TO 15 OF THE PREGNANCY
CFIRST NUMBER: ANIMALS INVESTIGATED BY DAWSON-TECHNIQUE ,
SECOND NUMBER: ANIMALS INVESTIGATED BY WILSON-TECHNIQUE)

PARAMETERS

NO. OF FEMALES

IMPLANTS

DELIVERED ABS.
IMPLANTS %

RESORPTIONS ABS.
%

AVG. FETAL WEIGHTS (G)

CLEFT PALATES ABS.
%

EXENCEPHALY ABS .
%

FUSED RIBS ABS.
a,
•6

SCOLIOSIS ABS.
%

MALFORMED ABS .
KIDNEYS %

CLUB FOOT ABS.
%

LUXATION ABS.
%

0

19/13

201/143

189/134
94,0/93,7

12/9
6,0/6,3

1,31/1,33

-/-
-/-

-/-
-/-

-/-
-/-

2/-
1, l/-

-/-
-/-.

-/-
"/ ~

-/-
-/-

DOSAGE

50

28/18

324/200

310/194
95,7/97,0

14/6
4,5/3,0

1,27/1,25

-/-
-/-

-/-
-/-

-/-
*/~

-/-
'-/-

-/2::

-/i,o

-/-
-/-

-/-
V-

(MG/KG/DAY)

100

18/11

198/130

185/122
93,4/93,9

13/8
7,0/6,1

1,30/1,25

-/4
~/3 3

Cl LITTER)

-/-
-/-

-/-
-/-

-/-
-/-

-/-
_ 1 ̂

-/-
-/-

-/I
-/0,8

200

21/14

220/150

205/144
93,2/96,0

15/6 .
6,8/4,0

1,21/1,32

3/-
w-

3/-
1,47-

6/-
2,7/-

-/-
-/-

-/2«"
-/1,3

-/-
-/-

-/-
-/-

300

21/11

210/117

193/112
91,9/95,7

17/5
8,1/4,3

1,28/1,35

-/-
-/-

27-
1,0/-

17-
0,5/-

27-
1,07-

-/l ::::::

-70,9

-/I
-70,9

-7-
-7-

" 1 x REDUCED KIDNEY, 1 x SACCIFORM KIDNEY

"" SACCIFORM KIDNEY

:::::: MULTIPLE KIDNEY
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-TABLE 2: EMBRYOTOXICITY STUDY V/ITH DOXYLAMINE SUCCINATE IN WISTAR RATS AFTER

ORALLY APPLICATION FROM DAY 6 TO 15 OF THE PREGNANCY

(FIRST NUMBER: ANIMALS INVESTIGATED BY DAWSON-TECHNIQUE

SECOND NUMBER: ANIMACS IWESTIGATED BY WILSON-TECHNIQUE)

PARAMETERS . ' ^

0 ! 50

NO. OF FEMALES 15/10 -/13

IMPLANTS 158/107 -/159

DELIVERED ABS. 150/105 -/153
IMPLANTS % 94,9 -/96,2

RESORPTIONS ABS. 8/2 -/6
% 5,1/1,9 -/3,8

AVG. FETAL WEIGHTS (G) 4,79/4,92 -/4,71

WAVY RIBS ABS. 2/- -/-

HYDROCEPHALY ABS. -/I \ -/-
% -A,o I -/-

\
DIAPHRAGMATIC ABS. -/- | -/-
HERNIA % -/- -/-

I

DILATED RENAL ABS. -/- -/-
PELVIS % -/- -/-

lANPHTHALMY ABS. -/- ' -/-

UNILATERATED ABS. -/- -/-
OVARIES % -/- -/-

>SAGE CMG/KG/DAY)

' 100
r

15/10 If

186/108 15'

178/102 145
95,7/94,4 92,

8/6 U
4,3/5,6 7,t

i

4,80/4,75 4,<
1

7,3/- 6,

~/~

-/2,0 -,

-/I

i
200 .' SCO

t

i/12 j 18/12

r/132 i .204/139
i

5/119 | 190/127
4/90,2 j 93,1/91,4

j

V13 i 14/12
>/9,8 j 6,9/8,6

1
>7/4,7l 4,13/4,17

9/- 18/-
C/- 9,5/-

;

i

-/- ? '/I
-/- ; -/0,8
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TABLE 3: REPRODUCTION STUDY WITH DOXYLAMINE SUCCINATE IN NMRI-

MICE AFTER ORALLY APPLICATION FROM DAY 6 TO 15 OF THE

PREGNANCY.

PARAMETERS

NO. OF FEMALES

NO. OF IMPLANTS

NO. OF FETUSES

POSTIMPL. LOSS %

STILL-BIRTH ABS.
o,
'0

DIED PUPS WITHIN ABS.
THREE WEEKS %

OVERALL MORTALITY %

AVG. BODY WEIGHTS (G)

DAY OF BIRTH

1RST WEEK

2N° WEEK

3RD WEEK

0

23

225

221

1,8

1
0,5

11
5,0

5,5

1,69

4,59

7,19

11,92

DOSAGE

50

21

226

204

9,7

0
0,0

6
2,9

2,9

1,68

4,63

7,48

11,58

CMG/KG/

100

21

214

202

5,6

1
. 0,5

4
2,0

2,9

1,66

4,44

7,47

11,85

'DAY)

200

15

-170

151

11,2

5
3,3

14
9,3

12,6

1,60

4,93

7,29

11,60

300

14

139

129

7,2

3
2,3

8
6,2

8,5

1,63

5,00

7,91

12,77
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TABLE 4: REPRODUCTION STUDY WITH DOXYLAMINE SUCCINATE IN WISTAR-

, RATS AFTER ORALLY APPLICATION FROM DAY 6 TO 15 OF THE

PREGNANCY.

PARAMETERS

NO. OF FEMALES

NO. OF IMPLANTS-

NO. OF FETUSES

POSTIMPL. LOSS %

STILL-BIRTH ABS.
\

DIED PUPS WITHIN ABS.
1

OVERALL MORTALITY %

AVG. BODY .WEIGHT (G)

DAY OF BIRTH

1RST WEEK

2ND WEEK

3R° WEEK

D

0

16

198

189

S5

2
1/1

4
2,1

3,2

5,62

12,54

22,64

36,58

OSAGE Cf*

50

19

141

134

5,0

0
0,0

5
3,7

3,7

5,80

14,65

27,75

44,06

1G/KG/DA1)

100

23 -

259

225

13,1

1
0,4

15
6,7

7,1

5,77

19,31

27,45

42,90

')

;

200

17

226

195

13,7

3
1,5

14
7,2

8,7

5,68

14,63

27,63

45,35

300

13

154

129

16,3

1 *
0,8

31
24,0

24,8

5,31

12,94

27,07

41,03
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Experiment No. JC" — ~J

Animal species/strain

Compound

Dose n I L- H I t /•)

fptlFT-

Route of administration

Duration of administration

Necropsy JDa-*- /~£~

Number of females \oi

Number of fetuses "2—O I

Number of implantations per. female j O /

Number of fetuses delivered at term

<T

Number of early resorption sites

Number of late resorption sites

Number of dead fetuses

Weight of the fetuses (g)

on the 18th day

* ' ' ̂  v ° I* S I/
Other

I <*>c, «7(J

Corpora lutea:

Preimplantation loss

/ 0 (J ',

/
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Versuch Nr. x ~ *"

Tierart/Stamm \\â .f.

Substanz (\ayj-o- î r

Dosis ^ v\ v^ \

Applikationsart y-*

Applikationsdauer ^. •

Sektion A^ • \\.. ̂i^1
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Anzahl der Fruchtanlagen A ,N •
pro Weibchen /\^ >
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Fruchtanlagen ./^ ̂  \

Anzahl der Friihresorp-
tionsstellen A 1,

Anzahl der spaten __ o /
Resorptionsstellen /\ v^ o ^
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Feten

Gewichte der Feten (-)

am 18. Tag l^\.t<\* \ \V\ - K /S A V

Sonstiges
"^^1

Corpora lutea:

Praimplantativer Eiverlust
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Versuch Mr.

Vaginalpfropf

Wurftermin

Tragdauer
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Anzahl der
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Versuch Nr.

Vaginalpfropf

Wurftermin

Tragdauer

(in Tagen)
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Jungtiere
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Versuch Nr.

Vaginalpfropf

Wurftermin

Tragdauer

(in Tagen)

Anzahl der

Jungtiere

Totgeburten

gestorbene

Jungtiere

Gesamtmorta-
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Sk'alecal :Eval

*) Experiment N o . r |^- /

Strata:

Humfaer of fetuses

i -Tr.rnM'11,.
3 Microenathia
4. r i o f r nalat-«

7 ^VnHos-ig

8 Thoracic vertebral centers detached
9 Thoracic vertebral centers misplaced

10 Thoracic vertebral centers fused
11 Lunbar vertebral column
12 Sacral vertebral column
13 Pelvic bones
14 Kinited tail
15 Short tail
16 Atlas
17 Cervical vertebrae, fused
18 Cervical vertebrae, cracked
19 Ribs, fused
20 Ribs, waw
71 n-tt,« .«-i««-( no

T, Kv-Hn «:•}<?

21 Clavicle, waw (?-tr. note'
24 Clavicle, deformed
75 pxrT.OB,^ (.-fpc

2fi Ere^teria
77 9a..,_rf(a^ Pec-,^
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29
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Fet Nr

1 Exei
2 Agnj
3 Mik":
4 Gaui
5 Zun,
6 Schi
7 Sko:
8 Bru
9 Bru
10 Bru
11 Len<
12 Sac:
13 Becl
14 Kni
15 She
16 Atl«
17 Hal
18 Hal
19 Rip
20 Ripi
21 Ripi
22 Kyp]
23 Sch
24 Sch!
25 Ext
26 Exei
27 Feti
28
29
30

/ersuch Nr.: K 1

Stamm:

icephalie
athie
rognathie 1
nenspalte
?enbein
jlterbl.jblrjkf .
Liose
stwirbelkernejd.
srwirbe^Kerne t£~»
stwirb-il.verw.
ienwirbelsaule
ralv.-irbelsMule
Keiknochen
^kschwanz
rt tail
as
swirbel, verw.
swirbel.gesp.
Den , verwachsen
Den,gewellt
3entfehlen
lose
LUs£elbein,gew.
Lusselbein, verk.
remitMten
nterie
us retardiert
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<
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Versuch Nr. : U.

Stamm:

Fet Nr.

1 Exencephalie
2 Agnathie
3 MlKrognatnie
4 Gaumenspalte
5 Zungenbein
6 Schulterbl..bloclcr.
7 Skoliose
8 Brustwirbelkerne, d.
9 Brustwirbelkerne,!.
10 Brustwirbel.verv.
11 Lencienwirbeisaule
12 Sacralwirbelsaule
13 Beckenknochen
14 Knickschwanz
15 Short tail
16 Atlas
17 Halswirbel.verw.
18 Halswirbel,gesp.
19 RiD-oen.verwachsen
20 Rippen,gewellt
21 Rippen,2ehlen
22 Kypiiose
23 SchlUsselbein.gew.
24 Schlusselbein,verk.
25 Extremitaten
26 Exenterie
27 Fetus- retardiert
28
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30
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Fet Nr

1 Exe
2 Agr
3 Mi*
A Gat
5 Zur
6 Sclr
7 Skc
8 Brv
9 Brv

10 Bn.
11 Ler
12 Sac
13 Bee
14 Kn:
15 She
16 At:
17 Ha!
18 tfa:
19 Rii
20 Ri]
21 Ri]
22 Kyi
23 Sc
24 Sc
23 fix
26 Ex
27 Fe-
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Fet Nr.

1 Exen
1 2 Agna
'3 Mikr
A Gaun
5 Zung
6 SchL
7 SkoJ
8 Brus
9 Bru:

10 Brus
11 Lenc
12 Saci
13 BecV
1fc Knic
15 Shoi
16 AtlJ
17 Hal;
1S Hal.
19 RiTJ]
20 Rip]
21 Ripi

I 22 Ky^J
23 Sch

I 2A Sch!
' 25 Ext

26 Exe
27 Fet
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Fet Nr

1 Exez
2 Agn;
3 MiKj
4 Gaur
5 Zun>
6 Sch\
7 Skoi
8 Bru.
9 Bru.

10 Bru.
11 Len(
12 Sac:
13 Bee]
14 Kni<
15 Sho<
16 Atl.
17 Hal
18 Hal
19 Ripi
20 Ripi

?i 5ip<
22 KyuJ
23 Sch
2A Sch.
25 Exf
26 Exe:
27 Feti
28
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Fet Nr.

1 Exer
2 Agm

111 3 Mikr
U Gauc
5 Zunj
6 Schi
7 Sko:
8 3rui
9 3ru:

10 Bru£
11 Lent
12 Saci
13 Bee]
1fc Knic
15 Shoi
16 Atls
17 Hal
18 Hal
19 RiB
20 Ripi
21 Rip-
22 Kyp
23 Sch
24 Sch
25 Ext
26 Exe
27 Fet
28
29
30

ersuch Nr.: l/v

tamm:
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•ognatnie
icnspalte
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:kschwanz
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Fet Nr.

1 Exen
2 Agns
3 Mikr
i* Gaun
5 Zunfl
6 Schx.

f 7 Skol
8 Brus
9 Brui
10 Bru<
11 Lenc
12 Saci
13 Bee*
ifc Knit
15_Sho3
16 AtlJ
17 Hal;

"18 Hal.
19 RiPi
20 Ripi

- ""2-1 kipi
22 Kyp
23 Scii
2^ Sch
25 Ext
26 Exe
27 Fet
28
2Q
30
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:kschwanz
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swirbe!Tverw.
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Versuch Nr. : U.-"

Stamn:

Fet Nr. 1

1 Exencephalie
2 Agnathie
3 Mixrogna-cnie
U Gaumenspalte
5 Zunsenbein
6 Schulterbi. f block! .
7 Skoliose
8 Brustwirbelkerne?cl.

" 9 Brustwiroelkerneti.
1 0 Brustwirbel r verw .
11 Lendenwirbeisaule
12 SacralwirbelsMule
13 Beckenknochen
1^ Knickscftwanz
15 Short tail
16 Atlas
17 HalswirbelfVerw.
18 Halswirbel, gesp.
19 Rippen,verwaciisen
20 Rippen,gewellt

""2-^ Rippen,ienlen
22 Kyphose

"23 Schliisselbein.pew.
'2̂ 4 Schlusseibein.,verk.|
25 Extremita-csn
26 Exenterie
27 Fetus retardiert
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Fet Nr

1 Exe
2 Agn
3 Mik
4 Gau
5 Zun

" 6 Sch
7 Skc
8 Bru

~ 9 Bn.
10 Br^
11 Ler
12 Sac
13 Bee
'I/* fal3
15 She
16 At:
17 Ha:
18 Ha:
19 Ril
20 Ril
21 Ri
22 Kyi
23 Sc
24 Sc
25 Ex
26 Ex
27 Fe
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cenknochen
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Fet Nr.

1 Exer
2 Agm
3 Hixi
4 Gaun
5 Zunj
6 Schx
7 Sko:
8 3ru<
9 Bru:

10 Brui
11 Lenc
12 Sac]
13 Bed
1** Knit
15 Shoj
16 AtlJ
17 Hal.
18 Hal
19 Rin1

20 Ripi
21 RiD'
22 Kyp
23 Sch
2A Sch
25 Ext
26 Exe
27 Fet
28
29
30

<

fersuch Nr. : VA-

itamm:

icechalie
ithie
-ognatnie
aenspalte
=;enbein
ilterbl. .block!.
.lose
3twirbelkerne,d.
st'wir oelkerne , 1 .
3twirbel,verw.
ienwirbelsaule
-alwirbelsa'ule
tenknochen
:kschwanz
'•t tail
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swirbel, verw.
swirbel.gesp.
sen, verwachsen
Den,gewellt
pen,iehlen
lose
lUsselbein tgew.
lusselbein, verk.
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nterie
as retardiert
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Fet N

1 Ex
2 Ag

• "3 Mi
4 Ga

" 5 Zu
6 Sc
7 Sk
8 Br
9 Br

10 3r
11 Le
12 Sa
13 Be
lU Kr
15 SI-
16 At
17 Ha

"16 He
19 R:
20 R:
2-i R:
22 K5
23 S(
24 Sc
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26 E:
27 F
28 ..
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Fet Nr

1 Exe
1 2 Agr

3 Mik
^ Gau
5 Zun

" 6 Sch
" 7 Ska

8 Brx-
9 Brv

10 Brv
11 Ler
12 Sac
13 Bee

"14 Kxu
15 She
16 At!
17 Hal
18 Ha:
19 Ril
20 Ri]
21 Rii
22 Kyi
23 Sci

"2t Sc!
25 Ex
26 Ex
27 Fe.
28
29
30

V

S

•

n
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n
p
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1
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ir
:T
:!•

f
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T
1
T
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ersuch Nr. : V*.~ ~
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cephalic
"thie .
ognatnie
enspalte
enbein
iltcrbl-.tolocKi.
lose
,twirbe!Kerne,d.. -,
itwirbelKerne.i.
;twirbel tverw.
.enwirbelsaule
•alwirbelsfiule
tehknochen
Sschwanz
-t tail
is
3wirbel,verw.
swiroel.Resp.
Den.verwachsen
3en,gewellt
pen.renien
lose
lUsselbein.gew.
liisselbein.verk.
remitaten
nterie
us retardiert __
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Fet Nr

1 Exe
• 2 Agr

3 Mi*
U Gai.
5 Zur
6 Set
7 Skc
8 Bn
9 Br\

10 Bn
11 Ler
12 Sac
13 Bee
14 Kn.
15 Sh<
16 At:
17 Ha:
18 Ha.
19 Rii
20 Rii
21 Rii
22 K.T
23 Sc
24 Sc,
25' Ex
26 Ex
27 Fe
28
29
30

V

S

r
is
.T
IE
IE
11
> ,
i:
1£

li
1C
:i
:1
L C
31
.{
L.
L.
31
D]
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1
n
t
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<

ersuch Nr.: \A.

taznm:

icephalie
ithie
•ognatnie
icnsnalte
;ehbein
ilterbl. ,blockf .
.iose
;twirbelkerne,d.
;twirbelkerne,l.
jtwirbel.verw.
lenwirbelsaule
-alwirbelsMule
cenknochen
:kschwanz
-t tail
is
swirbel,verw.
swiroel.gesp.
Den.verwachsen
3en,gewellt
pen,Iehlen
iose
lUsselbein fgew.
lusselbein.veric
remitaten
nterie
as retardiert
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Fct Mr.

1 Exer
2 Agna
3 Mikr
u Gaun
5 Zunj
6 Schv
7 Sko!
8 3rui
9 Brui

10 Bru£
11 Lem
12 Sacj
13 Bee!
1A kni<
15 Shoj
16 AtlJ
17 Hal.
18 Hal
19 RiPl
20 Rip]
21 Ri£]
22 Kyp
23 Sch1 2U Sch
25 Ext
26 Exe
27 Fet
28
29
30

e

ersuch Nr.: ^

tamm:

icephalie
ithie
•ognatnie
icnspalte
cenbein
ilterbl. .blocKl.
.lose
;twirbelkerne,d.
;twirbelkernc,i.
stwirbel.verw.
ienwirbelsaule
•alwirbelsSlule
tenknochen
:kschwanz
rt tail
is
swirbel.verw.
swirbel.Resp.
pen,verwachsen
pcn,gewellt
pehf fehlen
lose
lUsselbeln.gew.
lusselbein.verK
remitaten
nterie
us retardiert
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3 L
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£
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6 718

I 362

Einzelheiten:

EGA 651 ( 2.78 )

036



Sk_

Versuch Nr.: -̂"*

Stamm:

Fct Nr. 1

1 Exencephalie
" 2 Agnathie

3 Mikrognathie
U Gaumens-paite
5 Zungenbein
6 SchulterbL.biocki.
7 Skoliose
8 BrustwirbelKerne,d.
9 BrustwlrbeJ.kernefi.
10 Brustwirbel.verw.
11 Lendenwirbelsaule
12 Sacralwirbclsaule
13 Beckenknochen
14 Knickschwanz
15 Short tail
16 Atlas
17 Halswirbel.verw.
18 Halswirbel.gesp.
19 RiD-pen.verwachsen
20 Rippen.gewellt
21 Ripoen.ienien
22 Kyphose
23 Schllisselbein.gew.
2k Schlusselbein.verk.
25 Extremitaten
26 Exenteric
27 Fetus retardiert
28
29
30
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Fct Nr

1 Exei
2 Agn
5 Mix:
4 Gaui
5 Zum
6 Schi
7 Sko
8 Bru
9 Bru

10 Bru
11 Len<
12 Sac:
13 Bee
1A Kni
15 Sho-
16 Atl.
17 Hal
18. Hal
19 Rim
20 Rip
21 Rip'
.22 Kypj
23 Sch
2A Sch.
25 Ext:
26 Exe;
27 Feti
28
29
30

Versuch Nr.: VA.

3tamm:

•

icephalie
athie
rognatflie
nenspaltc
^enbein
alterbl. ,blockJT.
Liose
stwirbeikerne,d.
stwirbelkerne,r.
stwirbel.verw.
ienwirbelsaule
ralwirbelsfiule
kenknochen
ckschwanz
•t tail
as
swirbel,verw.
swirbel,gesp.
3en,verwachsen
3en,gewellt
sen, fehlen
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liisselbeinfgew.
Liisselbein,vcrk.
"emitaten
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Fct Mr,

1 Exci
2 Agnz
3 Miki
A Gaui
5 Zunj
6 Schi
7 Sko:
8 Bru:
9 Bru.

10 Bru.
11 Lent
12 Sac:
13 Becl
1^ kni<
15 Sho
16 Atl.
17 Hal
18 Hal
19 Ripi
20 Rip
21 Ripi
22 KypJ
23 Sch
24 Sch
25 Ext
26 Exei
27 Feti
28
29
30

fersuch Nr,: ^x-

>tamm:

i

icephalie
ithie
-ognatnie
nenspalte
?enbein
alterbl., block! .
Liose
stwirbelkerne.d.
stwlrbelkerne , I .
stwirbel.verw.
ienwirbelsaule
ralwirbelsMule
•cenknochen
ikschwanz
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swirbel,verw.
swirbel,gesp.
oen , verwachsen
pen,gewcllt
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lUsselbein,gew.
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nterie
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Fet Nr.

1 Exer
2 Agne
3 Miki
4 Gaua
5 Zuni
6 Schi
7 Sko^
8 Bru:
9 Brui

10 Brui
11 Lent
12 Sac:
13 Bee!
14 Kni(
15 Shoi
16 Atli
17 Hal
18 Hal
19 Ripi
20 Ripi
2-1 Rip
22 Kyp
25 Sch
2A Sch
25 £xt
26 Exe
27 Fet
28
29
30

Sk

ersuch Nr. : \J^~"

tamm:

icephalie
ithle
•ognatnie
icnspalte
renbcin
ilterbl. .blocki.
.lose
3twirbelkerne,d.
3twirbelkerne,i. ,
stwirbel.verw.
ienwirbelsaule
-alwirbelsMule
cenknochen
;kschwanz
rt tail
as
swirbel,verw.
swlrbel.Resp.
pen . verwachsen
Den.ifewellt
pen,ieiilen
lose
lUsselbein.gew.
lusselbein.verK.
remitaten
nterie
us retardiert
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Fet Nr.

1 Exer
2 Agns
3 Hiki
u Gaun
5 Zun?
6 Schi
7 Sko!
8 Brui
9 Bru£

10 Bruj
11 Lenc
12 Saci
13 Becl

"14 Kni'c
15 Shoi
16 Atli
17 Hal.
18 Hal.
19 RiT3]
20 Ripi

"21 Rip]
ZZ KYP
23 Sch
2<* Sch.
25 Ext
26 Exe
27 Fet
28
29
30

c

rersuch Nr.: U.-

tamm:

icephalie
ithie
"ognatnie
icnspalte
renbein
ilterbl. .blocKl"'.
.lose
;twirbelkerne,d.
itwirbelkerne , f .
stwirbel.verw.
lenwirbelsaule
'alwirbelsSule
cenknochen
:kschwanz
-t tail
is
swirbel.verw.
swirbel.gesp.
sen , verwachsen
pcn.gewellt
pen,iehlen
lose
lUsselbeinfgew.
Lusselbein.verk.
remitsten
nterie
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_ •' ' 1368

Experiment No. \f ^1 %^^^-^J . A

Animal species/atrain "Xx -̂cX-̂ U? /fj

Compound JL*-& -̂

Dose /7, I Wj/0

Route of administration

Duration of administration

Necropsy

Number of females ( "^

Number of fetuses

Number of implantations ger female //*•

Number of fetuses delivered at term

Number of early resorption sites ^J? =u

Number of late resorption sites _

Number of dead fetuses _

Weight of the fetuses .g)

on the 18th day

Other

Corpora lutea:

Preimplantation loss



Versuch Nr.

Tierart/Stamm Ô**A I \\V\KL\ - ̂~̂ -\ k • 1369

Substanz

Dosis < 4

Applikationsart 0. « .

Applikationsdauer V,.- ^i, \\- -p • C-.

Sektion A^* \x

Anzahl der Weibchen

Anzahl der Fruchtanlagen A VV"V

Anzahl der Fruchtanlagen ^ A.
^ pro Weibchen
£• 4

; '•- Anzahl der ausgetragenen
Fruchtanlagen

Anzahl der Frlihresorp- e 0
tionsstellen \ * ^> . "S /

Anzahl der spaten
': Resorptionsstellen

- ' Anzahl der toten
Feten

Gewichte der Feten

.! am 18. Tag

Sonstiges

Corpora lutea:

Prairaplantativer Eiverlust:

042



Wilson Technique

Experiment No./Date: ysr '

Compoundi^awe

Duration and route of administration

Necropsy on

Number of females

Number of fetuses

.

Q

/

- 015

^Berlin> the

— / J*, **> s~

Finding^
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Weight increases during gestation
015 1372

Experimer

Species:

Compound
< Spiifii of

Dav? D, c.

Date

1

2

3

. 4

5

6

7

*

9
1 .

10
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12

13

14
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*
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14. =

,
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1
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Gewichtszunahmen vahrend der Trachtie:keit 015 1373

Versuch Nr.:

Tierart :

Substanz :

Applikationsart

Tg.p.c
Datura

Konzeptionstermin : . \\.tfe-
\ i v^;s>u«tt

.̂A
V

Stamm : ̂

Dosis : fc V
A *"•>- I A.Q y .

Applikationsdauer : V,. -

z> X

T* /

A.

IS V-

lU

11

•16

17I/

ia/l
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20
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22-
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->.
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^̂ x ' ,\
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nt

13. 14.

; i,
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AV.

16

V?. 7

17.

/s-O

> \

18.
AS.

(19,

f
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Vaginal olug

Time of littering

Duration of
gestation (in days

Number of pups

Stillbirths

Dead pups

Total
mortality

Date

Weight

•

!

i

*

Weight

•?nr

ja

2

L

s

7

3

9

in

•p

13

1 £
1 <\

17

18

4__ -)

*̂ jl<KD

.̂r̂ r
4

1

1
•

i

1

Sor-ial Mo.

Necropsy

Day of gestation

Number of implantation,
sites

Number of gestational
implantation sites

Number of early
resorption sites

Number of late
resorption sites

Dead fetuses

•

•

t

r

r

r

r

Ren

&X.I-

Larks

-

1

$vb<?
1i

i i

i

i

i

i

1374

'Sex ratio

iCorpora luta:



Versuch Nr.

Vaginalpfropf

Wurftermin

Tragdauer

(in Tagen)

Anzahl der

Jungtiere

Totgeburten

gestorbene
Jungtiere

Gesamtmorta-
litat

Datum

Gewichte^,

0 Gewichte

Geschlechtsve

Corpora lutea

1

1
2
3
A
5
6
7
8
9
10
11
12
13
14

15
16
17
16

rh?

K^
?\. /VA>p

IS. 41.

/•.?<?

,</vv
^v?
'•• -~r
. ;',,rr
,7. V,l5'

X,' 1/f

,̂ . ?,r

/^A,H^

/lM

iltnis

Laufende Mr.

Sektion

Trachtigkeitstag

Anzahl der

Fruchtanlagen

Anzahl der ausgetra-

gen'en Fruchtanlagen

Anzahl der Friihre-
sorptionsstellen

Anzahl der Spatre-
sorptionsstellen

tote Feten

•

r

r

r

r

r

B

n
*.?
/V/V

/i
«f
i

'/I

1
1

emerku

1
- •

1

1

1

1
1

ng

S

jo-

r

<

en

""1

i"

r

13/5

1
l
4
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Versuch Nr.

Vaginalpfropf

Wurfteririn

Tragdauer

(in Tagen)

Anzahl der

Jungtiere

Totgeburten

gestorbene

Jungtiere

Gesamtmorta-

litat

Datum

Gewichte

0 Gewichte

Geschlechtsve

Corpora lutes

I

1

1

2

3
4

5

6

a
9

10

11
1?
i?
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•rlv
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o
^ . A/v<P
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/•̂
•iltnis

Laufende Nr.

Sektion

Trachtigkeitstag

Anzahl der

Fruchtar.lagen

Anzahl der ausgetra-

geneh Fruchtanlagen

Anzahl der Fruhre-

sorptionsstellen

Anzahl der Spatre-

sorptionsstellen

tote Feten

•
*

r

r

r

r

r

B

^

0

h~
A

\
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Versuch Nr.

Vaginalpfropf

Wurftertnin

Tragdauer
(in Tagen)

Anzahl der
Jungtiere

Totgeburten

gestorbene

Jungtiere

Gesamtmorta-

litat

Datum

Gewichte

0 Gewichte

Geschlechtsve

Corpora lutea
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t

1
2

3
4

5
6
7
R

q
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1?
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17
16

irh.

L:

v-"V

nr . A*N .''I 0"

AS.M.

/?. .1 .r

/l|T-V

=iltnis

Laufende Nr.

Sektion

Trachtigkeitstag

Anzahl der

Fruchtanlagen

Anzahl der ausgetra-

geneh Fruchtanlagen

Anzahl der Friihre-
sorptionsstellen

Anzahl der Spatre-

scrptionsstellen

tote Feten

'

r

r

r

r

r

B

•

3

/̂
fi

^

L

/

erne

-

7~

. A

^

f-

/

/

rku

x,.

1

1

1

1

1

ng

to

k

*-\

/

en

P

>

x

1

M
<\

L

137

BCA 601(5.75)
0



015

r>

C
C.

(' :

C

<a*

Versuch Nr.

Vaginalpfropl

Wurfterroin

Tragdauer

(in Tagen)

Anzahl der

Jungtiere

Totgeburten

gestorbene

Jungtiere

Gesamtmorta-

litat

Datum

Gewichte

0 Gewichte

Geschlechtsve

Corpora lutea
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1
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3
u
5
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7
R
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13
H*
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t 17*
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--^ V f
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iltnis

Laufende Nr.

Sektion

Trachtigkeitstag

Anzahl der
Fruchtanlagen

Anzahl der ausgetra-

genen Fruchtanlagen

Anzahl der Fruhre-

sorpti onsstellen

Anzahl der Spatre-

sorpti onsstellen

tote Feten
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Versuch Mr.

Vaginalpfropf

Wurftermin

Tragdauer

(in Tagen)

Anzahl der

Jungtiere

Totgeburten

gestorbene

Jungtiere

Gesamtmorta-

litat

Datum

Gewichte

0 Gewichte

Geschlechtsve

Corpora lutea

I

1-

/

1

2

3
4

5
b
7
8
9
no
11
1?
13
14
15
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Â^

•i
\

erne]

A

I

L*

L

rku

1

1

1

1
1

ns

**

1

•en

(

c
1

.

4
k

•̂ t

BGA 601(5.75)



Experiment No.

015
1385
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