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1 . Summary: 

A 30-day oral toxicity study was performed in rats with 

the test substance Octopirox. Groups of 10 male and 

10 female rats received daily dosages of 4, 15, 55, 

210 or 800 mg per kg body weight by stomach tube. A 

further group consisting of 10 males and 10 females 

served as control and received the suspension carrier 

starch muci’lage (2 Z in demineralized water) without 

alctive ingredient. 

Bahavrour, body weight and food consumption of the 

animals were assessed during the whole study. Bemato- 

logical examinations and urinalyses were carried out 

before beginning of study and after the last treatment. 

Clinics-chemical values were determined at the end of 

the study. 

All animals which died during the study or were killed 

at the end were dissected and examined macroscopically 

for organ changes; heart, lungs, liver, kidneys, spleen, 

and adrenals, were weighed. These organs as well as 

pancreas were submitted to histological examination. 

Al.1 rats survived up to the end of the study, except one 

male and one female in the highest dosage group. Sub- 

stance-induced changes in behaviour were observed only 

in this group. 

800 mg/kg induced markedly retarded body weight develop- 

metnt and 210 mg/kg or more, increase in relative food 

consumption in the males. In the females, the increase 

in relative food consumption was only observed at 

800 mg/kg. 

The 30-day treatment with the highest dosage also caused 

marked hematological changes in bo:h males and females. 

Erythrocyte, hemoglobin, and hematocrit values were 

markedly decreased and the reticulocyte count was 

markedly increased. 
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Glinico-chemical values and urinalyses indicated no 
substance-induced damage to the test animals. 

The postmortal examinations showed that Octopirox in 
doses of 4, 15, 55, and 210 mg/kg had induced no morpho- 
l.ogically recognizable organ lesions following oral 

treatment for 30 days. At 800 mg/kg, both animals which 
had died intercurrently and one of the surolving animals 

showed signs of partial damage to renal tubules. 

2. Conclusion 

Under the present test conditions, there were no signs 

of toxic effects up to 55 mg/kg in male rats and up to 
210 mg/kg in females rats. 

Findings deviating from normal were observed at 210 and 

800 mgjkg in males and at 800 mg/kg in femaies. 

3. Method -- 

3.1 Animal species 

The study was performed in 60 d and 60 s Wkstar rats 
(strain: Hoe: WISKf SPF 71) from our OLX breeding. 
The mean initial body weight was 105.6 E (S = 5,05 g) 
for the males and 100.7 g (S = 3.64 g) for the females. 

3.2 Substance 

Active ingredient: H 72 6146 A = Octopirox 
Chemical designation:monoethanolamine salt of I- 

hydroxy-4-methyl-6-(2,4,4-tri- 
methylpentyl)-2-pyridone 

Molecular weight: 298.4 



-4 - 

3.3 Groups - Dosages - Number of animals 

Group Dosage (mg/kg) Number of animals 

I Control 10 d 
IO f? 

2 4 10 o= 
10 9 

210 

6 800 

10 d 10 s 
IO 6 
10 : 

3.4 Treatment 
The animals received the test substances as a sus- 
pension in starch mucilage which was administered 
oraLLy by stomach tube 7 :imes per week in a volume 
of 10 ml per kg body weight. 
The control animals received starch mucilage without 
Octopirox in the same volume per kg body weight. 

3.5 Maintenance and feeding 

After an a-day habituation period, ten rats each 
of the same dosage group and sex were placed in a 
plastic cage (type 3) and kept on wood shavings at 
room temperature'. 
The animals were fed with Altromin 1324 (Mnfr.: 
Altromin, Lage/Lippe; composition, see Appendix); 
tap water was available from plastic bottles. Food 
and water were given ad Libitun. 
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3.6 Examinations 

Behaviour and general condition of the animals 
were assessed daily. The body weights were recorded 
on test day 1, 3, 7, IO, 14, 17, 21, 24, 28, and 

30. The food consumption vas determined continuously. 

The following hematological parameters were determined 
before the beginning and at the end of the study 
(blood samples from sublingual vein; method indicated 

by the figures in brackets, see list in Appendix) 

Erythrocyte count (1.2.1.) Thrombocyte count (1.7.) 

Hematocrit (1.3.2.) Leukocyte count (1.2.2 

Hemoglobin (1.1.) Differential blood count(l.6.1 
Reticulocyte (1.4.) Methemoglobin (2.23. 

The following clinico-chemical parameters were de- 
termined in the serum of the rats only at the end 
of the study: 
Bilirubin (2.5.1.) SGOT (2.13. 
Glucose (2.7.1.) SGPT (2.14. 
Urea-N (2.8.2.) A.P. (2. I5 

Urinalyses were performed on the day before the first 
treatment and at the end of the study. The following 
parameters were recorded: 

Appearance (3.1.) PH (3.2.1. 
Color (3.1.) Glucose (3.3.) 
Sediment (3.8.) Bilirubin (3.5.) 
Protein (3.3.) Hemoglobin (3.3.) 
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3.7.Postmortal examinations 

At the end of the study, the surviving animals were 

killed during pentobarbital sodium anestesia and 

examined for macroscopically visible organ changes. 

Heart, lungs, liver, kidneys, spleen, and adrenals 

were weighed and the relative organ weights were 

calculated. 

The method of histological examination is described 

in the appended “Report on macroscopic and micro- 

scopic examination of rats after oral administration 

of Octopirox” by Dr. Deutschlxnder and Prof. Kief, 

dated May 21, 1976. 

3.8 Statistics 

The following parameters were evaluated statistically: 

body weight, erythrocyte count, hemtocrit, hemoglobin, 

reticulocyte count, thrombocyte count, leukocyte count, 

and relative organ weights. 

The difference between these values in :he treated 

animals and those in the control animals was evaluated 

statistically at the 5 percent significance level. 

The t-test of Student was used, where 
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If equality of variances had been established by 
previous F-test, the number of degrees of freedom 
was calculated as follows: 

f=n, + n2 - 2 

If not, the number of degrees of freedom was cal- - 
culated by a modified method: 

I 2 2 

51 ?T -+- \ 

f(mod) = 
\ “1 “2 I 

22 ( ) 81 
“1 

+ 

22 
*2 

i i 
- 
“2 

- 2 

n,+ 1 n2+ 1 

The calculations were performed with a Hewlett 
Packard Model1 10 Calculator (9810 A Calculator). 

4. Results -- 
Apart from the rats which received the highest dosage, 
the behaviour and the general condition of the treated 
animals were unremarkable as compared to those of the 
controls. At 800 mglkg, one male died after the 28th 
and one female after the 2nd treatment. All rats in this 
group exhibited ruffled fur and decreased spontaneous 
motility from test week 2 onwards. 
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The examination of teeth, buccal mucous membranes, and 

eyes revealed no abnormal findings in any of the animals.- 

The body weights of the male rats which received 800 mg/kg 

were significantly decreased at the end of the study, 

as compared with those of the controls. Figure 1 shows 

that the decrease in body weight gain was pronouced from 

test day 21 onwards. The body weights of the remaining 

m,ale animals and those of the females were in the same 

r,ange than those of the controls. 

The male rats which received 210 or 800 mg/kg exhibited 

slightly increased relative food intake at the end of th 

study, as compared with the controls. This effect was only 

observed at 800 mg/kg in the females. 

The hematological examinations revealed a significant 

decrease in erythrocyte count, hemoglobin, and hematocrit 

as well as a significant increase (t-test) in re:iculocyte 

and thrombocyte count in the males treated with 800 gmikg. 

In the females treated with 55 mgfkg, hemoglobin values, 

ery:hrocyte count, and hematocrit were significantly 

increased in comparisan to controls. Since the values 

for these parameters did not further increase at higher 

dosages, a biological relevance of these fi’ndings is 

improbable. The same applies to the significant increase 

of erythrocyte count in the females on 210 mg/kg, since 

the increase was less than at 55 mg/kg. However, 800 mglkg 

caused marked decrease in erythrocyte count, hematocrit, 

and hemoglobin, as well as increased reticulocyte count. 

Thrombocyte ,and leukocyte counts were also markedly in- 
creased. 

800 mg Octopirox per kg body weight thus induced changes 

in the hematological parameters examined in the male and 

female rats. 

At lower dosages, there were no definite signs of hemato- 

logical changes. 
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The clinico-chemical examinations gave following bili- 
rubin values for the males: 

Number of animaLs with bilirubin values 
(pmol/l) of 

s 1 2 3 4 5 
I 

Controls I IIIII 1111 
- 

4 mglkg 11111111 II 
- 

15 mg kg II IIIII 
- 

55 mg/kg I j ::II j IIIII I 
- 

210 mgjkg IIIII 1111 I 
- 

800 mglkg I IIIIIII I 
- 

Following values were obtained in the females: 

Number of animals with bilirubin values 
(pmol/l) of 

1 2 3 4 5 

Controls III 111111 I I j 

4 mg/kg III IIIIIII 
I 
1 

15 mg/kg III 1111111 I , 
I 

55 mg/kg 

210 mg/kg 

I 11111111 I ! 

I 
I 

III IIIIIII I 
I 

800 mg/kg III IIIII I 
f ‘ 



The above tables show that there were many values of 

4 or 3 umol/l at 55 and 800 mgfkg in the males, and 

many values of 3 umol/l from 15 mg/kg upwards in the 

females. However, no marked dose-dependence was 

established either in males or in females. In addition, 

bilirubin values of up to 5 umol/L are still within the 
range of clinically unremarkable animals; these findings 

may thus most probably be considered substance-independent. 

The serum glucose values showed no trend towards increase 
up to 210 mg/kg. However, a decrease could not 3e excluded 

at 800 mg/kg. 

Signs of substance-related changes in serum urea-N values 

were not detected. 

The serum activities of SGPT and AP did not correlate with 
the dosages and were within the distribution range of the 
animal strain used. Only the SGOi was increased in some 

animals of both control and dosage groups. However, SGOT 
acitivities in rats are known not to be very relevant due 
to their considerable correlation to the extent of hemolysis. 

Damage to organs, which may be indicated by increased 
SGOT, SGPT, and AT acitvities, could therefore be excluded. 

The urinalyses revealed positive reactions to protein in 
the males of both control and dosage g,roups. This is a 
frequent finding in male rats of such body weights, as 

confirmed by its occurence in the control group. 

The microscopic examination of the urinyry sediment revealed 
only changes wfiich are to be considered incidental as 
far as both nature and quantity are concerned. 
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In the organs which are not mentioned in the table below, 

there were no significant differences between the relative 

organ weights (g organ/100 g body weight) of control and 

treated animals. Significant differences were observed 

i;l the following organ weights 

creased or decreased) : 

)osage 

4 

15 

55 

I 

800 ’ 

Sex I 1. 
Heart Lungs KCdneys 

(W significantly in- . 

Adrenals 

t 
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This table shows that, up to 210 mg/kg, substance- 
related influence on the relative organ weights is 

improbable since there is no dose-dependence. 

The appended report by Prof. Kief and Dr. Deutschlznder 

shows that Octopirox in dosages of 4, IS, 53, and 210 mg/kg 
induced no morphologically detectable organ changes. 
Partial damage to renal tubules was observed in three 

animals of the group treated with 800 mg/kg. 

September 28, 1976 Pharmaceutical Research/Toxicology 

of 

ROECHST AG 

Signed: 

Dr. Mayer 
Study Director 

Dr. Weigand 
Industrial Toxicology 

Prof. Kramer 
Head of Department 
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Report or. the Macroscopic and Microscopic Examination 

Of Kats Afte: Ora'l Administration of Ocropirox (30 day study) 

The organs of 120 SPF Wistar rats of both sexes were 

examined. Five groups of 20 animals each (IO 8 and 

10 't> had received Octopirox orally for 30 days in 

daily dosages of 4, 15, 55, 210 or 800 mg per kg body 

weight; the test compound was administered by stomach 

tube as a suspension in starch mucilage. A further group 

of 10 d and 10 0, rats had received 1 ml starch mucilage 

per 100 g body weight daily for tbe same period and 

served as control. 

In the highest dosage group, one female died two days 

after beginning of study, and one male one day before 

end of study. The remaining animals were killed on the 

day after the last treatment and dissected. 

The matroscopic examination revealed no substance-induced 

organ changes. 

The microseooic examination did not show any substance- 

related organ damage in the animals trested with 4, i5, 

55, or 210 mg/kg either. In the group treated with 800 zag/kg 

the kidneys of bonh rats which had died intercurrently 

exhibited moderate fine- to medium-drop fatty change of 

proximal tubuie portions;the change being limited to 

individual cortical areas. A change of the same natcre, 

but less pronounced, combined with a necrobiosis of 

individual epi ihelial tubule cells, was observed in a 

further animal of the same dosage group. Such a necro- 

biosis could not he definitely established in the animlas 

which died, due to beginning autolysis. The remaining 

organs did not exhibit any morphological findings 

indicating the cause of death. 

Extramedullary he=atopoiesis of variable extent ras 

observed in the most animals of all dosage groups; it was 

most pronounced i= same animals of the lowest dosage 

group and partly accompanied by erythropoietic centers 

in the liver. 
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Since these findings were dose-independent, they are 
considered as a reaction to the blood withdrawal per- 
formed before killing. 

Further findings which were observed in some treated 
animals, but not in the controls, are described in the 
detailed part of this report; they are regarded as 
test-independent changes of spontaneous origin. 

Summarizing, - Octopirox in doses of G, 15, 55, and 
210 mg/kg proved to induce no morphologically recognizable 
damage to organs azter oral administration for 30 days. 
At 800 mg/kg, tvo animals died intercurrentiy and ex- 
hibited - as well as a third animal of this group - 
signs of partial damage to renal tubules. 

Dr.Deu/Prof.K 

May 21, 1976 Signed: 

Prof. Kief Dr. Deutschlgnder 
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Macroscopic and Microscopic Findings With Octopirox 
(30 days per OS in rats) 

Microscopic examination was made of frozen sections of 

heart, kidneys, and adrenals stained with Fat Red 7 B 
after fixation in formaldehyde solution. Sections of 

heart, lungs, liver, spleen, kidneys, and pancreas 
were additionally examined after Carnoy fixaiion and 
embedding in Paraplast in a H & E, PAS and hemosiderin 

(Prussion blue) staining. 

Beginning of study: 
End of study: 

Killing of animals: 

February 3/4, 1976 
March 3/4, 1976 
March 415, 1976 

Controls to Octopirox 

Rats No. 10 - 14 and 20 - 24 1 10 3 
(CT 147 - 156/76) > 

Rats No. 35 - 39 and 45 - 49 1 
(C-T I57 - 166/76 > 10 9 

Macroscopic findings: - 
Hydronephrosis in No. 13. Otherwise N.A.D. 

Microscopic findings: 

Heart: N.A.D. 
Lungs: N.A.D. 
Liver: Isolated Kupffer- cell proliferations 

in animals No. II, 14, 35, 45, 46, 47, 48. 
Spleen: Slight to moderate erythropoiesis in 

all males and in part of the females. 

Adrenals: N.A.D. 
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Kidneys: 

Pancreas: 

Individual atrophic foci in the tubules, 
accompanied by mesenchymal reaction in 

the cortex in animals eo. 13 and 39. 
Otherwise N.A.D. 

N.A.D. 

Octopirox, 4 mg/kg 

Rats No. 50 - 54 and 60 - 64 1 
(CT 167 - 176/76 3 

Rats No. 75 ,- 79 and 85 - 89 > 

(GT 177 - 186/76) 3 

Macroscooic findines: 

10 8 

10 9 

Heart: N.A.D. 

Lungs: N.A.D. 
Liver: 

Spleen: 

Adr#enals: 
Kidneys: 

Pancreas: 

Isolated Kupffer-cell proliferations in 
animals No. 85 and 86. Small eryrhropoietic 
foci in No. 50. 

Very pronounced erythropoiesis in most 
of the males, particularly in Mos. 51 
and 53; less marked in the females. 
N.A.D. 
Moderate dilation of renal pelves in 

animals No. 63 and 89. One lymphocytic 

infiltration in the cortex in rat No. 64. 
Necrobiosis of a small group of exocrine 
cells in animal No. 88. Otherwise, N.A.D, 
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Octopirox, 15 mg//kg 

Rats No. 90 - 94 and 100 - 104 ) 
(GT 187 - 196/76) 1 10 8 

Rats No. 11.5 - 119 and 125 - 129 ) 
(CT 197 - 206/76) > 10 s 

;Xacroscopic findings: 

Markedly enlarged spleen in animal No. 100. Otherwise 
N.A.D. 

Microscopic findings: 

Heart: N.A.D. 
Lungs: N.A.D. 
Liver: Numerous Kupffer-cell proliferations in 

some areas in No. 101; isolated Kupffer- 
cell proliferations in animals No. 125 
and 128. Small erythropoietic foci in 
animals No. 104 and 129. 

Spleen: 

Adrenals: 
Kidneys: 
Pancreas: 

Very marked erythropoiesis in animals 

NO. 100, 104, 117, and 119, having 
induced spleen enlargement in No. 100. 
Slight to moderate erythropoiesis in 

the remaining rats. 

N.A.D. 
N.A.D. 
N.A.D. 

Ocotopirox, 55 mg/kg 

Rats No. 130 - 134 and 140 - 144 > 

(GT 207 - 216/76) > 
10 d 

Rats No. 155 - 159 and 165 - 169 ) 
(GT 217 - 226/76) > IO 8 



Macroscopic findings: 

N.A.D. 

Microscooic findines: 
Heart: 

Lungs: 
N.A.D. 
One chronic inflammatory focus with 
macrophagic reacticn in No. 133. Oter- 
wise, N.A.D. 

Liver: 

Spleen: 

Adrenals: N.A.D. 

Kidneys: Numerous glycoprotein casts in the 

Pancreas: 

Isolated Kupffer-cell proliferation 
in animals No. 144 and 169. Small ery- 
thropoietic foci in animal No. 155. 

Very pronounced erythropoiesis only 

in rat No. 155, weak or missing in the 
remaining rats. 

medulla in rat No . 

N.A.D. 

Octopirox,210 mg/kg 

Rat:s No. I,70 - 174 and 180 - I84 
(GT 227 - 236/76) 

Rats No.' I95 - 199 and 205 - 209 
(GT 237 - 246/76) 

Macroscopic findings: 
N.A.D. 

Microscopic findings: 

144. Otherwise,N.A.D. 

10 c? 

IO 2 

Heart: One small 1ymphocytLc infiltrate in the 

ventricular septum in rat No. 183; other- 
wise N.A.D. 



Lungs: 
Liver: 

Spleen: 

Adrenals: 
Kidneys: 

N.A.D. 
Several or isolated Kupffer-cell pro- 
liferations in animals No. 181, 183, 
184, and 207. Lymphocytic infiltration 

of individual periportal fields in 

rat No. 206. 

Slight to moderate erythropoiesis in 
most of the males and some of the 
females . 

N.A.D. 
One area with atrophic and dilated 

tubules at the corticomedullary juntion 
in rat No. 181. Hydronephosis of one 

183. Otherwise,N.A.D. 

Pancreas: 

kidney in rat No. 
N.A.D. 

Octopirox, 800 mgfkq 

Rats No. 210 - 214 and 220 - 224 ) 

(GT 247 - 256/76) > 

Rats No. 235 - 239 and 245 - 249 ) 

GT 257 - 266176) > 

Intercurrent deaths: animal No. 222 

10 0” 

10 9 

on March 3, 1976 

and animal No. 248 on February 6, 1976. 

Macroscopic findings: - 
Distended gastrointestinal tract in animal No. 222 -Jhich 
died. Otherwise N.A.D. 

Microscopic findings:- 
Heart: N.A.D. 
Lungs: Individual chronic inflammatory foci 

in rat No. 211. Otherwise, N.A.D. 
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Liver: 

Spleen: 

Adrenals: 

Kidneys: 

Pancreas: 

Isolated Kupffer-cell proliferations 
in animals No. 211, 2'13, 221, 237, and 
247. One periportal field infiltrated 
with round cells in No. 249. In addition 

somesmall erythropoietic foci in rat 

NO, 213. 

Slight erythropoiesis in part of the 

animals. 
N.A.D. 

In animals No. 222 and 248 which died, 
moderate focal fine- to medium-drop 
fatty change of proximal tubule epithe-la; 
in addition, beginning autolysis. Also 

focal, but slight fatty change in the 

same tubule portion in animal No. 221, 
combined with necrobiosis of individual 
tubule epithelia. Some atrophic areas 

in the cortical part of the tubules in 

rat No. 249. 

Beginning autolysis in animals No. 222 

and 248. Otherwise, N.A.D. 

Dr. Deu 

. May 21, 1976 
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HOECII ST AG 

I : (‘3 “1 
SUHNARY TABLE: r:D CChSUWPTlON AND BODY WE16 ’ PyAiMA FOR SCHUNG TDXI KCILOGIE 

METHOD: HT 003 
ANIMAL: RAT 

TEST: 0541 

GROUP : CON TRO L 
START OF TEST 1HI S GROUP: 03.02.1976 

TEST 
DAY 

1 

STUDY ANI HAL kEIGhT 

‘K;, 1: 

!EAN 

ii 

3 MEAN 

; 

7 MEAN 

lz 

10 
tiEAN 
N 

14 MEAN 

i? 

‘17 MEAN 170.2 

i 12i8 
21 

28 

3b 

1 

2 

3 

4 

5 

6 

7 

0 

9 

10 

)?EAN 

r? 

24 
!iEAN 
N 

MEAN 

zl 

YEAN 

MEAN FOR COMP:ETE 

ABSOLUTE 

105.2 
6.5 

10 

1q.t 

ii, 

198.2 

‘98 
2:x*: io 
220.4 

‘big 

2i2s io 
TEST 

21a5 io 
37.2 

5.3 
10 

STAFT OF TEST: 03.02.1976 
PCUTE: STOMCCt’ TUBE 
SEX: MALE 

PREPN. NO. : OC IOPIROX EOO2 

&P $0 
FFiViCUS 

5.6 
2.1 

10 

w io 
14.4 

3it 

‘xl io 
16 .O 

‘id 
20.0 

‘io’ 
12.6 

“id 

4*$ 
i0 

2.2 

‘ro5 

FCOD CSNSUNPT ION 

G / CAY 
a 0;;; #G”T 

10.00 9.946 

10 10 

12.55 LO.520 

10 10 

13.90 10.279 

10 10 

16.20 10.657 

10 10 

16.27 9.586 
10 10 

16.85 8.991 
10 10 

17.00 a.349 

. 10 10 

14.80 6.901 

10 10 

16.40 7.416 

.---._ .-____ - - L  _  I_. __ . , . ._ . ,_. . . 



HOECH ST AG 

METHOD: HT 003 
ANIMAL: RAT 
GKOUP : CONTROL 
START OF TEST 1HlS 

TEST 
DAY 

STUDY 

1 1 

3 2 

7 3 

10 4 

14 5 

17 6 

21 

24 

28 

30 

7 

8 

9 

10 

YEAN 

r3 

tEAN 
N 

10!e16 
io 

102.2 
5.0 

10 

YEAN 
N 

115.2 
6.4 

10 

!lEAN 
N 

123.g 

io 
MEAN 

ii 

MEAN 

; 

w 
io 

139.6 
9.7 

10 

TEAN 

fi 

MEAN 

d 

MEAN 

i? 

‘3x 
io 

53.2 12 3 
IO 

157.2 15.0 ZP94 
10 io 

FAN . . 
MEAN FOR CO”P!!ETE 1E ST 

io 

_) / \ : 5 vu/: I 
SUWARY TABLE t FuCO CChSUI!PTICN AND BODY WEIGHT, PHARHA FOR SCHUNG 10X 1 KOLOGI E 

TEST: 0541 

GROUP: 03.02.1976 

ANI HAL kEIGHT 

ABSOLUTE CFI!;*X~ 

243’8 
io 

32.1 
4.4 

10 
39 .o 

Yi 

STAFT OF TEST: 03.02.1976 
RCUTE: STOMACH TUBE 
SEX: FEMALE 

PREPN. NO.: OClOPlROX EO02 

&P ‘TO 
FFEViCUS 

t :86 
10 

11.7 
io 

5’44 
io 

2: 
10 

‘43 
io 

10.0 
30 

i0 

3 
io 

1.8 

‘i! 

FOOD CONSUMPTION 

G / CAY 
X BWRy W+GHT 

9.00 8.887 

10 10 
12.25 11.295 

10 10 
12.33 10.361 

10 10 
12.95 10.135 

10 10 
12.60 9.281 

10 10 
12.55 8.715 

10 10 
12.00 7.952 

10 10 
10.25 6.628 

10 10 
12.10 7.709 

11.4: 8.9% 



tiCtECH ST AG SUMMARY TABLE: rUC0 CChSUMPTION AN0 BODY HEIGhf P t-i ARMA FUR SC HUNG TOX I KOLOGI E 
METHOD: tiT CO3 
/W&L : RAT 

TEST: 0541 

: TEST ORCG: 1ST DOSE LEVEl 
START OF TEST lttl S G$tW’i’Kpl’ 03.02.1976 
DOSE: 4 

TEST STUOY 
DAY 

AN4 MA 

A6 SOLUTE 

1 1 

3 2 

7 3 

10 4 

14 5 

17 6 

21 7 

24 e 

26 ‘j 

30 10 

MEAN 

ti 

r;lEAN 

fi 

102.: 
io 

1o;t.g 
io 

L hEIGhT 
c CF. 7c 

F 

FCULI CONSUMPTION 

h4?4bC 
:hw 50 
PPEVlCUS G / CAY 

S t-WI; #GtiT 

!EAN 

ti 

FEAN 

r;r 

t*5 
io 

w 
io 

21Y 
io 

!EAN 

ri 

42.4 

‘6 
YEAN 

ii 

YEAN 

Fi 

;EAN 

N 

SEAN 

1;g.g 

io 

‘PH 
io 

1p4.y 
io 

1 48.2 
P 

io 
2 5.4 

P 
‘io’ 

2130*i . I^ N 
MEAN FOR COMPLETE 1EST 

LO LO 

STbFT OF TEST: 03.02.1976 
PCUTE: STOMPCE TUDE 
SEX: MALE 

PREPN. NO.: oc TOPIROX E002 

7.00 7.544 

10 10 
12.35 11.105 

10 10 
13.00 10.520 

10 10 
14.25 10.374 

10 10 

14.33 9.386 

10 10 
15.60 9.164 

10 10 
16.07 8.625 

10 10 
13.90 7.004 

10 10 - 

16.40 7.955 

13.z 9.08’2 



HOECH ST AG 
II 

SUMHARY TABLE : I .JCD CChSUHPTIClN AND 8OOY WEIGHI PHARMA FOR SCHUNG TOXI KOLOGIE 
METHOD: HT 003 
WJ$: RAT 

TEST: 0541 

: TEST DRCG: 1ST DOSE LEVEL 

DOSE: 
START OF TEST41HIS GW’; 03.02.1976 

STbFT OF TEST: 03.02.1976 
PCUTE: STOMbCt- TUBE 
SEX: FEMALE 

PREPN. NO.: OC 1OPIROX E002 

TEST STUDY 
DAY 

ANI HAL kEIGbT 

A6 SOLUTE “PIPi, 3: 
:;MP ‘TO 
FPEViCUS 

FOOD CONSUMPTION 

G / CAY 
$ IHICI~ ,d;GHT 

1 1 

3 2 

7 3 

10 4 

14 5 

17 6 

21 7 

24 8 

28 9 

30 10 ;EAN 

MEAN FOR COMP?EIE ‘IEST 

?S io 

2N io 

3’;ez io 

3.0 
3.3 

10 

w io 

82’1 io 
10.8 

‘ii 

PO6 io 
10.8 

5.1 
10 

20” 
10 

5.6 
3 2 

f0 

9.00 8.830 
10 10 

11.70 10.688 
10 10 

11.93 9.963 
10 10 

13.20 10.227 
10 10 

12.47 9.024 
10 10 

12.90 8.765 

10 10 
12.67 8.145 

10 10 
11.55 7.161 

10 10 
12.20 7.387 

11.401 8.9 8 1 



* f-i .\’ 
HCIECHST AG SUHHARY TABLE: > JCD 

METHOD: HT CO3 
IW&$L: RAT 

TEST: 0541 

: TEST ORCG: iND DOSE LEVEL 

DOSE: 
START OF TES:EIHIS GFW’; 03.02.1976 

d 

.o’AE$T STUDY AN1 MAL hfIGt’T 

ABSOLUTE c:KiIr:: 

1 1 

3 2 

7 3 

10 4 

14 5 

17 6 

21 7 

24 a 

20 s 

30 10 

tEAN 
N 

!iEAN 
N 

!iEAN 
N 

YEAN 
N 

tEAN 
N 

YEAN 
N 

tjEAN 

ii 
MEAN FOR COMPLETE 

lo!?! io 
110.8 

4.7 
10 

a*8 
io 

1 g.g 
P io 

197.0 

14iZ 

85 .o 
15.1 

10 

w= io 
220.4 , 

‘2: 
1g.g 

io 
25;.: 

io %!*s 
1EST 

io 

In UV3 

CChSlJMPTICiN AND BODY HEIG,,t 

STAFT OF TEST: 03.02.1976 
PCUTE: STOMPCt- TUBE 
SEX: MALE 

PHARHA FOR SCHUNG TOXI KflLOGl E 

PREPN. NO. : 06 1OPIROX EOOZ 

&P.‘TO 
FCOD CONSlJMPT IO Y 

FFEV ICUS G / CAY 
% B;WRy L&GHT 

9.80 8.998 
10 10 

12.45 10.563 
10 LO 

13.20 10.011 
10 10 

15.40 10.509 
10 10 

15.60 9.527 
LO 10 

16.40 9.005 
10 10 

12.53 6.467 
10 10 

18.40 8.839 
10 10 

16.90 7.614 

14.E 9.0&s 



HOECH ST AC SUMMARY TABLE: . U’CD 

METHOD: HT (103 TEST: 0541 
ANIMAL: RAT 
CROUP: TEST DRtG: 2ND DOSE LEVEL 
START OF 
DOSE: 

TES:EltlIS GtWJ’r;; 03.02.1976 
4 

TEST 
DAY 

STUDY 

1 1 YEAN 

r;r 

3 

7 MEAN 

Ii 

10 ;EAN 

fi 

14 YEAN 

ii 

17 b MEAN 

ii 

21 MEAN 

I? 

24 

7 

e 

9 

10 

MEAN 

i? 

28 YEAN 

fi 

-30 

M EAN FOR COMP~E7E 

AN1 MAC kE IGHT 

ABSOLUTE %;I K 

101.8 
3.5 

10 . 

lo:*; 
io 

Y?i! 
io 

I 18 
10 

T’: 
i0 

24.4 

“ii 
32*64 

io 

14fe: 
io 

4i*8 
io 

151.4 

30” 
4?4 

io 
153.8 

‘is 
56m: 

io 

‘% 62.0 

io “ii 

166.2 64.4 
‘i8 “6 

1E ST 

. . 
fl \ 

CChSUbFTION AND BOOY bdE1tiH1 

STbFT OF TEST: 03.02.1976 
PCUTE: STOMACt- TUBE 
SEX: FEMALE 

th’.cTO 
FEEV ICUS 

‘.8 
f 

iti 

1 .2 
3 

i: ’ 

‘02’; 
io 

10.0 

‘i3 

20” 
10 

FOOD CONSUMPT ICI 
II 

G / CAY 
‘x; B;;Ry ;kVGHT 

0 u I) 

PHARMA FOR SCHUNG TOXI KOLOGl E 

PREPN. NO. : OC TOP1 ROX E002 

9.50 9.217 
10 10 

11.55 10.492 
10 10 

12.07 9.985 

10 10 
13.10 10.005 

10 10 
12.47 a. 944 

10 10 
12.80 8.719 

10 10 
9.53 6.271 

10 10 

14.05 8.868 
10 10 

12.50 7.589 

1dS tl.*bG 



HCtECti ST AG SUMMARY TABLE: . JCD CChSUPPTION AND EOOY WEII,.., 

NETHOD: ItT CO3 
W&L: RAT 

TEST: 0541 

: TEST ORlG: 3RD DOSE EVE1 
DOSE: 
STAHT OF TES;511iI S G&JJt’ 04.02.1976 

TEST 
DAY 

1 

3 

7 

10 

14 

17 

21 

24 

28 

30 

MEAN 

STUDY 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

tiE AN 
N 

MEAN 

r9 

YE AN 
N 

MEAN 

i 

MEAN 

ii 

MEAN 

ii 

YEAN 

fi 

;EAN 

N 

!tEAN 
N 

!iEAN 
N 

FOR COMP LElE 

AN1 MAL kE IGHT 

A8 SOLUTE wi, r: 

lo;.! 
io 

1pf.J 
io 

28*8 io 

lfi.8 75.2 
io '"i8 

198.4 92.6 
‘Oi8 “iOp 

208.2 20.8 
lpl.8 

10 io 
lfpj 

io 

22-8 io l I 24 
1E ST 

io 

STbFT OF TEST: 03.02.1976 
PCUTE: STOMPCt- TUBE 
SEX: MALE 

K!PF ET0 
FAEViCUS 

i:E 
10 

'45'2 io 
1yJ 

io 
1j.t 

io 
16.8 
-‘io’ 
q.8" 

‘io 
9.8 
44 

i0 

'33 
10 

P! io 

FCOD CONSUMPTION 

G / CAY 
9: 8pOfJ ;i;G”T 

PHARHA FOR SCHUNG TOX I KOLOG I E 

PREPN. ho. : OClOPlROX EOOZ 

10.50 9.645 
10 10 * 

lJ.05 10.072 
10 10 

14.60 10.783 
10 10 

15.80 10.313 
10 10 

16.00 9.331 
10 10 

17.15 9.109 
10 10 

14.60 7.228 
10 10 

18.00 8.339 
.lO 10 

17.40 7.725 

15 1s . 9.a 



/ ‘/ 

HOECtl ST AG SUMMARY TABLE t l-UC0 

HETWD: til CO3 TEST: 0541 
“,~:“,;L: RAT 

: TEST DRLG: 3RD DOSE LEVEL 
START’ OF TES.T5lHl S GW’i’f;t’ 04.02.1976 
DOSE: 

TEST 
DAY 

1 

STUDY 

1 

3 2 

7 

10 

14 

17 6 

21 

24 

28 

30 

YE AN 
N 

!EAN 

N 

YEAN 

fi 

MEAN 

zl 

MEAN 

ti 

MEAN 

Ns 

tjEAN 

MEAN FOR COMPrETE 

ANI H AL kEIGHT 

AD SOLUTE “KM:: 

1os.g 

io 

12i.y 

io . ‘I!*5 io 
129.8 

2.9 
10 

27.8 8.0 
2 4 

i0 
16 

IO 

14kz io w io 
149.2 47.2 

4.3 4.4 
10 10 

15? 14 io 

15?$ io 
5J.T 

io 

Y*j5 io 

lb8*$ io 
1E ST 

6?z io 
67 .O 

9i8 

+ 
c-7\ vvu 

CCNSUHPTION AND BODY WE IGHl PHARNA FORSCHUNG TOXI KOLOGIE 

STbFT OF TEST: 03.02.1976 
ECUTE: STOMACt- TUBE 
SEX: FEMALE 

PREPN. NO. : OC‘IOPIROX E002 

5.6 
2.3 

10 

13-g 
io 

1 1 .4 

i8 
8.0 

‘io” 

FCOD CONSUMPTION 

G / OAY 
% IXllRy $GHT 

10.51) 10.019 

10 10 

11.70 10.205 

10 10 

12.73 10.126 

10 10 

13.05 9.637 

10 10 

12.80 8.821 

10 10 

13.10 8.584 

10 10 

10.47 6.641 

10 10 

13.10 8.033 

10 10 

12.90 7.687 

12. 06 3 8.8% 



IIOECHST AG SUMMARY TABLE : aCD CCkSUf’PTXON AND OODY HEIGt.. P HARMA FOR SCHUNG 7 OX I KOCOFI E 

~~~NlO$ ;-lTG03 TEST: 0541 ST/IFT OF TEST: 03.02.1976 PREPN. NO. : OC 1OPIROX EOOZ 

GROUP : TEST DRlG: 4Tll OOSE LEVEL 
~~~‘“~,zS~““““’ TUUE 

: 
START OF TE;&lHI S GFW’; 04.02.1976 
DOSE: \ 

TEST 
DAY 

STUDY 

A0 SOLUTE 

ANI HAL kElGHT Ilk C 

. I hIfIb Z%4c3s” CCCF. TC 

1 1 YEAN 

t? 
lo;.; 

i0 

3 2 

7 3 

!FAN 
1lJ. 

8 
N io’ 
YEAN 

6-i 

1y.p 

io 
10 4 YEAN 

ii 
1499mi io 

14 5 

17 6 

21 

FEAN 169.2 

r;l 99 i0 

MEAN 182.8 

; 11.4 10 

MEAN 199.0 

d 14.6 10 

MEAN 205.8 

R ‘% 

YEAN 2Em28 
N io 

IjFAN 226.0 
L 

MEAN FOR COMPVETE 1E ST 
l’ri 

24 

28 

30 

7 

e 

9 

10 

04 
io 

2t .70 
io 

40.4 

‘ii 

6P*: 
50 

7?: 
io 

PSm4 
io 

1218 
. io 

1 1 $.f 

io 

1 f 7.0 

9ia 

0.0 

‘io” 

‘!:7’ 
10 

‘3 
io 

‘S:o” 
10 

la: .$ 
io 

17 .o 

‘ioZ 

66’8 
io 

1 . 
$8 
n io 

2.2 
3.0 

10 

FCOD CONSUMPTION 

G / OAY 
% OCIIRy ;g;GliT 

11.00 9.718 

10 10 

13.65 10.788 

10 10 

14.87 10.435 

10 10 

16.25 10.228 

10 10 

16.73 9.532 

10 10 

1e.00 9.434 

. 10 10 

14.33 7.084 

10 10 

19,. 10 8.929 

10 10 

19.80 8.841 

9.4 s 4 



/-‘\. wl.v 

HOECllST AG SUMMARY TABLE 8 c.dCO 

METHOD: HT 003 
ANIMAL: RAT 

TEST: 0541 

GROUP: TEST DRLG: 4114 DOSE LEVE 1 
START OF TEj&lHlS GROW’; 04.02.1976 
DOSE: 

TEST STUOY 
DAY 

1 1 

3 2 

7 3 

10 4 

14 5 

17 6 

21 7 

24 e 

20 9 

30 10 

YEAN 

fi 

TE AN 
N 

YEAN 

ii 

tEAN 
N 

I-JEAN 

r;l 

)“SEAN 
N 

ZEAN 
N 

YEAN 

Ej 

!lEAN. 
N 

MEAN 
s 

MEAN FOR CD”P!ETE 

AN1 MAL kEIGHT 

AD SOLUTE “F3il2 

lo;.; 

io 
1oJ.g 

io 

v!: io 

12Fi io 
13-p; 

io 

‘42-9 io 

z-3 io 
y.3 

io 

23*s io 

335-8 io 

4Ei! io 

15kg 469.9 

io 
15g.; 

io 5P-I: io 
160.8 

‘iii 
5270 IO 

, 
162. 

6, z Y-% 
10 io 

1E ST 

’ --J 
CChSUWPTION AN0 BOOY WEIGH, 

STbFT OF-TEST: 03.02.!976 
PCUTE: STUMPCk TUBE 
SEX: FEMALE 

:wTo 
FFEVl CUS 

5.2 
-‘ii 

10.0 
.3ig 

1tj.g 

io 

‘W  ‘io 

P-fi io 

3-Y io 

:-ii io 

94 io 

I .4 

ii 

FCOD CONSUMPTION 

G / CAY 
X BW& #;GttT 

PHARMA FOR SCHUNG TOXI KOLUGIE 

PREPN. Nil. : OC 7OPI ROX E002 

9.00 

10 

11.85 

10 

12.67 

10 

13.00 

10 

12.93 

10 

13.75 

10 

10.67 

10 

14.70 

10 

12.90 

12.45 9.2% 

9.392 

10 

10.588 

10 

10.392 

10 

9.835 

10 

9.201 

10 

9.348 

10 

7.048 

10 

9.398 

10 

8.002 



HOECHST AG SUMMARY TABLE : LCD CChSUNFTlON AND BODY WEIt,,., PHARHA FOR ECHUNG TOXI KOLOGI E 

METHOD: IiT CO3 
ANIMAL: RAT 

TEST: 0541 

GROW: TEST DRLG: 5TII DOSE LEVEL 
START OF TE;&lHI S GFW’; 04.02.1976 
DOSE: 

TEST STUDY 
DAY 

1 1 

3 2 

7 3 

10 4 

14 5 

17 6 

21 7 

24 8 

28 9 

,30 10 

!EAN 

N 

!EAN 

ii 

YEAN 
N 

MEAN 

; 

YEAN 

ii 

MEAN 

i? 

TAN 
N 

!EAN 

N 

MEAN 

z 

YAN 
N 

STRFT OF TEST: 03.02,1976 
t;l&T EhAzSTfOM4Cl- TUOE 

: 

PREPN. NO.: OC 1OPI ROX E002 

MEAN FUR COMPLETE 1E ST 

ANIMAL kEIGHT 

“Kh 1: 
:hP ‘TO 

FCOD CONSUMPTION 

AD SOLUTE FPEViCUS 
X BODY HEIGHT 

G / CAY PER DAY 

1o;.g 
io 

1y.g 

io 

125-: io 

13t;*! io 
14t.i 

io 

72’: io 

*i*i io 

w io 

4a! io 

53*‘i io 
g.7 

io 
73.2 
12.6 

10 

6 .8 ? 2 i% 
65.1 
20.3 

9 

7.0 

‘i(: 

YS io 

‘x-i io 
12.0 

‘io’ 
‘4:‘; 

10 

15.6 

50” 

iii . io 
- 4.3 I io 

,n:,Z 

9.80 9.098 

10 10 

12.35 10.457 

10 10 

13.27 10.207 

LO 10 

13.65 9.649 

10 10 

15.27 9.966 

10 10 

16.15 9.696 

10 10 

11.73 6.694 

10 10 

12.20 7. 14’6 

10 10 

15.78 9.389 

13.32 9.143 



/ \ ,*’ 7, “ICI 

HOECH ST AC SUMMARY TABLE : V-LCD 

METHOD: HT GO3 
I&WI$L: f{AT 

TEST: 0541 

: TEST DRlG: 5TH DOSE LEVEL 

DOSE: 
START OF TE;&lHI S GfW’; 04.02.1976 

TEST STUDY 
DAY 

ANI MAL &IG:: 

At3 SOLUTE IhIiI61 

9E io 
1 1 

3 2 

7 3 

10 4 

14 5 

17 6 

21 7 

24 e 

28 9 

30 10 

MEAN 

K 

TEAN 
N 

MEAN 

ffi 

MEAN 

Ii 

t+JEAN 

ii 

?EAN 

fG 

tiEAN 
N 

?EAN 

fi 

MEAN 

I? 

YEAN -. 
H EAN FUR COMP!!E 1E 

102.2 2.9 
9 

113.3 
4.8 9 

120.2 
4.8 

13z.g 35.6 
‘9 4*! 

r4g.g 43.1 
l 9 v 

14g.s 54 .$ 
I ‘9 l 9 

150.2 5.5 5x 
9 l 9. 

156. z 59.8 

6. 9 7’90 

15g.p l 9 
55.1 6.6 

9 
lE ST 

CChSUnPTION AND BODY WEIGHT 

STbFT OF TEST: 03.02.1976 
FCUTE: STCfMACt- 1UCE 
SEX: FEMALE 

PHARMA FOR SCHUNG TOXI KOLOGI E 

PREPN. NO.: OC’IOPIROX EOOZ 

FCOD CDNSUHPT ION 

G / CAY 
% 8;WRy jf&GHT 

8.78 8.824 . 
9 9 

11.06 10.270 
9 9 

11.63 9.972 
9 9 

12.72 10.080 
9 9 

13.13 9.686 
9 9 

13.94 * 9.683 
9 9 

10.74 7.208 
9 9 

14.11 9.206 
9 9 

14.22 9.225 

12.2: 9.35: 



SUMMARY TARLE /’ ‘\I AEHATOLOGY 

ANIMAL I7 Al 
GROUP C’lNT’<nL 
START OF ST’.JIIY TYI’; G?r’!JP 

:biITii\l, \il\Lljc 
MFAN 13.4c 4.456 39.2 
s 1.24 ".hSb 7.5 
N l'! LO lf? 
MED 
MAX 
YIN 
F TNAL VAL Ur: 
MEAN 14.57 0.139 45.9 
s 1.24 '7 .3 77 2 .9 
N Lr! 19 19 
MED 
MAX 
M1N 

113 .;!2.1',76 

Rr:T I PLA- HHC 
T KLETS 

23.8 R43.9 0.97 
5.4 04.6 2.68 

9 lc’ 10 

7.5q 
2.77 

10 

uJ.cJ 
PHARYA FOP SCHIJfJG TrlX IKnLOGl 

START f-IF STWY tI3.C2.107h 
ROClT E YTOMACH TIJ,IE 

PREPN. ND. OCTOPIROX E 0@2 

SF’< M4LF 

JUV. BAND SFGY. c II s 
% x: c x 

LO 13 10 
0.00 0.03 B.C.7 
r?. 00 0.00 L4..20 
c\.oc 0.30 4."0 

LO to l? 
3.00 c.00 9.53 
0.00 o.ccl 19.@Is 
013r' q.oc 3.30 

LC! 
1.00 
2.00 
0.m 

RASO LYMPH MONO PLASMA CnAG .Pi?C)TIfR 
‘r; L ‘4 CFLLS TIMF TIMF. 

SEC $FC 

o.oc 
0.00 

10 10 10 10 
1: . ii ,I 9 1 . 00 (1 . c c: 
;:.co ~6.00 0100 
'T.99 P5.00 o.oc 

c.co 
0.00 

13 LG 6 6 
0.00 09.50 0.00 
0.00 96.00 0.00 
@.OG 8C.00 0.00 

0 



HrlFCHST AG SlJ*l?lARY TA’\LF 
I \ 

tAfMn1 OLCIc;Y f-l \ 

?IFTtiOP I+T :“3 STUUY 0541 STAttT I-IF STUDY ’ (33. ?2.1’,76 
4rJIM4L $74 r QnUTF STIIM9CH TURF: 
GROUP C,‘trJT+r.lL SEX MALE 
SIART 9F ST!I”Y TtlI’ , T,‘7ll\Jf’ 03.?2.1076 ' 

MCV FICH MC HC 
INITIAL VALIJT: 
IM CAN C.614 2.DRf~ 34.1529 

-) y'. *y f .147 1.7144 
.' 19 l? 

F INAL V 4LUF 
MEAN Q w.543 1.7”4 3 2.9536 
S C.?33 G.148 2.1646 
N 1’ I,*- 1 ‘T. 

u I Y 
PHARMA FCJRSCHIJN~ TOK lYI!L(JCl’. 

PREPN. ND. @CTflPIi'l ',y F ,;?i: 



n VI;) 
IWECttST i\G SUMMARY TABLE ,‘AEHATOLOGY ’ -3 PHARMA F OR SCtIltYG T f’X IKl’LOG IE 

METHOI? HT - ‘:3 STUtbY “5 4 1 
ANIMAL !? AT 
GRI-IUP CqN 7 I’, 3L 
START fiF SlllnY T!tIq G?OUP 3?.OZ.lQ7h 

PKEPN. NCI. OCTOPIROX EOCZ 

,“\ IrJITIAL VACUF: 
: ,i’ MEAN 13.95 6.RilP 41.1 

S s .54 3.4r’l 1.6 
N 10 l? 1’ 
M F II 
MAX 
MIN 
FINAL VALUE 
MEAN 15.13 '3.274 45.4 
5 0. 6ll 3.47’) 2.5 
N l? 10 10 
MED 
MAX 
MIN 

7.33 
2.c4 

1C 

16.4 934.3 R.n3 
R.0 142.4 2.64 

9 10 10 10 
C.30 
0.00 
0.00 

LO 
0.00 
0.09 
3.90 

S FGM . 
x 

LO 
13 . 20 
16.Cf.I 

@.!?U 

1c 
6.55 

13.co 
3.00 

10 
0.03 
1.cn 
O.OF 

O.lG 
0.32 

li-! LO 10 10 
c .“c R6*00, o.oe 
O.!!O 97.00 0.00 
C.L^T: 83.CQ c.cc 

c.10 
r?.32* 

10 LO 10 10 
z.99 93.00 O.@G 
C.00 96.00 0.00 
0.00 87.00 0.00 



HOECHST AG SllhlYA9Y TAHLI- ’ hEM4TOLWY ’ ..) 

?1ETHftl) ttT ‘??3 s rmy I!541 STA’IT OF STUOY “3.:.?, 1976 
ANIMAL ?AT ‘~011 r I= STUMACII lLIRt+ 
GROUP Cf-t:JT’tCtL SFX FFMALE 
START rlF STIJt-,Y Tt115 r,:ifl(fP 03.02.lV76 

ElCV MCFI MCHC 
INITIAL Vf\LIIE 
MEAN 9.6n5 

-j; Wil 1 ‘? 
2.033 33.7’,33 
Q  l l? 7oFj :I 19 . 0 6 4 4 

F IN4L VALltF 
MEAN I:.553 1.035 73.3462 
S 0.325 0,977 ? .C16R5 
N 1C 10 10 

PHARMA F~lRSCtIVNG TCIX lK!1LO(;l ta 

PREPN. Nfl. ClCTttf’IR’tX ‘- ‘: l-p 



O
G

G
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c’ 
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c: 

000 
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dd 
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SUMMARY TABLE 
-I 

t iAEHATQLOGY 
‘7) ,‘ Km 

PHASM4 PI!RS CV\I:Jc; T’IX I KOLOG 1 

METHOD Yl ,I?3 s 1 I.111 Y 0541 STA<l ~-IF TTIJDY “3.0?.1’)76 PREPN. NO. 
ANIMAL 

OCTOPIRr)X ECCZ 
?AT RDtJTF STOMACIi TURF 

GROUP T<ST nRVr, 1ST nf)qfI LEVI-L SEX FE-MALE 

l-l’1 I PJ 9 r3c PCV 
G ‘I; 1’1 c x r’ h 

C? TNITIAL VALUE 
MEAN 13.51 6.34b 10.7 
s 1.11 p.441 1.4 
N 16 1’: 1cJ 
MED 
MAX 
M IN 
FINAL VALUI- 
MEAN 15.YL l\.h51 51.1 
S 1.13 ‘I, 6x44 l’! .7 
N 1 t-1 10 10 
MED 
MAX 
MIN 

01. I?. 1.976 

7.40 
1.03 

I@ 

36.0 F\27,? 8.00 
?9.3 ‘Y1.5 3.5G 

4 1G 10 1C 
(1. ‘;lC 
0.00 
0.00 

1c 1:: 
0.C” 11.ori 
l.C’G lO.Qr, 
n,flf fj.1;’ 

l@ 10 
c.9c BP.50 
o.to 91.00 
C.00 02.00 



MFTHlxl HT ??3 STUDY 0541 
ANIMAL 4 AT 
GROUP T’ST D?Ur, lF;T DrISF LFVFL 
STA’IT fIi= STUDY THIS GHf?L’P CJ3.C2.1976 
I-IOSE 4 MG/KG 

START OF STULlY ?3.02.1374 
P.rIUTp STOMACH TW Ii 
SEX FItMALT- 

MCV MC t-1 MCI-IL 
IN1 TI AL VALU’: 

3 MEAN ?.h7V 2.133 33.F;ftYO 
~ s ?.li3R 0.111 1 Ph’?3 . 

N l? 10 l? 
FINAL VALllF 

. MEAN 2.593 1 .I145 31.7271 
s 0.1’16 c’.lP’; 4.4617 
N 10 lfl 10 

PREPN. NU. OCTOl’I’~~lX r Lt? 



0000 
do00 



-. 
. 
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roc>o 300 
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d 

rooo 000 
ddd 

r-000 000 

G
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e vu. J 



4 
’ \ ‘7 VA4 

HUECtISl- AC, SU:lfd4iIY TARLF iAEMAT@LOGY I’H&KMA FT;RSCHIJYG ff;X lKrlli-!I; 11 

MCV ?ICl-t MCI-IC 
I NI Tl AL V4LlJE 
MEAN 

35 
Cr.617 ;I . ,? 6 :-l 33.56?1 
9. ct-33 3.L46 1.4*;65 

N 10 10 1, I! 
FINAL V4LUE 
MEAN 17.544 1 .a94 34.9YIiO 
s I’. I-15 c . I’ 1) 3 1.5314 
N 10 10 19 





METHUI) Hl ‘:c:3 swwf 6541 

ANIMAL W .4T 
GqOUP TCST U?\J’; 3K[? I?(‘SF LEVEL 
START IIF ‘STUDY THIS GRU!IP fl4.07.lQ76 
ImSE 75 W/KG 

START OF STUOY 33.?2.1”711 
TV OUT I_-- STUMACH TUOE ’ 
YEX MALE 

MCV YC Y IMCIIC 
TN1 TIAL VALtJE 
MEAN ‘: .53? 1.078 77.0462 

1 s c l .?‘;5 ir. 104 1 . \ 1 ‘J s 
N \c: 19 I? 
FINAL V I\LUC 
MEAN 9.554 1.7116 11.4202 
S +-I ?75 - .‘- - 0.3A3 r: .76@7 
N I? 1 -. 1 I’ 

PREPN. NO. OCTCtP 11:6X F ?C.! 
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. . 

VG
 

G
O

G
O

 
-VG

O
 ;do’ 

oc?c 
C

’ 
dCC0 . 

. 
. 

0 
H

 
(3 

. 
. 

.- 
c, 

U! 



;. 



. 
. 

. 
03m

ln N
 

G
G

O
O

 
-too0 

0000 
-000 c;zc; 

ooc>o 
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DOSE 21: 

M C v 
INITIAL VALIJE 
MEAN ,?.614 

1 s “. 732 
N ln , 
FItJAL V4Ll.J’: 
MEAN ?.T;l% 
s n ??‘-i b . ‘. I- I 
N 10 

MCHC 

3.1.4244 
‘?.7714 

11) 

3l.ZUZfj 
0.7648 

IO 

PREPN. NO. OCTOPI ~!l;x I- SC 7 
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M c v MC H Mcrlc 
INITIAL VALUF 
UEAN 

3s 3 7.619 . 2 2 5 CI 1 l .‘3 ‘1 fj 53 Q  32*25’,? :! . ‘15 2 5 
N 1 In . 1 F 10 
FINAL VALUF 
MEAN G.530 1.723 32.6746 
S ,. I . I-. 1 c ‘, . . *‘. 6 ,? ; .7459 
N IQ 10 19 

PHAQMA FORSCtlllN~, If-).X IK’.~L’IGI t 
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ENDWERTE 

PROGRAHH 010501 V07 LISTE 12 KLIR. CttEHlE NIT RATTEN 

UEBERS!C!!TSCIS?E !X?O P:RG %  RAllEh KAENNLlCii 5 tiOCiiEN 

NA 

0 

a 

0 

0 

0 

0 

K 

0 

0 

0 

0 

0 

0 

I 

ANORG. HAPE- 
PwJSPH SAElAE 

AILI- 
RUOIL 

2.30 

0.67 

10 

2.20 

0.42 

10 

2.30 

1.16 

10 

3.40 

Co 70 

IO 

2.60 

c.70 

10 

3.11 

0.78 
I 

9 

I 

KREAT. CLUKOSE HARIIST-N CA 

0 

a 

0 

0 

0 

‘0 

9.86 

0.67 

10 

10.02 

1.09 

10 

9.15 

0.49 

10 

8.68 

0.43 

10 

9.95 

0.66 

10 

0.13 

1.14 

9’ 

6.72 

0.46 

10 

5.82 

0.50 

1 ? 

5.66 

0.47 

10 

5.97 

1.23 

10 

6.57 

1.19 

10 

7.20 

1.14 i 

9 a 

CL 

0 

0 

a 

0 

0 

0 

SCOT SCPI 

72.60 17.60 

16.90 2.67 

10 10 

67.50 15.60 

17.37 1.65 

10 10 

94.10 10.60 

77.10 4.67 

10 10 

68.80 15.10 

15.16 2.51 

10 10 

53.50 13.90 

8.45 1.37 

10 10 

50.22 13.44 

11.19 2.30 ’ 

9 9 

10.04.76 SEIlE 13 

RES 1 RES 2 

97.20 

lC.38 

1c 0. 

St.30 

le.56 

10 0 

lOC.50 . 

20.14 

1c 0 

lC5.40 

23.30 

10 0 

(7.90 

17.37 

1c IO 

67.33 

22.46 

F 0 

KCNTPOLLE ; 

ocro PIRO x 

ocro PlRO x ’ ., 

OCTO PIRO x 

ac:a Puta x 

OCTO PIRO X 

; 
I 

, 

I 

I 
1 

I 
f 



‘ii 
.I 038 

ENOHCATE 

PRODRAW DIYt501 V07 LISTE 12 WLIN. CtlEHlE HIT PAllEtI 10.04.76 SE1 1E 

UEBERSICIIISLISTE OCTO PIRO X RAlltN LEILK~Cti 5 HOCIIEN 

Nh 

0 

0 

0 

0 

0 

0 
I 

K 

0 

0 

0 

0 

0 

0 

ANORG. HARh- 
PIIOSPII SAElRL 

, 

0 

0 

0 

0 

0 

0 

0 

C 

0 

0 

c 

C‘ - 

BICI- 
PUBIr 

1.80 

0.63 

10 

1.70 

0.40 

10 

2.70 

0.48 

10 

3.00 

0.47 

10 

2.70 

0.48 

10 

2.89 

IO.%3 

KREAT. GlUKOSE HARNST-N CA 

a.93 
1.09 

10 

7.74 

0.66 

IO 

8.11 

0.30 

io 
8.47 

0.54 

10 

8.06 

0.69 

10 

6.85 

0.41 

. 9 

7.16 

1.50 

10 

5.88 

0.15 

10 

5.50 

0.71 

10 

6.90 

0.70 

10 

5.90 

0.85 

IO 

6.46 

1.1; 

9 

CL 

0 

0 

0 

0 

0 

0 

SCOT SCPT 

106.20 lb.10 

53.57 2.05 

10 10 

75.20 14.50 

20.32 l.lB 

10 10 

99.20 13.50 

10.30 1.6s 

10 10 

69.60 12.1C 

11.44 I.52 

10 10 

61.30 . 13.00 

10.87 1.05 

10 10 

59.78 13.22 

7.56 1.p 

9 9 

RES 1 

t3.00 

14.b7 

10 

t3.40 

IC.22 

1C 

67.10 

12.22 

1c 

bt. 20 

24.73 

1c 

, 54.sc 

13.14 

lo \ 

59.22 

7.21 

9 

14 

RES 2 

0 

0 

0 

0 

0 

KGNTROLLE 

OCIO PlRO x 

OCTO PIRO x 

OCTO PIRO X 

OCIO PIRO x ; 

OCTO PIRO X ’ 



c ‘, :” ‘! 039 
I iUECHS T AG SUI’PARY 1ABL _ ORGAN WEIGHTS IN G ^I Pt4A~t4A FORSCHUNG TUXI KULUGLE 

03 

S IJEF 

ZlLDY 

LIhG 01 

u541 STUCY OCTUPI ROX E002 

. KIL 

START CiF 
ROUTE 

03.OZ.197C PREPARATION 
STOMACH TLtJE 

MALE 
F tMAL E 
MALE 
& ;fl;L E 
F EHAL t 
MALE 
F tHAL E 
MALE 

KEL t 
,FEMALE 

tiEPP1 LUNGS LIVER KI I>NtY S ACRENAL It-YROIII 

C.E3 1.51 9.73 l.S>b 0.609 0.042 
0.c-t 0.25 0.83 0.147 0.067 o.ooa 

C.C6. 1.12 6.dO l*lU5 
0.13 

0.446 
0.16 1.28 O.l!d 0.132 

c.19 
0.07 

o.co 
O.C8 

C.80. 
c.c9 

g*;; . 

c.e2 
0.13 

Q.C5 
C.C8 

c. eb 
0.14’ 

c;t2 
0.11 

1.21 
0.18 Es: . 

4.97 
0.74 

1.4Ul 
0.150 

0.595 
0.171 

l.OY 
0.22 

1.193 0.465 
0,113 0.080 

c.050 
0.~10 

0.046 
0.011 

00%; . 

1.28 
0.12 

9.16 
0.96 

l.SYb 
0.135 

6.67 1.140 
0.71 0.135 

t26:‘: . 

0.439 
0.074 

1.619 0.566 
0.163 0.061 

1.18 
0.16 

1.43 
0.23 

1.15 
0.3s 

1.30 
0.14 

M 

1.196 
0.352 

G.057 
0.008 

1.674 0.660 0.049 
0.17u 0.088 o.uo5 

1.216 
cJ.lLl, 

0.498 
0.123 

0.054 
0.011 

N HIIDY 
WE 1 GI-I T 

1.369 0.542 
0.176 0.154 

1.118 0.461 
O.OYA 0.073 

BRA IN PI TU- bE MI NAL 
1 TARY vt SLGLE 

2:?f . 
16C.4 

15.0 

2:x . 

‘PZ . 

22E.4 
13.8 

167.4 
0.5 

2x . 

17c.t 
11.0 

21?!i . 

LC4.2 
7.0 

10 

IQ 

10 

10 

10 

10 

10 

1t-l 

10 

10 

9 

9 

‘F? ’ o*74 . o.c7 

15E.4 
w 7.7 . 

0.059 
0.015 

8%; . 
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r-7, 040 

HO ECHS T AC SUMMARY TAOLE CRGAN h- ;HlS IN G / 100 G BODY WEIGH. PhARMA RCIR SCHUNI; TOXl KULUGI k 
METHOD Ill 003 5 1CDY 0341 START GF STUDY 03.0i.lS76 PREPARATICN OCTOPIROX E002 

UOUT E STOMACH TUBE 

wz= 
M 3= 

= 
;;= 

= 
M”;, 

= 
;z= 
w 4= 

Afi iMiii HAT 
;RYG FREF CAYS DEF. KILLIhG 01 

= CIINTltl-IL 

; := = CaNTRC41L PG/FG 
4 lJG/kG 

lG 
1; a LC 
55 

21c 
;;: 
8CE PG/PG 

SPLEEN ;i$;;;‘s ACKfNAL 1kYROID BRALN PI TU- SEMINAL 
1 TARY VESIGLE 

0.264 0.01s 
0.022 0.005 

8%44 . 0.031 0.005 
0.275 0.021 
0.073 0.004 
0.274 0.032 
0.036 0.006 

00*02sees . 8.g; . 
0.261 0.028 
0.040 0.005 

. 0.245 * 
0.037 pa; . 

iI . %1 X% . 
0.281 0.021 
0.037 o.uo2 
0.303 0.033 
0.073 0.007 
0.303 0.034 
0.086 c.010 

KE . EE 

10 

10 

1C 

10 

10 

10 

10 

l@ 

10 

10 

9 

9 

N HOOY 
WFfIGttT 

2:?m: . 
16C.4 

15.0 

2:El . 

‘K . 

228.4 
13.8 

YE . 

2;?b6 . 

'2!*8 . 

21:'30 . 
164.2 

7.0 

w . 
15e.4 

7.7 

HEPRT LUNGS 

0.36 
o.c2 
0.41 
0.C8 

00% . 

0.7O 
0.10 

4.23 0.675 
0.22 u .031 

4.21 0.73Y 
0.46 0.363 

c.37. 0.56 4.lO 0.688' 
o.c2 0.07 0.18 0.042 

0.64 
0.12 

4.13 
0.23 

0.5a 4.01 
0.34 0.38 

w!; . 
0.700 
0.056 

0.34 0.60 3.98 O.bUO 
0.03 0.01) 0.34 0.03u 
lp$?. 

. 

8% . 
c.37. 
c.c* 

0.5Y 
O.OY 

0.697 
0.051 

0. Y 
s 0. Y 

0.61 
Ct.09 

;'g . 
4.u5 
0.38 

0.702 
0.026 

4.03, 
0.21 

0.30 
O.C8 
0.41 
o.c* 

8.c31 . 

0.71) 
0.22 

8% . 
0.81 
0.21 

3.95 
0.29 

; .;-f; 
. 

0.741 
0.071 

4.61 
0.55 
4.24 
1' 24 

00% . 
0.106 
0.054 
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tlflFC.llST AG IYDIVIDUAL RESULTS Ft-IOD CONSUMPTION AND BODY HEIGHT PHARMA FDRSCHUNG TOXIKOLUGIE 

yntt; yl: HT On3 S,T Uf) Y 0541 
HPT I, . START Jlfj,, STUDY 03.02.1976 PREPARA~ION,,,OC,TDP,IRDX E002 

GR-IIIP CIlN TRflL 
’ s”;;TE ST-OMACH TU t3E 

FEMALE 

l.DAY OF STIIDY 03.r)2.1576 1. TEST 
PAI NTE NANC E IN GROUPS 

ANIYAL Abl IMAL WEIGHT IN G 
NIJY II FR CW$‘;‘;:’ COMP. 

F 000 14 CLDERA;yEk 
UEF ORE 

PREVIdI: FI LLI NC 

FOCC CONSUMPT ION 

mm I-IT E FILLING G/DAY 
% WtJ;: Hgd;GtiT 

Fl EAN 
S 



I .I( .* .A 043 ‘I 
W~ECI~ST AG INDIVIDUAL RESULTS FOOD CONSUHPTICN AND BODY HEIGHT PHARMA FORSC HUNG TO XIKJLUGI E 

“n;; ;“a:’ HT 003 STUDY 0541 
RAT 

;;;;I OF STUDY 03.02.1976 PREPARATION OCTOPIROX E002 

GRIUP TiST DRIJG: 1ST IIt-ISF LEVEL 
STOMACH TUBE 

[Jllr E 
SEX 

MG /KG 
MPLE 

1.04Y OF STUDY @3.02.1976 ‘-, ” 1,TEST 
, ,,MVNT~S,N~NC E IN GROUPS /..‘I ,’ . 
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’ ‘\ I -3 045 
HIIEC HST AC, INDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY HEIGtlT PHARMA FORSCHUYG T3XIK3LOGlE 

yA;; Itr’ll: HT 003 STUDY 
R AT 

0541 START OF STUDY 03.02.L976 PREPARATION OCTOP IROX E 002 

g&’ :;ST DRUG: M~~~GDo SE LF VE L E!fTE 
STOMACH TUBE 

MALE 

l.DAY OF STUDY f?3.& lF7h 1. TC ST 
MAINTENANCE IN GRCIUPS 

ArJfYAL WFIGIIT IN G 
CIlMP. TO CnMP. 70 

FOOD IICLDER IN G 
HEF (IRE 

FCC0 CONSUMPTION 

AESflLUTE INITIAL PREV!QQS F! LLI NG 
AFTER 

FLLLING G/ DAY 
16 B;WyH ‘Jo#GHT 



046 ( ‘\ 

HflECHST AC, IYDIVIDUAL RESULTS FOOD CONSUHPTICN AND BODY HEIGHT PHARMA FORSCHU’JG T3XIK3LUGIE 

7;: :‘E! IiT 003 STUDY 0541 
RAT 

txp EST “ItUG: 
2 I) DOSE LEVFL 

?1 MCI KG 
l.DAY nF STIIDY 03.02.1S76 1. TE ST 

START IIF STUDY 03.02.1976 PREPARATIO1 OCTOP IRO X E 002 
RCIUT E ST OMACII TUBE 
SEX FEMALE 
MA1 NTENANCE IN GROUPS 

ANIYAL ANIMAL WE IGtIT IN G F 001~ II CLDERA:;E$ FCtCD CONSUMPTION 
NllY R ER CnMP. TCt COMP. 70 HEFllRE 

ABStLtlTE INITIAL PREVIOUS FILLING FILLING G/ DAY 
% BCII; Hg;/GliT 
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HllEC t&T PC IVDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY HEIGHT PttARYA F3RSCHUVG TOXIK3LUGIE 

y!f ;“n; IfT 003 STUDY 0541 START OF STUDY 03.02.1976 PREPARATICIY OCTOP IRUX E 002 
RAT 

g;;y ;;ST DRUG:M$;GDOSF LF VFL !sTE 
FEMAL;T OMACH TUBE 

1 .flAY C1 F STIffJY C4 J-d. 1576 
MAI NTE NANCE IN GROUPS 

1. TFST 

ANIMAL FOOf) IICLflER IN G FOG0 CONSUMPT ION 
NIIYRER 

AN ‘M/W; ‘“‘:I ;FMpG 

AR!331 IITE INhAL PRFViU:!~ 
BEFORE Af’TER 

FI LLINC FILLING G/DPY 
% “IJ~yR #GHT 



/ 1 ,’ \ 049 
W-IFC t1ST AG IMDIVJDUAL RESULlS FODU CONSUHPTJCN AND BODY HEIGHT PHARHA FORSCHU’JG T3XIK3LUGlE 

WJ p:’ IIT 003 
PAT 

STUDY 

KY 
T EST DI\\lG: 4 Tti DD SE 

210 MT, /KG 
I.DAY [IF STIJDY C4.C2.1’?76 

054 1 

LF vt: L 

START CF STUDY 03.02.1976 PREPARAT IOV 

%iT E 
ST OMACtI TUBE 

OCTOP 1RO X E 002 

I. TE ST 
PAI NTENANCE M%EGR”UPS 

ANIVAL 
NUY t\ER 

AYlMAL WE IGIlT IN C 

AOSDLIJTE 
COMP. TO COMP. 70 

FI-IDD HCLDER IN G 

IN JTIAL PREY!nll’; F:f;:$ 
AFTER 

FCOD CONSUMPT ION 

F! CL1 NG 
%  BOGY HEIGHT 

-L G/ DAY PER DAY 



1 It. 050 
IWECIIST AG 1UDIVlOUAL RESULTS FOOD CONSUHPTIGN AND BODY HEIGHT P t1ARYA FURSC HUVG T3 XI KJLOGI E 

w; :‘ll: IJT QO3 STUDY 0541 
RAT 

I’,;;;’ T  EST DRIJG:M;W&DO ST LE VI: L 
21n 

l.DAY OF STIlI)Y 04.&1<76 1: TE ST 

;;;r”L OF STIJOY 03.02.1976 PREPARATIOY OCTOPIROX EOOZ 
ST UMACII TUBE 

SEX FEMALE 
MAI EITE NANCE IN GROUPS 

ANIYAL AN ‘W lW~ IfW ; ;;N&G FOOO HCLDER IN G FOUO CONSUMPT ION 
NUY R FR 

A8Snl. IITF ’ 
Ii EF OR E 

INIiIAL PREVi$ FI LLI NG 
AFTER 

FILLING G/ DAY 
%  BFwlyR w&M 
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e 0 ( ,I\ !’ \ 053 
HIIFCltST AG INDIVIDUAL RESULTS FOOD CONSUHPTION AND BODY HEIGHT PHARHA FDRSCHUNG T3XlK3LUGIE 

w; &Klf IIT 003 STUDY 
P AT 

0541 START OF STUDY c’3.02.1976 PREPARATIOY OCTOP IROX E002 

GR-tUP CflNTRnL 
ROIJT E ST UMbCt1 TUBE 
SEX ErALE 

3.06Y rlF STllrlY 05.02.197fl 
MAI NTtI RANCE 1N GROUPS 

2,TEST 

AN IMAL WE IGtlT IN G 

ARSI-tl IlTE 
CC)MP . TO COMP, TO 

;;;;R~GLI)EHA;;E$ FOC’D CONSUMPT ION 

INITIAL PREVIOUS FILLING F!LLING G/ DAY 
II: WE; $GtiT 

116 6 
I?9 : 

700 904 
700 9n4 

116 2 
123 18 

700 90 4 
10 700 904 

\A:: 
2 2 

700 

‘,:;; 
770 ;ij; 

4 4h 
770 952 
770 952 

::; 4 
24 

770 
2 770 3; 

11o.n 
7.4 5:‘: 25:; 

w 
11:15 
10.96 

w 
8:91 
9.18 
8.82 
8.26 

10 .nc 9.946 



(‘I * r-. 
1, 054 

HnECIiST AG IYDIVIOUAL RESULTS FOOD CONSUMPTION AND BOOY WEIGH1 PHARYA FORSCHUNG TDXIKDLOGIE 

w; ;;p HT 003 STUDY 0541 START OF STUDY 03.02.1976 PREPARATIOY OCTOPIROX EOOZ 
RPT 

EYT E 
STOMACH 1URE 

GRWJ P CItNTRnL FEMALE 
MA1 NTC NANCE IN GROUPS 

3.DAY DF STUOY 05.02.1576 2. TEST 

ANKYAL AN IWO;; IGI1 T IN CI FOOD CONSUMPT ION 
NUY I3 ER TCI COW. Tft 

1NIilAL 

;;p;R;CLDER IN G 
AFTER 

AHSOI UTE PREVIOUS FI LLI NC FILLING G/ DPY 
4: BWyR ;$GtiT 

MEAN 
s 

132.2 
5.0 

Ei 
4 

ti 

: 

z 
c 

t:: 

0.24 

x 
9:23 

10.21 

9 .ot-! 8.087 
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HOFC HST AG IMDIVIDUAL RESULTS .FOOD CONSUMPTCCN ANri BODY WEIGHT : PHARMA FORSGWUNG ~TOXIK3LIlGIf 

;I$ ifll HT 303 STUD V 
R !T 

0541 

r;,gy T;ST OR UC,: 1ST DOSE LEVFL 
MC, /KG 

3.OAY (IF STIIDV 05.02.1576 2. TF ST 

START OF STUDY 03.02.1Y76 PREPARATIOV OCTOPIROX EOOZ 
RDUTE ST OMACt1 TUBE 
stx MALE 
MAINTENANCE IN GROUPS 

ANIMAL 
NU’lR ER 

ArJI’lAL WE JGHT IN G  

A11SI11 IJTF 
COYP. TO COMP, 70 

FOOD CONSUMPTION 

, IN I TIAI. 

F: 000 II CLDE RA;;E; 
BEFORE 

P~EY!!-!US FI I LlNG FI LLiNG G/ DAY 
%  0:;; ;l:GttT 

828 
820 

960 
760 
960 
96 0 
960 

z:,” 
3 7 Cl 
97c\ 
970 

7.64 
8.66 

;*z 
8:4Q 

v5207 
6:86 
6.86 
6.49 

7.80 7.544 
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HnFCHST AC, I’JDIVIDUAL RESULTS FOOD COhSUHPTt CN AN0 BUOY WEIGHT PHARHA FORSC HUNG TOXIKDLUGIE 

y; ;cJ: HT 003 
RAT 

STUDY 0541 

GOK!” 
;;ST DRUG:MrZN/dGDII’SE LEVFL 

3.flAY OF STUDY C5.&1~76 2. TE ST 

START [IF STUDY 03.02.1976 PREPARAlIDU OCTOP IROX E 002 

WT” ” 
STOMACH TUBE 

MALE I 
MAINTENANCE IN GROUPS 

i 

900 
980 
900 

z% 
332 

z 
992 
792 

:*;; “7:g 
7h9 
9.91 
9.73 

10.28 
10.09 

9.82 
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HIIECIIST AG IYOIVIDUAL RESULTS FOOD CONSUMPTION AND BODY HEIGHT PHARHA FORSCHUNG TOXIKOLUGI E 

w&ml HT 033 STUDY 0541 
RAT 

cimup 
DOS E 

;;ST DRUG: 3RD DOSE Lf VFL 
MG /KG 

3.DAY I-1F STUOY @h.r)2,I’j76 2. TE ST 

START OF STUDY 03.02.1976 PREPARATIOV OCTOP IRO K E 002 
ST OMCCH TUBE 

!F’x” E FEMALE 
MAI NTE NANCE IN GROUPS 

ANIMAL AF\N ‘“AL&ii IGHT IN G IFJ G FGCD CUNSUMPT I ON 
NUYRER 

AOSilLUTE IN I ;I;! K% &! 
;;;;R;GLI)ER 

AFTER 
FILLING FILLING G/ DAY 

% RN& b$GI-)T 

00155 
DD15h 
an157 
00158 
ooi59 
00165 
30166 

XYI 
00169 

M FAN 
S 

994 

E44 
99 4 
994 
95 4 
;;:: 
954 
954 

11.0 10.3f.l 
11.0 10.19 
11.0 10.68 
11.0 10.19 

9.52 

10.5v 10 .o 19 
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IIflEF.HST AG IVDIVIDUAL RESULTS FOOD CONSUMPTICN AND DODY HEIGHl PHARHA FDRSCHUNG TOXIKULUGIE 

;I$ :‘y HT 003 STUDY 054 1 
I\ AT 

GUnUP 
NJ5 E 

-TEST DR\lG: 4TI-l Dn SE LE Vf L 

3,DAY &iTUl,Y C6.%!&6 2. TE ST 

START OF STUDY 03.02.1976 PREP ARAT IW OCTOP IRDX E 002 
ROIJT E ST CIMACI-I TUBE 
SEX FEMALE 
MA1 NTE NANCE IN GROUPS 

r-000 IlCLDER IN G FCCC CONSUMPTION 
UEFORE AFTER 

FI CL1 NG FILLING G/ DPY 
% tW& ;$GttT 

ANIMAL AN I”A~LW~ IGHT IN C 
Nll’l t3FR 

AR!31 UTE ,NIi,frTC i%%h;“s 

107.0 5.2 
3.2 1.7 

9 .G 

I:{ 
. 

1;:i-i 

118-Z 
1o:o 
10 .o 

9.80 

FE 
9:66 

;*:I 
9:35 
9.26 

10.10 

x22 . 

9.392 



(“\ . c-7 I’ 3 063 
HOFCIIST bG INDIVIDUAL RESULTS FOOD LONSUHPTION AND BODY HEIGHT PHAR’iA FORSCHUNG TOXIKDLOGIE 

x E! 
IIT 003 STUDY 
RAT 

0541 

Goxp 
TFST DRUG: 5711 DDSF LE VFL 

$;I-;; OF STUDY 03.02.1976 PREPARAllOY OCTOPIRDX E002 

en 0 MG/KG 
SEX Mh1.E 

STOMACH TUBE 

3.DAY OF STIDY 06.C2.1976 2. TE ST 
MAI FJTENANCC- IN GROUPS 

ANIYAL. 
NUrl RER 

nn21tl 
no211 
30212 
3n213 
00214 
0022r) 
00221 
00222 

ix2 

AN lMAL WEIGHT IN G 
COMP . TO COMP. TO 

F1101) IICLDER IN G 

INITIAL PREVIIILS F!::% 

FOOD CONSUMPTION 

ABSOLUTE 
AFTER 

Fr!LLING Gi’ DAY 
% WI; ;&GHT 

108 
102 
198 

K’i 
110 
118 
1 lb 
K 

e 9 0 4 

zi:: 
984 
904 

z;i 
97 0 
970 
970 

z*%? 
9:23 
9.60 
0.97 
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? w!i 
H’lECttST AG INDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY HEIGHT PHARHA FORSCHUNG TOXIKOLOGIE 

y!; y-l; HT 003 STUDY c.541 START OF STUDY 03.02.1976 PREPARAl IUV DCTOP IROX E 002 
RAT 

iYi:JEp 
TFST DRUG: 5Tll of-l ‘E LF VCL !$?ZTE STOMACH TUBE 

FEMALE 
8”” MC/KG MAINTENANCE IN GROUPS 

3.OAY OF STUnY nh.f’2.1$76 2. TE ST 

AN I Y AC AN IYAL HEIGHT IN G IN G FGCD CONSUMPT IfIN 
NlJY I3 ER COMP. TO Cf!WP. TI-I 

~~C&~CLl-ER 
AFTEH 

A0SOliJTF IN I TIAL PREVIDLIS FI LLI NG FILLING G/ OAY 
X BtllyR bM~GtlT 

MEAN 102.2 
S 2.9 

l 806 
BROO: 

3! 
6 938 

006 OIEO 
4 806 938 

::‘7 

0.98 
9.24 
8.63 
8.63 

8.58 
R .7a 8.824 



065 
CIIlFC ttST AC, IYDIVJDIJAL RESULTS FOOD LONSUNPTJON AND UOOY WEIGHT PNARMA FORSC CIUVG 1JXJKiJLUGIE 

wy HT Or)3 
R6T 

STUDY 

GRrlllP CIVITRnL 

7.I?AY OF STlJDY 09.02.1976 

0541 

3. TF ST 

START OF STUIIY 03.02.1976 PREPARATJON OCTOPfROX E002 
ROIJT E 
SEX 

STCMACH TUBE 
MALE 

MAI NTE NANC E IN GROUPS 

bFJ IYA~,~~~lGtlT IN G 

ADS01 IlTE 
TII CWP. TO 

’ IN IilAL PREVIOUS F;!:% 

f- OOD II CILOE RA:;lEE FOOD CUNSUMPT ION 

FJLLING G/DAY 
% “tll; ;i;GHT 

17.2 
3.0 

----_.__. 



.- 
f \ ’ \ 

-7 OGG 
-lnECHST AG I’JDIVlDlJAL RESULTS FOOD CONSUMPTION AND BODY HEIGHT PHAKYA FORSCHUVG TOXIKULCJGIE 

Ex:D 
I-iT 003 STUDY 0541 ;;W;; OF STUDY 03.02.1976 PREPARAT IOY OClOP IRDX E 002 
RAT ST OMACti TUBE 

;H3llP CFlNTROL SEX FEMALE 
MA1 NTE NANCE I N GRUUPS 

7,DAY fiF STIJDY (19.02.1$76 3. TE ST 

INIYAL AN ‘“A’,,,~; IGtlT IN G FOOD HCLOER IN G FCC0 CONSUMPT IUN 
JltYRER 

AOSIILUTF IN I i ,:i! “pt%!‘vi 0:: F!;:% 
AFTER 

FILLING G/DAY 
!4 8lJJyR ;;k-GtIT 

74 4 
74 4 
744 
744 
744 

77% 

a 
722 

938 
90n 

%i 
908 
970 
970 
970 
970 
970 

10.92 
12.02 

::*iz 
12:73 

!FAN 13.0 
2.7 

12.25 11.295 



f ‘8 
\ -- 3 

HOEC HST AC, I’JDIVJDUAL RESULTS FOOD CONSUMPTION AND DOOV HEIGHT 
OG7 

ZE? HT on3 
PHARYA FORSCHUYG TItXIK3LOCIE 

RPT 
STUDY 0541 

T;ST OR IIG: 1ST DOSE LTVf:L 
;;sT”; OF STUDY 03.02.1976 PREPARAlIOY OCTOPIROX E002 

ST OM4Cti TUUE 

Y OF ST’tDY C9.!2!:!76 
SEX 

3. TE ST 
MAI NTE NANC E 

MALE 
IN GROUPS 

ANIMAL 
N JI I3 FR 

ANJYAL WE JGHT IN C 

anSflLIlTF 
COMP. T(1 C0‘ltlP. 70 

FO11D tICLI)ER IN G 

JN J TJAL PREVIOUS F!:%$ 
AFTER 

FCC0 CONSUMPTION 

FILLING w Day 
% mm; k#GI!T 

KS;‘: 124 
000 52 3 if; 

;z 

;z 
322 

:“B 

% 

710 710 3: 

E*? 
10.68 

12:5 

11.79 

p;; 4 10 10.78 -60 
DOl)br) 

:c2; 

30361 
1 II) %$ rE 12.02 

00762 

KEZ 

tz *F--i 1: 1: 930 12:2 &ii 11.62 
6 12.20 

130 122 :i i :i 726 726 
726 

930 % ‘12; 1212 
930 12.2 

11.30 10.70 
10.08 

J l;.; 
. 

‘I;.; 
. 12.35 11.185 



! “3 068 
HOECHST AC; IYOIVIOUAC RESULTS FOOO CONSUMPTION AND BOOY HEIGHT PHARYA F;IRSCHUYG T3X[KflLOG[E 

7;; I%: It1 003 STUDY 354 1 
RAT 

E?:” 
TEST DRUG: 1ST WJSE LEVFL 

7.OAY IIF :TUOY Q9.%!:‘;7b 3. TE ST 

START OF STUDY 03.02.1976 PHEPARATIUV OCTOPlRUX EOOZ 
ROUT E ST OMACH TU tIE 
SEX FEMALE 
MA1 NTE NANC E IN GROUPS 

ANIMAL AN IM4kLWF IGy; ;iMpG FOCI0 HCLDER IN G FCC0 CONSUMPT ION 
NU’l REP BEFIIRE 

AOSlLllTE INhAL PREVid; FI LLING 
AFTER 

FILLING G/ OPY 
9! “MIyR kii:GHT 

11p; 
. 

742 
;t$ 

:ts 
766 
E 766 

766 

354 
;g 
95 4 
35 ‘t 
990 

;;oo 990 

990 

9.74 9.83 

10.56 

‘35’: . 



HI-IEC t&T AC, INDIVIDUAL RESULTS FOOD CONSUMPTICN AND DODY HEIGHT PHARYA FDRSCtiUNG T3XIK3LUGIE 
w&mrl IIT nn3 STUDY 

RAT 
0541 

I%‘:” 
TrST IIRUG: 2ND Dt-ISE LEVEL 

7. DAY II F ‘:TUDY “9,M0:!:176 3. Tc: ST 

START OF STUDY 03.02.1976 PREPARATIDY OCTDP IRDX r. 002 
ROUTE ST OMACIi TUOE 
SEX MALE 
MA1 NTtZ NANC E IN GROUPS 

AN ‘WW; ‘Gtll ;zMpG 

A[:Sl:L:lTE 
plWR:‘CLDT: RA; 

IN I iiAL PREVrnz’: Fl iii NG 
f 
‘$ FC’OO CONSUMPTION 

% DOOY WEIGH1 
FilLING Gi DAY PER DAY 

125.Q 
‘K 

14.2 
0.0 . 3.0 

74 6 ;z 
74h 
746 
720 

E 
720 
720 



0 z- 
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.z a 
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00~30-03-0 
44 

e)d444d4 

G
C

C
O

C
C

C
C

C
C

 
CCC~~EoCoc.c-~~ 
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7’ 

Ilr1EctIsT AG 
I IYDIVIOUAL RESULTS FOOU CONSUMPTICN AND BODY WEIGHT PHARHA FDRSCHUNG TtlXlKOLUGlE 

E: MHoall 
HT 003 
RAT 

sT’u,,y rl.‘. I. 
0541 

GR31tP 
nrts E FT nRUGz 

3RD DO SE LE VE L 

.,’ ;A$:‘: 0; SllJOY 03.0”2’.1976 PREPARATIW +. OCTDPIROX EOOZ 

SEX 
STONbCti TU0E 

7.t-IAY OF STIIDY Id$!::76 

MALE 
MAI NTE NANC E 

3. TE ST 
IN GROUPS 

966 
966 

2:: 

FOCIC CUNSUMPT IUN 

G/ GAY 
% B$lyR {$“H’ 

12.2 
12.2 
12.2 

:z 
11:9 

11:*: 
1119 
11.9 

11.51 
9.53 

ti ‘% 
9:24 
9.02 
9.52 
9.83 

10.92 
10.82 

12.05 10.072 

- I - - -  .  . . - _ -  



072 
HOEClIST AC, INDIVIDUAL RESULTS FOOD CONSUMPTI CN AND BODY WEIGHT PHAR’lA FORSClkNG T3 XIK3LOGIE 

MAi: K Ii1 033 STUDY 054 1 
RAT 

‘. ;;TAy;o OF STIJDY 03.02.1976 PREPARAlIOV, .QC~DPIRDX E002 
ST OMACIi TUBE 

E’:” 
;;S’ I)P CJG: 3R 0 Dfl SE LE Vf t. SEX FEMALE 

7.l'IAY OF ST\JDY ’ d%!!:76 
MAINTENANCE IN GRT)UPS 

3. TE ST 

ANIMAL AN I”A;rLWpF IGHT IN G F 001) tl CLDERA;:‘Eg FI;ClJ CONSUMPT ION 
NUYfI ER Tn COI*(P. TO 

IN I iIAL 
BEFORE 

AHSDCIJTE PREVI f1bS FI LLI NG FILLING G/ DPY 
% UFgyR $4:GH’ 

is: 
126 
124 

::! 

::z 
l?h 
120 

14 
16 
ff 
12 

:2B 

t2 
14 

19.8 14.2 
2.7 2.0 

11.7f-l 10.205 



073 
IiUEClIST A(; INDlVIOUAL RESULTS I-.e.,IJ CCNSUHPTION AND BODY WEIGH1 PHARMA FORSCHUNG TOX IKOLOG If 

%K~ wo3 STUCI 054 1 

i%&!p 
TtSJ DRUG: +TH DOSE LEVEL 

210 
7.DAY Of STUDY lO,%!!h 3.1ESJ 

STARJ OF SJUDY 03.02.1976 PREPARATION OCTOPIROX E002 

WE MALE 
S 1UMACt-I 1UBE 

MAINTENANCE IN GROUPS 

ANIMAL 
NUMBER 

ANIMAL HEIGHT 
COMP. TO &WG TO 

AD~ULU~E INITIAL Pfwifxs 
FW;R;OLDERA;~E; FOOD CONSUMPTIUN 

FILLING FILLING G/DAY 
% BlJg;: ;;;GHT 

!EAN 10.788 



t1OFCHST AG I?JDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY HEIGHT PHARYA FORSCHUtiG TOXIKilLOGIE 

;;W;; OF STUDY C’3.02.1976 PREPARATIUY OCTDP IRO X E 002 

SEX 
F [MAL;T OMbCH TUBE 

YAI NTE NANC E IN GROUPS 

AYI YAL AN IM”krL& 1”;; &G FOflO HCLUER IN G f CCD CONSUMPT ION 
NIJY R ER 

INhAl 
UFFCWE 

PPFVi”;J! FI LLI NG 
AFTER 

Af3SOLtlTE FILLING G/ DAY 
% EKWyR “od;GHT 

‘9;: 
973 
976 

99E 
968 
966 
968 
968 

10.588 


