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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 mucilage (2 7 in demineralized water) withour

active ingredient.

Behaviour, body weight and food consumption of the
animals were assessed during the whole study. Hemato-
logical examinations and urinalyses were carried out
before beginning of study and after the last treatment.
Clinice-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, lumngs, liver, kidneys, spleen,
and adrenals were weighed, These organs as well as

pancreas were submitted to histological examination.

All 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 rerarded body weight develop-
ment 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

8C0 mg/kg.

The 30-day treatment with the highest desage also caused
marked hematological changes in both males and females.
Erythrocyte, hemoglobin, and hematocrit values were
markedly decreased and the reticulocyte count was

markedly increased.



2.

Clinico-chemical values and urinalyses indicated no

substance-induced damage to the test animals.

The postmortal examinations showed that Oczopirox in
doses of 4, 15, 55, and 210 mg/kg had induced no morpho-
logically recognizable organ lesions following oral
treatment for 30 days. At 800 mg/kg, both znimals which
had died intercurrently and one of the surviving animals

showed signs of partial damage to remal tubules.

Conclusicn

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 mg/kg in males and at 800 mg/kg in females.

Method

3.1 Animal species

The study was performed in 60 & and 60 2 Wistar rats
(strain: Hoe: WISKf SPF 71) from our own breeding.

The mean initial body weight was 105.6 g (S = 5,05 g)
for the males and 100.7 g (S = 3.64 g) Zor the females.

3.2 Substance
Active ingredient: H 72 6146 A = Octopirox
Chemical designation:monoethanolamine sa2lt of I-
hydroxy-~4~-methyl=-6-(2,4,4-tTi~
methylpentyl)~2-pyTidone

Molecular weight: 298.4



3.3 Groups - Dosages - Number of animals
Group Dosage (mg/kg) Number of animals
1 Lontrol 10 &
10 2
2 4 : 10 &
10 %
3 15 10 g
10 +
4 55 10 ¢
10 ¢
5 210 10 &
10 %
6 800 10 &
10 ?

3.4 Treatment
The animzls received the test substances as a sus-
pension ia starch mucilage which was administered
orally by stomach tube 7 times 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 weighr.

3.5 Maintenance and feedin&

After an 8-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 bortles. Food

and water were given ad libitum.



3.6 Examinations

Behaviour and general condition of the animals
were assessed daily. The body weights were recorded
on test day 1}, 3, 7, 10, 14, 17, 21, 24, 28, and

30. The food consumption was determined continuously.

The following hematological parameters were determined
before the beginning and at the end of the study
(bloocd 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(1.6.]
Reticulocyte (1.4.) Methemoglobin {(2.23.

The following clinico-chemical parameters were de-
termined in the serum cf the rats only a2t 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. (2.15

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.)



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 Qctopirox" by Dr. Deutschlinder and Prof. Kief,
dated May 21, 1976.

Statistics

The following parzmeters 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 the 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

(n1—1)'512+ (n2—1)~822 1 1




-

If equality of variances had been established by
previous F-test, the number of degrees of freedom

was calculated as follows:

If not, the number of degrees of freedom was cal-

culated by a modified method:

2
2 2
8 8
a0, 2
n n
£ 1 2 - 2
(mod) 2 2 212
81 82
I N,
1 + 2
n1+1 n2+1

The calculations were performed with a Hewlett

Packard Modell 10 Calculator (9810 A Calculator).

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 mg/kg, 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.



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
male animals and those of the females were in the same

range 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 s significant
decrease in erythrocyte count, hemoglobin, and hematocrit
as well as a significant increase (t-test) in reticulocyte

and thrombocyte count in the males treated with 800 gm/kg.

In the females treated with 55 mg/kg, hemoglobin values,
erycthrocyte 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 findings 1is
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 mg/kg
caused marked decrease in erythrocyte count, hematocrit,
and hemoglobin, as well as increased reticulocyte count.
Thrombocyte and leukdcyte counts were also markedly in-

creased.

800 mg Octopirox per kg body weight thus induced changes
in the hematolngical parameters examined in the male and

female rats.

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

logical changes,



The clinico-chemical examinations gave following bili=-

rubin values for the males:

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

! ' 2 3 4
Controls I III11 IIII
4 mg/kg IIIIIIII | II
15 mg kg II IIIII 11 I
55 mg/kg 1 1111 ITIII
210 mg/kg ITIII IIII I
800 mg/kg I IIITIII I

Following values were obtained in the females:

Number of animals with bilirubin values
(pmol/1) of

1 2 3 4
Comtrols 111 IIIIII |I

4 mg/kg | III ITIIIII :
15 mg/kg IT1I IITIIIII ;
|

55 mg/kg 1 o ojrrrrrrir | 1
210 mg/kg III IITIIII E
|
800 mg/kg I1I IIIII I |




The above tables show that there were many values of

4 or 3 umol/l at 55 and 800 mg/kg in the males, and
many values of 3 umol/l from |5 mg/kg upwards ia 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 wizhin the
range of eclinically 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 be 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 SGOT 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 groups. This is a
frequent finding in male rats of such body weights, as

confirmed by its occurence in the comntrol group.

The microscopic examination of the urinyry sediment revealed
only changes which 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

in the following organ weights (f}= significantly in-

creased or decreased):

iDosage | Sex | Heart ( Lungs Kidneys Adrenals
4 7 .
-~ 9
15 4 ¥
2 s i y
55 o

210

v oy

S

~»

-
-

800




This table shows that, up to 2!0 mg/kg, substance-
related influence on the relative organ weights 1is

improbable since there is no dose-dependence.

The appended report by Prof, Kief and Dr. Deutschlinder
shows that Octopirox in dosages of 4, 15, 53, and 2lo mg/kg
induced no morphologically detectable organ changes.
Partial damage to remnal tubules was observed in three

animals of the group treated with 800 mg/kg.

September 28, 1976 Pharmaceutical Research/Toxicology

of

HOECHST AG

Signed:

Dr. Mayer
Study Director

Dr. Weigand
Industrial Toxicology

Prof. Kramer
Head of Department
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Report on the Macroscopic and Microscopic Examinaticon

0f Xats Afte: Oral Administration of Octopirox (30 day study)

The organs of 120 SPF Wistar rats of both sexes were
examined. Five groups of 20 animals each (10 & and

10 9) 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
0f 10 & and 10 ¥ rats had received ! ml starch mucilage
per 100 g body weight daily for the same period and

served as control.

In the highest dosage group, one female died two days
after beginning of study, and one male ome day before
end of study. The remaining animals were killed on the

day after the last treatment and dissected.

The macroscopic examination revealed no substance-induced

organ changes.

The microscopic examination did not show any substance-

related organ damage in the animals treated with 4, i5,
55, or 210 mg/kg either. In the group treated with 800 mg/kg
the kidneys of both rats which had died intercurrently
exhibited moderate fine=- to medium-drop fatty change of
proximal tubule portions, the change being 1limitad to
individual cortical areas. A change of the same naczure,
but less proncunced, combined with a necrobiosis of
individual epithelial tubule cells, was observed in a
further animal of the same dosage group. Such a necro-
biesis could not be definitely established in the animlas
which died, due to beginning autolysis. The remaining
orgarcs did not exikibit any morphological findings

indicating the cause of death.

Extramedullary hercatopoiesis of variable extent was
observed in the most animals of all dosage groups; it was
most pronounced iz same animals of the lowest dosage
group and partly z2ccompanied by erythropoietic centers

in the liver.



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 originm.

Egmmarizing. Octopirox in doses of 4, 15, 55, and

210 mg/kg proved to induce no morphologically recognizable
damage to organs after oral administration for 30 gdays.

At 800 mg/kg, two 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. Deutschlinder



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, spléen, kidneys, and pancreas
were additionally examined after Carnmoy fixation and
embedding in Paraplast in a H & E, PAS and hemosiderin

(Prussion blue) staining.

Beginning of study: February 3/4, 1976
End of study: March 3/4, 1976
Killing of animals: March 4/5, 1976

Controls to Octopirox

Rats No. 10 - 14 and 20 - 24 )

10 &
(GT 147 - 156/76) )
Rats No. 35 = 39 and 45 =~ 49 ) .
(GT 157 - 166/76 ) o

Macroscopic findings:

Hydronephrosis inm No. 13. Otherwise N.A.D.

Microscopic findings:

Heagrt: N.A.D.
Lungs: N.A.D.
Liver: Isolated Rupffer-cell proliferations

in animals No. 11, 14, 35, 45, 46, 47,
Spleen: Slight to moderate erythropoiesis in

all males and in part of the females.

Adrenals: N.A.D.

48.



Kidneys: Individual atrophic foeci in the tubules,
accompanied by mesenchymal reaction in
the cortex in animals eo. 13 and 39,

Otherwise N.A.D.

Pancreas: N.A.D.

Octopirox, & mg/kg

Rats No. 50 - 54 and 60 - 64 )
10 &
(GT 167 - 176/76 j
Rats No. 75 ~ 79 and 85 - 89 )
(GT 177 - 186/76) ] 10 7
Macroscopic findings:
Heart: N.A.D.
Lungs: N.A.D.
Liver: Isolated Kupffer-cell proliferacvions in

animals No. 85 and 86. Small erythropoietic
foci in No. 50.

Spleen: Very pronounced erythropoiesis in most
of the males, particularly in Nos. 51
and 53; less marked in the femaies.

Adrenals: N.A.D.

Kidneys: Moderate dilation of remal pelves in
animals No. 63 and 89. One lymphocytic
infiltration in the cortex in rat No. b64.

Pancreas: Necrobiosis of a small group of exocrine

cells in animal No. 88. Otherwise, N.A.D.
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Octopirox, !5 mg//kg

Rats No. §0 - 94 and 100 - 104 )

(GT 187 - 196/786) ) 1o &
Rats No. 115 - 11% and 125 - 129 ) 9
(GT 197 - 206/76) ) 10

B

Macroscopic 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: 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.

Adrenals: N.A.D.
Kidneys: N.A.D.
Pancreas: N.A.D.

Ocotopirox, 55 mg/kg

Rats No. 130 = 134 and 140 =- 144 )

(GT 207 - 216/76) y 1o d

Rats No. 155 - 159 and 165 - 16% )
(GT 217 - 226/76) ) 10 ¢



Iv

Macroscopic findings:

N.&A.D.

Microscopic findings:
Heart: N.A.D.

Lungs: One chronic inflammatory focus with

macrophagic reacticn in No. 133, Oter-
wise, N.A.D.

Liver: Isolated Kupffer-cell proliferation
in animals No. 144 and 169. Small ery-

thropoietic foci in animal No. 155.

Spleen: Very pronounced erythropoiesis only
in rat No. 155, weak or missing in the

remaining racts.
Adrenals: N.A.D.

Kidneys: Numerous glycoprotein casts in the

medulla in rat No. 144, Otherwise,N.A.D.

Pancreas: N.A.D.

Cctopirox,210 mg/kg

Rats No. 170 - 174 and 180 - 184 )

(GT 227 - 236/76) y tod

Rats No. 195 - 199 and 205 ~ 209 ) o

(GT 237 - 246/76) y 197

Macroscopic findings:

N.A.D.

Microscopic findings:

Heart: One small lymphocytic infiltrate in the

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



Lungs: N.A.D.

Liver: 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, .

Spleen: Slight to moderate erythropoiesis in

most of the males and some of the

females
Adrenals: N.A.D.
Kidneys: One area with atrophic and dilated

tubules at the corticomedullary juntion
in rat No. 18!. Hydronephosis of one
kidney in rat No, 183. Otherwise,N.A.D.

Pancreas: N.A.D.

Octopirox, 800 mg/kg

Rats No. 210 - 214 and 220 - 224 )

. 10 &
(GT 247 - 256/76) )
Rats No. 235 - 239 and 245 - 249 )
GT 257 - 266/76) ) 10 ¢

Intercurrent deaths: animal No. 222 on March 3, 1976

and animal No. 248 on February 6, 1976.

Macroscopic findings:

Distended gastrointestinal tract im animal No. 222 which

died. Otherwise N.A.D.

Microscopic findings: -

Heart: N.A.D.

Lungs: Individual chronic inflammatory focl

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



Liver:

Spleen:

Adrenals:

Kidneys:

Pancreas:

Dr. Deu

May 21,

1976

-V -

Isolated Kupffer-cell proliferations

in animals No. 211, 213, 221, 237, and
247. One periportal field infiltrated
with round cells in No. 249. In addition
some small 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_:ya;
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.

Begianing autolysis in animals No. 222

and 248. Otherwvise, N.A.D.
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HOECHST AG SUMMARY TABLE:  ..D CCASUMPTION AND BODY WEIG
METHOD: HT 003 TEST: 0541 STAFT OF TEST: 03.02.1976
ANIMAL : RAT RCUTE: STOMACK TUBE
GROUP : CONTROL SEX: MALE
START OF TEST THIS GROUP: 03.02.1976
TEST STUDY ANLMAL  WEIGHT IN € FCOD CONSUMP
DAY CCME, TC  CCME, TO $ 80DY
AB SOLUTE inTi2C  FREViCUS G / CAY P ER
1 1 MEAN 105.2
< 6,5
N io
3 2 MEAN 110.8 546 £,6 10.80
< 124 2.1 .l
N io i0 io 10
7 3 MEAN 128.0 22.8 17.2 12.55
< 724 2.7 3,0
N io io io 10
10 4  MEAN 142, 4 37.2 1444 12.90
S 3,2 5,3 3,6
N io io 0 10
14 5  MEAN 162.2 5740 19.8 16.20
< 11,0 9,2 5.0
N io io io 10
‘17 6  MEAN 178.2 73.0 16.0 16,27
< 12.9 10.7 1,1
N io0 io io 10
21 7 MEAN 198.2 93,0 20.0 16,85
< 16,0 13,8 5.2
N io io io 10
24 8  MEAN 210.8 105.6 12.6 17.00
S 16,3 15,0 4,1
N 10 10 io 10
28 9  MEAN 220.4 115.2 9.6 14480
S 16,6 15.1 2,7
N io io io 10
30 10 MEAN 22346 11844 3,2 16.40
S 16,3 14,9 Z,.5
N io io io 10
MEAN FOR COMPLETE 14.97
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HOECHST AG SUMMARY TABLE: FuCD CCANSUMPTICN AND BODY WEIGHT PHARMA FOR SCHUNG TOXIKOLOGIE
METHOD: HT 003 TEST: 0541 START OF TEST: 03.02.1976 PREPN. NO.: OCTOPIROX E002
ANIMAL: RAT RCUTE: STOMACH TUBE
GROUP ¢ CONTROL SEX: FEMALE
START OF TEST 1HIS GROUP: 03.02.1976
TEST STUDY ANIMAL  WEIGHT IN € FOOD  CONSUMPTION
DAY CCME, TC  CCMP, TO BODY' HEIGHT
AB SOLUTE INTIAL  FREVICUS G / CAY PER
1 1 MEAN 100.6
N io
3 2 MEAN 102.2 1.6 1:6 9.00 8.887
S 5.0 1.8 .8
N io io io 10 10
7 3 MEAN 115.2 14 .6 13.0 12.25 11.295
S 6.4 301 2.7
N io io 1o 10 10
10 4  MEAN 123.6 23.0 8.4 12.33 10.361
S 7.5 4.8 3.4
N io io io 10 10
14 5  MEAN 132.7 32,1 9.1 12.95 10.135
S Te3 4.4 2,1
N 10 10 io 10 10
17 6  MEAN 139.6 39.0 - 649 12.60 9,281
< 9,7 T o4 4,0
N io io io 10 10
21 7 MEAN 149.6 49.0 10.0- 12.55 8.715
< 12,2 10.1 2.0
N in io 0 10 10
24 8  MEAN 153.8 53,2 4,2 12.00 7.952
S 14,1 12;3 1,5
N io fo 0 10 10
28 9 MEAN 157.2 5646 3.4 10.25 6.628
S 15,0 12.9 2.7
N io io 10 10 10
30 10 MEAN 159.0 58 04 1.8 12.10 7.709
S 15,3 13.1 1.8
N io io io

10 10
MEAN FOR COMPLETE 1IEST 11.78 8.996
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PHARMA FOR SCHUNG TOXIKOLGGIE
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PREPN.

¥ B80DY NEWGHT
PER DAY

FCOD CONSUMPTIO

G /7 Cay

.JCD CCASUNPTION AND BODY WERG.ot

AN

TEST: 0541
E LEVEL
03.02.1976
KG

gs
Ps

SUMMARY TABLE:
AB SOLUTE

STUDY
1

HOECHST AG
T

10

8.998
10.563

10

9.80
12.45

o0
* Sp=i

D00

® Gend

L o

o~0

2

10

10.011

10
12,20

NO O
o oot

O P

3

10
10.509

10
15.40

4

10

10
9.527

10
15.60

OO
e

L S ]

N0
* o

o
L o)

Nt ©

Wz

5

14

10
9.005

10
16.40

Pelele)
e ormd
O
Ll

6

17

10
6.467

10
12.53

OO
* oo
N

Ot O
. oo

i
el ]

[LelNale)

7

21

10
8.839

10
18.40

NN
s ort

N

aNND
e ot

o

Ot

oo
» ord
~

19
1

MEAN

8

24

10
T.614
0

10
16.90

-0
® ows

Lell Y]
* owsd

MmN
el gt

OO

S

28

Qo
i

onN
—tf

OO
e ord

e

oNDO
® Oomd

ool o

30
MEAN FOR COMPLETE 1EST



vyvu

OC TOPIROX EO002

PHARMA FOR SCHUNG TOXIKOLOGIE
NO. :

PREPN.

GHT

£
+ wCD CCASUMFTION AND BOOY WEIGH:

SUMMARY TABLE:
TEST: 0541
LEVEL
03.02.,1976
AB SOLUTE

STUDY

HOECHST AG
T

P O N O OB O NN ©O ¢ O 0 O -~ O © O &
rd e N et D et O et T el et ed M ed O e @
o~ < o Q o M~ ~N @ n
. . L] ° [ [ [ [ .
o [} o =) -] @ 0 w© ™~
—d —)
o O N oM~ O 0 0O M~M0O0 D O M D B o2
N it N\ el D emd st ed I md D et N e D e N
. [ . o . 3 . . L]
(o3 -t o~ ~ o~ o o ~ o~
—t -t —t Ll - =y -
OO0 NOO TNO OMQ DOC TNC INO OO0 TOO
* o 8 Oem¢ [ Y] ® ert * ord o G * ovd o oo ¢ Sowd
TNt Lanitd ] QN o om (=29 ] NN (w172} NN
— -t -y —t
OO OFQ FOO $VO0 NONO OO OMO OTO 3O
¢ ovd o oo o S > ord ® o * opd o oo o omi ® Ol
(a2 o & 3] i O leal = [y [=ad NSO <+
-t o ™ L - [ 2} 0O 0
oo VIND eND NN IO OO0 P00 00 MmO NQO
o Sei * ool s or=d s ord [ ] o ood e ord e ord ® oo * Omd
-4 T TR o Ot [NeXVe) (a2 ] ad ol O [aal=ad [anlond Nalel
(o) o -t o~ [} ~r 0\ T2} [l 0
y—{ -] Ll L) et ol —f [ ] (] ot
P =z = =Z s Z = = = =
et < o S < << < cd < - <
37 39 w W Wi [§9] s ws i w
EVIZ EVIZ EVIZ ITVIZ IVIZ EIVIZ IVIZ EVZ EVNZ IVNZ
i ~N [a2] g wy o - =] o Qo
-t
—~ M ™~ o g ~ — i @© Q
4 -t d o~ ~N ~N L2}

MEAN FOR COMPLETE 1EST

on
—tOn



VU (¢
PHARMA FORSCHUNG TOXIKOLOGIE
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PHARMA FOR SCHUNG TOXIKOLOGIE
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+dCD CCASUMPTION AND BOOY WEIGH:

PHARMA FOR SCHUNG TOXIKOLOGIE
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JCD CCASUMFTION AND BODY WEIlu...

PHARMA FOR SCHUNG TOXIKOLOGIE
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HOECHST AG

OCTOPIROX EO0Q2

NO.

PREPN.

TEST: 0541
aSE LEVEL
: 04.02.1976

p
KG

oD

AB SOLUTE

1

wz

10

9.098
10.457

10

9.80
12.35

O~O
o @o=t

[celad=]
o oot

~oy

[-e2Xo Lo ]

2

10
10,207

10
13.27

[=]=l-]
* o
-0

owve

("2}

3

10
9. 649

10
13.65

(=]~}

 ovt

ono
® owd

N

[=1-o]w]
o ot

136
8

4 MEAN

10

10
9.966

10
15.27

oo
. ot

oo

* O
O

OO
. o

148
]

MEAN

iz

5

14

10
9.696

10
16,15

Rt
* owd
—ry

G—~0
* ord

o

SO0

6

17

10
6.694

10
11.73

DMO
* So=b

or~0
o Oyt

(i) ]

il ]

oD

1

21

10
Ta146

10
12.20

. bo=y

NO O

o o

ey
Pt

NN O

8

24

10
9.389

10
15.78

RIFO
e Snmd

N

oNS

MEAN

9

28

t30

9.14

MEAN FOR COMPLETE 1TEST



A r

\~

/

PHARMA FOR SCHUNG TOXIKOLOGIE
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F.CD CCASUMPTION AND BODY WEIGHI
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HOECHST AG SUMMARY TABLE ~ MAEMATOLOGY M PHARMA FORSCHUNG TNXIKNLOG I
METHOD HT 953 STUDY 05641 START OF STUDY  03,02.1976 PREPN. ND. OCTOPIROX EOQ02
ANTMAL  RAT ROUTE  STOMACH TURE
GROUP  CONTRAL SEX  MALF
START NF STUNY THIS GRAYP 53, 02.1976
H3 N RAC PCYV  RETU  PLA- WBC JUV. BAND SEGM., S0S  RASD LYMPH MOND PLASMA CNAG.PROTHR
G. % 1UFXP6 TELETS % d z s X % % CELLS TIME TIME
SEC  SFC
INITIAL VALUF
MEAN 13,40 6,656 29,2 7.59 . 0.0C
S 1.24 ".686 2.5 2.77 0.00
N 10 10 10 10 10 19 10 10 10 10 10 10
MED 0,00 0,00 B.(7 0,50 v GY 91,00 0.0C
MAX D.00 N,00 14,90 2,0C 2.C0 96,00 0,00
M IN 0.00 0.0C 4,70 0,07 0,90 85,00 0.00
FINAL VALUP
MEAN 14,67 B.199 45.8 23,8 AR43,9 8,99 €.CcC
$ 1.26 ".377 2,9 5S4 Bbhob 2.68 0400
N 19 12 10 9 10 10 10 10 17 1¢ 13 1C 6 6
MED 7,00 0,00 9.57 1.00 C.00 89.50 0.00
MAX 0.00 0.C0 19.07 2,00 0.00 96,00 0.00

MiIN 0.0 n.0C 3,30 0.0C 0.0C 8C,00 (.00



I4 N

HNECHST AG SUMMARY TANLE ' TAEMATOLOGY R
METHOD 4T 13 STUDY 0541 START OF STUDY  03.72.1976
ANIMAL AT : ROUTF  STOMACH TUBF
GROUP  CANTROL SEX MALE
START AF STUNY THIS GROUP  £3,372.1976 ;
MCV MCH MCHC
INITIAL VALUF
MEAN 0,614 2.788 14,1529
S P e hS (167 1.7144
N 10 11 10
FINAL VALUF
MEAN 9.563 1.796 12,0536

S .33 Gol48 2.1646
N 1° 0 1"

ULt

PHARMA FORSCHUNG TUXTKOLOGLT

PREPN. NQO.

QCTOPLI NYX

Fo.oz
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HOECHST AG SUMMARY TABLE TAEMATOLOGY . PHARMA FODRSCHUMNG TDOXIKOLOGIE
METHOD HT ~ 13 STUDY  "%41 START NF STuoyY 03.02,1976 PREPN, NO. OCTOPIROX ECQC2
ANIMAL RAT ROUTF  STOMACH TUAF
GROUP  CANTeNL SEX FEMALE
START OF STUNY THIS GROUP 123,072.17976
HP IN  RAC PCvV RETI PLA- WBC JUV, BAND SFGM, 05 PASO LYMPH MOND PLASMA CDAG . IMUTHR
5% 120XPs TELFTS £ 4 11 * 4 [4 b4 g CELLS T1Ins 1IMF
SFC  SKC
INITIAL VALURE
MEAN 13.95 6,888 41,3 T.33 0.1C
S N,54 N,4N1 1,6 2.C4 0,32
N 10 17 1> 1¢ 10 10 10 . 1?7 10 10 10 10
MED QN0 0,00 13.70 0,00 C.0C 88,00 0.00
MAX 2.73 0.C0 16.C0 15,07 0,00 97,00 ¢.00

MIN 0,00 3,00 0.00 0,00 («C7 BRA.CC C.0C
FINAL VALUE

MEAN  15.12 1,274 45 .4 16.4 B34,3 AR,03 0,10
S Oo()“ 7014’“’ 205 B.O l’i2¢4 206" 0.32'
N 12 10 1¢ 9 10 10 10 1C 1C 10 10 10 10 10
MED «20 0,00 6.50 0.07 T.00 93,00 0.0C

MAX 0.00 0,00 13,80 1.00 (.00 96.00 0.00

MIN 0.00 92.00 3,00 0,00 0,00 87.00 0.00
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HOECHST AG SUMMARY TABLE ' IAEMATOLOGY ) PHARMA FURSCHUNG TOXIKALOGIE
METHOD HT 2913 STUDY 0541 START OF STUNY  "3.02.1976 PREPN, NO. OCTUPIPIX (2
ANIMAL AT QOUTF  STOMACH Tuas
GROUP  CONTROL SEX  FEMALE
START NF STUNY THIS GROUP  03.02.1976
MCV MCH MCHC
INITIAL VALUE
MEAN A0S 7.032 33,7933
S 0,031 0,05 0.9644
N 19 17 12
FINAL VALUR
MEAN .R53 1.835 13,3362
s 0.925 0.377 A.9585

N 10 10 10



HOECHST AG SUMMARY TABLE
METHOD  HT ©02 STUDY 0541
ANIMAL  2AT

GROUP  THST DUS LIST DUSE LEVEL

START OF STUNY THIS GROUP  03,02.1976
DOSF 4 MG/YG

H IN  RAC PCV RETT PLA-

G % 1ORXPA TFLETS

INITIAL VALUES
MEAN 13,20 6.A40 47,6
S 963 2.24% 2.0
N 1" 1° 1
MED
MAX
MIN
FINAL VALUE
MEAN 15.29 2,241 45,0 26,6 BA2,H5
S 1.34 92,756 4.3 9.8 115,9
N 10 | ) 13 7 10
MED
MAX
MIN

WiC

T.73
100’0
10

9.53
l.64
10

-
YAEMATOLOGY

START OF STuDY

ROUTE
SEX

Juv.

L4
a4

19
Q.00
0.20C
0.00C

10
0.00C
0.3C
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HAlR

¥
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0.020
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h
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8
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0.00

RASDO

10
n.re
1.00
C.00

19
0.C0
C.00
0.3

PREPN. NO

LYMPH MONO PLASMA

PHARMA FORS CHUNG

V1l¢(

TOXTKOLDG!

« OCTOPIROX FOO2

T % CFLLS

000

i 0.00

10 10 10
90.5C 0,00
96.00 0,00
81,00 .00

0.00

= 0.00

10 19 10
90.00° 0,00
95,00 C.00
0.00

73.00

cnes,

TIMF
SFFC

FROTHR

Time

SEC
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HOECHST AG SUMMARY TAALE  NAEMATOLOGY - PHARMA FORSCHUNG TOXTKOLOGLE
7Y

METHOD HT 123 STUDY 0541 START DF STUDY  03,62.1776 ' PREPN. NO. OCTOPIRAX [ 007
ANIMAL AT ROUTF  STOMACH TUWE
GROUP  TEST DPRYG  1ST DOSE LEVEL SEX  MALE
START OF STUDY THIS GROUP 03,02,1976
NNSE 4 MG/KG

MCV MCH MCHC
INITIAL VALYE
MEAN 2,615 1.992 32,5275
s €.019 04057 0.8492
N 17 1C 10
FINAL VALUE
MEAN 0.551 1.862 14,0228
S 0.233 0,86 1.1228

N 1c 10 . A
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HOECHST AG SUMMARY TABLE HAEMATOLOGY ‘ PHARMA FORSCHUNG TOX [KOLOGI
METHOND YT 223 STUDY 0541 START OF STuDy 13,02,1976 PREPN. NO. OCTOPIROX ECC2
ANIMAL AT ROUTE  STOMACH TUAF
GROUP  TrST DRUR  1ST NDOSE LEVEL SEX FFMALE
START OF STUDY THIS GROUP  03,(2,1976
DOSE 4 MG/KA
HA IN  QRg PCV RETT PLA- WBC JUVe DBAND SEGM, FOS DASO LYMPH MONG PLASMA COAG,PRCITHYK
G 5 10FXP6 TELITS % + S ‘% %, 4 T CELLS TIME TIMCE
SFC  SrvC
INITIAL VALUE
MEAN 13,51 4,244 47,3 Te40 C.l0
S 1011 ﬁ./’(yl .“o" 1.83 C.3
N 16 7 10 10 1¢ 1¢ | 10 10 10 10 10
MED D00 0,00 11.0 Q.02 C.N0 88.50 0.0C
MAX Col 100 18400 197 0.7C 91,00 0.CC
MIN Lol Nyt 8,10 "N CL00 82.00 0.0C
FINAL VALUF
MEAN 15,90 8.651 S1.1 36,0 827,9 8,00 c.CC
S .13 1,644 17,7 2.3 7165 3450 C.00
N 1 10 10 4 16 10 1c 10 1¢ 10 10 10 10 1¢
MED . . 0f TR TS50 ¢L.an C.2 91.C0 0.C0
MAX 0.00 0,00 22,00 3.00 0.20 97.00 0.00

MIN 0.0C 0.00 3.00 0.00 0.00 77.00 0.00
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HOECHST AG SUMMARY TABLE(. TAEMATOLOGY A
METHOD HT 203 STUDY 0541 START UF STUDY 03,02.19756
ANIMAL RAT ‘ eNUTE  STOMACH TURE
GROUP  T7ST DRUG  IST DOSF LEVEL SEX FEMALF
START NF STUDY THIS GROUP 103,02.1976
DOSE 4 MG/KG
MCV MCH MCHC
INITIAL VALUE
MEAN Ne630 2.132 " 33,5490
S 0.438 0.111 1.0698
N 1o 10 19
FINAL VALUF
MEAN 0.593 1.845 31.9271
S 0.1n6 0.1085 4.4617
N 10 10 10

PHARMA FORSCHUMG TUXTKDLUGTE

PREPN,

NO .

OCTaUPINX

VU~V

rece



= - vkl
HOECHST Ag SUMMARY TARBLE 1AEMATOLOGY PHARMA FORSCHUNG TOXIKOLOGLE
METHDD  HT 63 STUDY 0541 START OF Stuny Q37201976 PREPN., NUO. OCTOPIROX FOG2
ANIMAL A7 200TE STOMACH TUnk
GRAQUP  THST NUUG  JMD DIJSY LFVEL SEX . MALF
START UF STUDRY THIS 32p B3.,02.1470
Nase 15 MGIKG
Ha [N anag PCV RETI  PLA- WBC JuUV. BAND SEGM. ©AS HASO LYMPH MONQ PLASMA CNAGPRNTIIR
G % 12EXP6 TELETS k4 A 4 5 £ £ T CELLS TIM- 114
SEC St
INITIAL VALNE
HEAN 12.96 6,421 39,6 T.58 (.10
S N.57 2.8557 2,2 2692 .32
N 15 | X8 13 1¢ 10 10 12 L0 12 10 10 1¢
MED 0.00 0,20 10.07 ".7) (.77 89,50 0,00
MAX Ce®0 0400 28400 14727 £,00 97.00 0,60
MIN D00 CoQ0 242C 2.97 CoC7 72,00 0.C0
FINAL VALUEF
MEAN 15.15 13.544 46,0 26,0 T99.0 9.93 N.CC
S l.19 7,488 4,3 8.7 13A.,0 2.18 , 0.0C
N 19 12 17 6 92 ic 10 1¢ 1¢ 10 1n 10 10 10
MED CeCC Ca00 9,506 C,50 (.CC 90,00 0.CO
MAX : Deh 1.7%C¢ 15,0C 1.90 1.09 95,0¢C 1.00

MIN D.C0 Q.00 5,00 0,20 0.00 B4.,00 0.C0



HOECHST AG SUMMARY TABLF(’\HAFMATULDGY
METHOD  HT 271 STUDY 0541 START 0OF STUDY T30 2.1976
ANTHM4AL RAT ROUTE  STOMACH TUBE
GRAOUP  TEST NDRUG 2NN DNSE LEVEL SEX  MALF
START NF STUDY THIS GROUP  02R,02,.1076
NOSE 13 MG/KS
MCV MCH MCHC
INTTUAL VALUF
MEAN Tehlh 2,031 12,7432
S 0,053 126 1.5393
N 10 1 10
FINAL VALUF
MEAN Je542 1.776 12,9942
S 7.027 Q.77 1,3173
N 10 10 10

PHARMA FORSCHUNG

PREPN,

Nf o

MICTOPT L0X

Vi
TOX IKOLOG LE

RN

‘1
[



S

HOECHST AG

METHOD 1T =213
ANIMAL nRAT
GROUP TEST bRruG
START nF S1Uny THIS GROUP
DOSF 15
MR IN nag
6% LaFEXPh

INITIAL VALUE

MEAN 13.64 6&,652
S D.53 "03/9'.‘)
N 13 1o
MED

MAX

MIN

FINAL VALUF

MEAN 15.69 1,312
S .63 0N,39A
N 10 10
MED

MAX

MIN

STuhy

SUMMARY TABLE | IAEMATOLOGY
0541 START
ROUTF

SEX

MG/KE

PCV

ZND DUSE LEVEL

):"‘0'320 1")7()

RETT  PLA- Wwisc
TELETS

6.96

1.08

1C

203 B82.3 9,79

Heb 55.5 2.07

7 10 10

Juv,
kS

-3

DOQ
L] [ ] L]
3 D ) -
D3

0.00
0.00
0.09

OF STUDY
STHMACH Tunk
FEMALE

BAND SEGM,
% 4

1C | B
9.00 10.00
1.00 23.00
0.0 2.00

1 1
0.00 8,00
0.00 15.0¢C
0.00 6.00

8

ras

1€
N.20
1.20
o.M

1.00
2.00
0.00

03.72.14976

BASH
4

L]

1%
600
1.00
C.00

0.00
Q.00
G.00

PREPN. NO,

LYMPH MO
B

°

10
eC.00
97.C0
75.00

92.00
94 .00
85.00

T  CELLS

C.1C
0.32
1cC 10
0.00
1.€¢
0.00

PHARMA FOR SCHUNA

Tl
SEC

UKo
TOXIKULUGRE

OCTOPIROX FOC2

NIOY PLASMA CAG,PROTHR

TIMF
SEC
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HOECHST AG SUAMMARY TARLF \1AEMATDLOGY )
METHOND HT 313 STUDY 0541 START OF STUDY  03.02.1976
ANIMAL AT ROUTE  STOMACH TUBE
GROUP [YST D2UG 2NN NOSE LFVEL SEX  FEMALE
START 0OF STUNY THIS GROUYP D3 ,02,1974
DASE 15 MG/KG
MCV MCH MCHC \
INITIAL VALUE
MEAN o617 24260 33,5671
< APLEE! Nel4b 1.4065
N 12 10 10
FINAL VALUF
MEAN 0.544 1.894 34,9950
S ve LS r,093 1.5314
N 10 10 12

PHARMA FGRSCHUNCG

PREPN.

NGO,

\
TOY IKNL
OCTOPINNX 002

a5

4

Ii
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HOECHST AG SUMMARY TABLE'  AEMATOLOGY PHARMA FURSCHUNEC TUCIKDLOGIF
METHOD HT no3a STUDY 0541 START OF STUDY  23,22.1976 PREPN. NO. OCTOPIROX FOC2
ANIMAL nRAT rouTr STOMACH Tunr
GROUP TEST DRUG 380 DNSF LEVEL SEX  MALE
START 0F STUNY THIS GROUP  "4.02.1976
DOSE 5 MG/KG
HR IN  RAC PCV  RETI PLa- WAC JUV. RAND SFGM. FEOS  BASO LYMPH MONG PLASMA CDAG.PRUITHR
G % 10EXP6 TELETS % % g % % T € CTLLS TIMr TIMF
SEC STC
INITIAL VALUF .
MEAN 13,29 7.149 41.5 Be21 Delh
S NLTR 0,776 2.5 1.73 0.32
N 10 17 10 10 16 10 10 10 10 10 1c 1o
MED 0.00 0,00 2,59 0,90 0,00 90,00 0.00
MAX 0.00 0,00 27.0G0 1.00 1.0 95.00 1,60
MIN 000 2400 5400 0,00 .00 72,00 0.00
FINAL VALUF
MEAN 15,22 8,545 4T7.0 21.0 A36.8 1l.14 : 0.10
S 7,95 7,468 3,5 ReO 56,7 2.65 C.32
N 10 10 10 8 10 10 10 10 1 1c 19 10 1 10
MED 0.00 0,00 7,50 0.50 2,00 91,00 0.00
MAX 0.00 (.00 24.00 2.00 1,00 96,00 0.00

MIN 0.0C 0,0C 3,00 0.0 €.00 76,00 0.CC



\

suMaary TanLE (s

HOFCHST AG AEMATOLNGY
METHUD HT 903 STURY (%4l START OF STUDY
ANIMAL RAT ROUTE  STOMACH
GROUP  TEST DRSS 3RD DOSE LEVEL SEX MALE
START NF STUDY THIS GRUUP  N4,02,1976
NASE 55 MG/KG
MCv MCH MCHC
INITIAL VALUE
MEAN T.597 1.878 12.0462
S Ce055 0,194 1.1178
N 10 10 in
FINAL VALUE®
MFEAN D554 1.786 32.4202
S 0,225 N.N83 CeT607

N 11 1" 158

(>

02.22.1974
Tune

PHARMA FURSCHUNG

PREPN,

NO.

Us L

TOYIKULOGLF

NDCTOPIMGX FNE2
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HOECHST AG SUMMARY TABLE AEMATOLOGY T PHARMA FURSCHUNG TNXIKOLOGLE
METHOD HT 293 STUnY 0541 START OF STUDY T2.02.1976 PREPN. NO. OCTOPIROX £002
ANIMAL RAT ROYTFE  STOMACH TUAE
GROUP  TEST DRUG  3RD DOSE LEVEL SEN  FEMALE
START DF STUDY THIS GROUP 04,22.1976
NOSE 55 MG/KG
43 IN  RAC PCV RETI  PLA- WBC  JUV. BAND SEGM, =nS HASO LYMPH MDNO PLASMA COAS, PROTHY
G 't 108XP6 TELFTS b4 z % i/ T % 2 CFLLS  TIMr 11mF
SEC  SFC
INITIAL VALUE
MEAN 13.15 45,879 41,6 7.5 .20
S 0.99 2.402 2.8 2.69 Ced2
N 1c 10 10 10 10 | ) 11 10 10 10 10 10
MED 0.5C 0.C0 R,00 0,00 (.00 91.00 G.CO
MAX Co0 1.00 18,70 1,07 2,00 98,00 (.00
MIN : CofO 971 2,00 $.0% (.00 81.00 0.00
FINAL VALUE
MEAN 15,72 19,078 48,6 17.0 B22.6 9.57 0.00
S 049 7,275 1.7 47 172.1 1l.28 c.cC
N 1C 10 | Y 10 9 10 10 10 10 10 10 10 10 10
MED 0.00 0.00 7.00 90,79 0.00 92.00 0.00
MAX C.00 1.00 9.00 2,00 0.00 96.00 0,00

MIN 0.,0C 0,00 4.00 0.00 C.7T0 89,00 0,00



N

~ U &0

HOCCHST AG sUMMARY TARLE " "AEMATOLNGY o PHARMA FORSCHUNG THXIKOLUGIET
METHUD Y41 "3 STUDY 0541 START OF STUny 0A.02.1776 PREPN., NO. OCTOPIRIX £.57
ANIMAL RAT ROUTE STOMACH TURE
GROUP THST 0US 3D NOSE LEVEL SEX FEMAL®
START OF STUDY THIS GROUP  M4,02,1276
NSk 56 MG/ KI5
MCV MCH ACHC
INITIAL VALUE
MF AN Co67 1.99 11.6C10
N 0.N27 0,074 0.7478
N 14 10 11
FINAL VALUF
MEAN Ne540 1.734 22,3147
S 0.025 D.066 0.6412

N 19 19 17
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~ TN

HDECHST AG SUMMARY TABLE( \\AEMATDLDGY A PHARMA FORSCHUNG TOXIKULOGLE
METHND HT 273 STUDY %541 START OF STUpY 03.C2.1976 PREPN. ND. OCTOPIROX E002
ANTMAL AT ROUTE STOMACH TusE
GROUP TEST DRUG  4TH DOSF LEVEL SFX  MALF
START NF STUNY THIS GROUP  04,C2,1976
DOSE 21 MG/KG
HRVIN RRC PCvV RETI PLA- WBC JUV., BRAND SEGM. ©ns RASO LYMPH MONM PLASMA COAS.PRUTHR
G % 10FXP6 TFLFTS % % % k4 z k4 £ CELLS TIM= TIMF
SFC SfC
INITIAL VALUF
MEAN 13.07 64639 49,3 6434 ¢.30
S 1.23 0,507 3.6 l1.87 0.67
N 10 1a 19 10 10 10 1o 10 10 10 10 10
MED 0.27 0.00 8.50 0,00 (.00 91,00 0.00
MAX 0D 1400 23,00 1,07 0.00 95,00 1.00
MIN 0400 0,00 5,00 0,66 0.00 72.00 0,00
FINAL VALUE
MEAN 13,62 8,619 43,8 25.3 818.,1 11.98 0.00
S 1.08 0.558 3,8 R.8 144,3 3.66 0.00
N 10 10 10 10 10 10 10 10 10 10 10 10 10 10
MED 0.00 0.00 6.50 1,00 0.C0 92,00 0.00
MAX 0.00 C.00 12.00 3,00 0.00 96,00 1.00
MIN 0.00 0.00 3,00 0.00 0,00 86.00 0,00



‘ ’ "/\ l} ..) U

HOECHST AR SUMMARY TAHL® ARMATOLNGY ' PHARMA FNORSCHUNG TOXIKOLOG L
METHOD HT 273 Stuny 0541 START OF STyDy 03,02e1476 PREPN. NO. 0OCTORINUGX vf€L2
ANIMAL RAT ROUTY  STOMACH Tudk
GROUP  TFHST NDRYG A4TH pOSHE LFEVEL SEX  MALE
START NF STUDY THIS GROUP  24,22.1976
NNSE 21° ME/KG
MCV MCH MCHC
INITIAL VALUE
MCAN Dehls 1.930 342456
S "e22 0.071 N.7716
N 1¢ 1o 10
FINAL VALUT
MEAN Q.512 1.593 31,2824
S 0.025 0.,"96 0.7648

N 10 10 10



HOECHST AG SUMMARY TABLE
METHOD HT 793 STUDY 0541
ANIMAL RAT
GROUP  TRST NRUS  4TH DUSE LEVEL
START OF STUDY THIS ARROIIP  094.92.1976
noskE 217 MG/ KG
M3 IN 8¢ PCV  RETI PLA-
G % LOEXPA TELETS
INITIAL VALUS
MEAN 13,25 6,782 41.1
S 1,82 1.374 2.6
N 19 10 10
MED
MAX
MIN
FINAL VALYE
MEAN 15.38 8.956 47.1 216 46,2
S 2,79 0,489 2.7 5,3  a2,1
N 12 19 10 10 19
MED
MAX
MIN

WBC

B8.12
2.58
10

9.17
2429
19

HAEMATOLOGY

START OF STuny

ROUT I
SEX

Juv,

1c
D00
0.20
C.00

03.02.1976

STOMACH Tune
FEMALE
BAND SEGM. FNS
k4 v S
10 1o 10
C.00 6,50 0.20
1.70 28.90 2,20
0,00 2.02 0.00
10 1 10
D.00 6.50 1,00
0.00 1500’:’ 2000
009 2.07 Q.00

RASQ

B 4
o

17
(AL
el

C.TN
.20

10

" G.00

¢.00
C.Co

PHARMA FORS CHUN,

Ual

TUXTIKOLOGIE

OCTOPIRAX K002

PREPN. NO,
LYMPH

k4 T CELLS

.10

.32

10 10 10
?3.CC .00
98,00 1.GC
71.00 90,00

0.00

C.00

10 10 10
92.50 0,00
°7.00 ¢,00
85,00 0.00

TIMI.:
SEC

MONG PLASMA COAGLPRUTHR

TIME
SEEC
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HOECHST AG SUMMARY TABLE AEMATOLOGY PHARMA FOURSCHUNSG Tix IKDLOGILE
METHDON HT N3 STUDY 0541 STARY OF STUDY N3.02.19706 PREPN. NO. OCTOPIRTDX ECO2
ANIMAL AT ROUTE  STOMACH TUnE
GROUP TEST DRUG  STH POSF LEVEFL SEX MALE
START QF STUDY THIS GROUP N4, 12,1976
DOSE 309 MG/KG

HA IN  RC PCV RETI PLA- WBC JUV. BAND SEGM,., ©=NS RASTO LYMPH MONO PLASMA COAS.PROTIIN

G % 17EXP6 TELFTS % i 2 k4 k4 k4 £ CELLS  TIMF TIMe
SEC  SEC

INITIAL VALUE
MEAN 13.01 A.H641 40,6 T.37 ¢.10
S 0,47 ".326 1.6 2.25 , 0,32
N 1¢C 10 10 10 10 10 12 . 10 1C 10 10 1¢C
MED 0.00 0.00 650 0,00 0,00 93,00 0,00
MAX . C.00 Q0.G0 1Bt 1260 1,0 95,00 (,C0

FINAL VALUE

MEAN Q.26 64241 28.1 0.7 951.8 11469 ' 0.20
S 2.00 1.400 6.5 25.6 334,1 4.13 Cot2
N 10 19 10 7 10 19 1¢ 1C 1Q 10 10 10 10 10
MED 0.00 0.00 15,50 n,00 0,00 84.00 0,00
MAX 0.00 1,00 31.00 4,00 1.00 93,00 0.0C

MIN 0.0C¢ 0.00 7.00 D,00 0.0 69,00 0,60



HORCHST AG

METHOD HE GD3
ANIHMAL AT
GROUP  TEST nayn

START OF STUNY THIS

DOSF 210
MCV
INITIAL VALUF
MEAN 20610
S 04025
N 10
FINAL VALUF
MEAN Ce530
S T LE

N 10

SUMMARY TARLFE \

STUbLY

NSE LEVEL
GROAUYP G4, 32,1976

MG /KRG

MCH

1.959
CaINI0
10

1.723
VelH Y
10

0541

MCHC

ARMATOLOGY

START OF STUDY J3.02.19374
BOUTE STOGMACH TuR»:
SEX  FFEMALE

32,2590
34625

10

32.67T46
T WT459

10

PREPN, Nfl,

PHARMA FORSCHUNI

y %

s/

U Uk
IOXTHROLINGT

ACTOPLWIN 700
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HOECHST AG SUMMARY TAHLF( ‘HAEMATHLUGY ) PHARMA FURSCHUNG TOXIKOLUGLF
METHOD HT 013 STUDY  CS546) START OF STUbLY 03.92. 1976 PREPN. NO. OCTOPIROX FOoQ
ANIMAL  RAT ROUTE  STOMACH TURE
GROUP  TEST DRUG S5TH DISE LEVEL SEX  MALE
START OF STUDY THIS GROUP  D4,02.1976
NOSF ann MG/Ki;

nev MCH MGG
INITIAL VALUE
MEAN he61l6 1.966 32.2630
S 0.227 J.290 D.7928
N 1n 10 10
FINAL vaALU=
MFEAN D454 14496 31,1505
S e N28 Tel19 1.8328

N 10 10 10



o . U3H
HOECHIST AG SUMMARY TABLE VAEMATOLOGY ' PHARMA FORSCHIING TOXIKOLOGTI
METHOD 1 "03 STUDY (541 START OF STULY Te 21976 PREPN, N}, OCTOPIROX E£902
ANIMAL P AT ‘ ROUTE  STOMACH TUAK
GROUP T=ST DRUS  5TH NNSF LEVEL SFX  FEMALF
START OF STUDY THIS GROUP 124 ,07.1976
DNSE RAR MG /KA
H3 IN Wy PCV RETY PLA- WRAC JUY. RAND SEGM, s PASOE LYMPH MONO PLASMA COAS,PRUGTHR
% I°EXPA TELETS kS T % 2 ko k4 T OCELLS  Tidf Tia4F
SCC  SiC
INITIAL VALUF
MEAN 13,52 A,223 41,2 B.76 Cofi0
S 0,77 2370 1,9 267 C.00
N 10 19 10 10 12 10 1% 1C 10 10 1C 10
MED CeND  (G.CO 9,50 1,00 C.00 90,00 ¢.00
MAX C.n0 C.0C 24,07 1.07 1.7C¢ 95,00 1.0
MIN 0.00 N .00 4 ,4,CQ A Ty CaT1 7%,00 .00
FINAL VALUE
MEFAN 10.60 4,613 32,0 T6.8 103849 11.64 c.,00
S 1.¢C9 0,752 13,7 ANGT 156.T 2,77 C.00
N e 8 8 8 8 8 8 8 8 8 8 8 8 8
MED - 0.CC 0.00 13,00 1.00 C.00 85.5C 0,00
MAX O."]Q 0.Nnn 2347 3,N" 1.:"” 94,00 C.Hc

MIN 000 0.00 5.00 0400 (.00 76,00 0.0C
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HOECHST AG SUMMARY TABLF( 1AEMATOLOGY A

METHOD HT 273 STUDY 0541 START UF STuny 3343241976
ANIMAL RAT ROUTE  STOMACH TUBRH
GROUP  TEST NRUG STH D0OSE LEVEL SEX  FFEMALF
START OF STUDY THIS GROUP  24,22,1u76
DOSE g MG/KG
MCV MCH “CHC
INITIAL VALUI
MEAN N.607 1.761 327718
S Te27 040976 17496
N 1 10 14
FINAL VALUT
MEAN Cotr3 le.hll 33.1881
S 20258 0.791 1.3195

N 4 8 8

Jovu

PHARMA FORSCHUNS TOXIKOLOGIF

PREPN.,

<

ND .

OCTOPI-OX T2
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ENDWERTE
PROGRAMM OIN501 VO? LISTVE 12 KLINe CHEMIE  MIT RATTEN 10.04.7¢ SEITE 13
UEBERSICHYSLISTE OCTO PIRQ X RAVIEM KAENNLICH 5 WOCHERN
' posts NA K ANORG. HARM~  BILI-  KREAT. GLUKOSE HARNST-N  CA cL SGOT SGPT RES 1| RES 2
PHOSPH  SAELRE RUBIN '
0 2.30 9.86 6.72 72,60  17.60  $7.20 KCNTROLLE :
0.67 0.67 0.46 16.90 2,67 1¢.38 E
0 0 0 C 10 o 10 10 0 0 10 10 1C 0. ‘
4 2.20 , 10,02 5.82 67.50 15,60  $€,30 0CTO PIRO X
0.42 1.89 0.50 17.37 1.65 18,56
0 o (] c 10 0 10 10 Q Q 10 10 10 0
15 ' 2,30 9.15 5466 94,10 18,60 10C.50 ) ocvo PIRO X !
~ 1.16 0.49 0.47 77.10 4,67 20.14 :
~ 0 0 0 c 10 0 10 10 0 0 10 10 ic 0 i
55 3.40 8.68 5.97 68.80 15,10 1C5.40 0CTO PIRO X
C.70 0.43 1.23 15.16 2,51 23.30 '
0 0 (] c 10 0 10 10 0 0 10 10 . 10 0 .
210 2. 60 - 9.95 6457 53,50 13,90 $7.50 acta PLRO X |
C.70 0.¢6 1.19 B.45 1.37  171.37 :
0 0 ) ¢ 10 0 10 10 0 0 10 10 1c 1o '
BOP ) .11 0.13 7.20 ‘ $58.22 13,44 61.33 0CT0 PIRO X

0.18 1.4 14 11.19  2.30 + 22.46
) 0 0 0 ¢ 9 ‘0’ 9 9 0 0 9 9 S o




h 038

ENDWCRTE
PROGRAMM D12501 VOT LISTE 12 KLIN. CHEMIE  KIT RATTEN 10,04.76 SEITE 14
UERERSICHTSLISTE OCTO PIRQ X RATTEN WEIBLICH 5 WOCHEN
DOSIS  NA K ANORG, MARM=  BILI~  KREAT. GLUKOSE HARNST-N  CA cL SGOY SGPT  RES 1| RES 2 '
PHOSPII  SAELRE RUBIP
0 . ‘ 1.80 8.93 7.16 106,20  16.10  €3.00 KCNTROLLE )
0.63 1.09.  1.50 53.57 2.85 14467
0 0 0 0 10 0 10 10 0 0 10 10 10 0 '
4 1.70 T.74 5.68 C T5.20 14,50 63.40 0CTO PIRO X
0.49 0.66 0.75 20.32 .18 1¢.22
0 0 0 c 10 ) 10 10 0 0 10 10 ic o
15 2.70 8.11 5.50 69.20 13,50  67.10 0CTQ PIRQ X
0.48 0.30 0.T1 10.30 1.65 12,22
0 0 o 0 10 0 10 10 0 0 10 10 ic 0
55 3.00 8.47 6.90 69.60 12.1C 6&.20 " ocro prRa x
0.47 0.54 0.78 11,44 1,52 24473 .
0 0 0 0 10 0 10 10 0 0 10 10 1C 0
210 2.70 8.06 5.90 61,30 . 13,00 ,5445C OCIN PIRO X °
0,48 0.69 0.85 10.87 1.05  13.14
0 0 o c 10 0 10 10 0 0 10 10 10 0
/aoo . 2.89 6.85 6.46 59.78  13.22  59.22 0CTO PIRQ X
,o.$3 ' 0.41 1.12 7.56 1o3¢ Te21 i

0 0 0 ¢ - - Iv L0 L9 9 0 0 9 9 S 0
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PHARMA
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SUMMARY TABLE

HOECHST AG

o~
(=]
[=]
W
>
o
[- 4
—
-9
o
[
[
Q
-4
<3}
—
o
<<
[-<
<t
Q.
w
= 4
o
@
=
D -
f and
[ adned
~—y
L X4
N
2C
LI
(2217
Qo
b
o]
>
[
(%]
[T
2 [SUR Y R TR ST BT A1
[ R L R I R
Pl WIS VDT U<
L SEJEIJEIXZIEIZ
<D LNIW AW WU
0 TLIZILELTLILIL
NxX
L
4
0H
2
Pl |
o <
5
~ O
vy £z
—
]
-t COOCODCCCOO
— M AXXN XXX
x b AR e
COLOLOOODVOO
. 222223222
51
58]
o
™
c v
S >k

(S T TN UN O,
—ta — ot o VAEY et el O €
—r - NONTDO DO

wZz=z

wWoo

X0
oJw
O« LL I O T O T T T 1
IT=zO
P bt 2D ot e O NI T ST ULONVD O
o
FAEITXITTITITIE

LLVER Klu

-~
Zo

e
Zv
N
>

| =
o

—
[« )

BRALN

ALRENAL THYROID

SPLEEN

yEYS

’

4

HEART LUNGS

N
-3
Qo

TN
o

=)

0ThH
031

0
U

10

M 1 MEAN

-y

[ale]
oD

10

W 1 MEAN

ME AN

M2

N0

oo
L

W 2 MEAN
S

om
—~D
o0

Mo

10

M 3 MEAN

10

W 3 MEAN

oM
-
QO

i~
™

LR J

(=R

e ot
o
D

20

o
-
. e

O

o Reo ]
no
. e

o0

Iatl 4
[ha1 4]
L)

co

. e
NN
N

10

M 4 MEAN

10

W 4 MEAN
S

—ey
NO
QD

M 5 MEAN
S

W 5 MEAN
S

e
20

[l
Oh=

SO

—t
e
0

Faleal
o
. e

Mo

foo Jo ]
~0y
e o

20

o]
[pal )
()

~NO

164,
1.

10 -

TO
(ol

Ak
oo

20

NN
Pt
[

L )

-t 0N
0N
P

O

Mmoo
L]
. e

o2

-t
[ o]

-

r~ey

9

M 6 MEAN
S

Tal
Mo
oo

T

9

W 6 MEAN
S



041

HOFCHST AG INDIVIDUAL RESULTS FOOD CONSUNMPTIGON AND BODY WEIGHT PHARMA FORSCHUNG TOXIKIOLOGIE
METHOD HT 003 STUNDY 0541 START OF STUDY 0N3.02.1976 PREPARATION OCTOPIROX E002
ANIMAL RAT : ROUTE STOMACH TUBE
GRAP CONTROL SEX MALE
MAINTENANCE IN GROUPS
1.DAY OF STUbY 03.02.1¢76 1. TEST
ANTMAL AMTMAL WEIGHT IN G FOOD HCLDER IN G FOOD CONSUMPT ION
NUMAER coMp, TO CnMpP, 1N BEFORE AFTER Z BUDY WEIGHT
ABSILUTE  INITIAL PREVIOUS FLLLING FILLING G/ DAY PER DAY
00010 110 0 826
00011 114 0 826
pon12 119 0 826
20713 110 0 026
DON14 108 0 826
N0320 98 0 860
00321 S8 0 860
00022 S6 0 860
0nn23 109 0 860
00724 108 0 860
MFAN In5.2
S 6.5
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HNECHST AG INDIVIOUAL RESULTS FDOD CONSUMPTICN AND BODY WEIGHT PHARMA FORSCHUNG TOXIKOLOGIE
METHND HT 003 STUDY 0541 , START OF STUDY 03.02.1976 PREPARATION OCTOPIROX E002
ANTMAL RAT ' .o “ ROUTE - STOMACH TUBE '
GRIUP CONTRMOL SEX FEMALE
MAINTENANCE IN GROUPS
1.0AY OF STUDY N3.02.1576 1. TEST
ANTMAL AN IMAL WEIGHT IN G FOOD HCLDER IN G FOCD CONSUMPT ION
NUMRER coMpP, 70 COMP, 10 BEf ORE AFTCR 3 BODY WEIGHT
ARSDOLUTE  INITIAL PREVIOUS FILLING FILLING G/ DAY PER DAY
nnon3s 102 n 920
00036 S4 0 920
0On37 104 0 920
003238 102 0 920
0n0139 100 0 920
nnn04s 104 0 904
0O046 102 0 904
00347 102 0 304
00748 102 0 904
2NN 49 G4 0 904
MEAN 100.6
S 2.7
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HOECHST AG  INDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY WEIGHT PHARMA FORSCHUNG TDXIKJILUGIE
METHOD  HT NO3 STUNY 0541 START OF STUDY 03.02.1976 PREPARATION OCTOPIROX EQQ2
ANIMAL  RAT ROUTE ST OMACH TUBE
GRIYP TEST DRUGE 1ST NOSE LEVEL SEX MALE
0ns g MG 7KG , . MAINTENANCE IN GROUPS
L.pAY 0F $TUDY 03.03. 1976 Cn 1, TEST ST :
AN TMAL ANTMAL WEIGHT IN G FOOD HCLDER IN G FGCD CONSUMPT LON
NUM D ER COMP, T0 COMP, 10  BEFORE AFTER o T BODY WEIGHT
ABSOLUTE INITIAL PREVIOUS FYLLING FILLING G/ DAY PER DAY
00050 110 0 904
00051 <6 0 90 4
00952 104 0 904
00153 1C6 0 304
0005% 100 0 90 4
00D60 98 0 900
00761 <6 0 900
00062 106 0 900
00063 104 0 900
10064 110 0 900
MEAN 103.0
S 5.3
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HOECHST AG INDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY WEIGHT PHARMA FORSCHUNG TOXIKJILOGIE
METHOD HT 003 STUDY 0541 START OF STUDY 03.02.1976 PREPARATIUN OCTOPIROX EQO02
ANTMAL RAT . ROUTE STOMACH TUBE
GRIUP TFST DRUG. 1§T DOSE LEVCL SEX FEMALE
N0S E G /KG MAINTENANCE IN GROUPS
1.DAY 0O F STUOY n3. 02 1576 1. TEST :
ANTMAL AMIMAL WEIGHT IN G FOOD HICLDER IN 6 FOOD CONSUMPT ION
NUMBER come, 70 COMP, TO OEFORE AFTER 7 BUOOY WEIGHT
ABSOLUTE  INITIAL PREVIOUS FILUING FILLING G/ DAY PER DAY
nnnTs 1710 n 986
00076 96 0 986
onn77 G2 0 986
710778 S8 0 9B o6
0179 100 N 916
nnoas 10?2 0 93 4
20086 S0 0 934
10387 106 0 934
Jooan 1C8 0 934
neos9 104 0 934
MFAN 109.4
5 4.8
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HOECHST AG INDIVIDUAL RESULTS FOOD CONSUMPTIGN AND BODY WEIGHT PHARMA FORSCHUNG TIXIKJOLOGIE
METHOD HT 003 STUDY 0541 START OF STUDY 03.02,1976 PREPARATION QOCTOPIROX EQ02
ANTMAL RAT ROUTE STOMACH TUBE
GROUP TEST DRUG: 2ND DOSE LEVEL SEX MALE
NNS F 5 » /KG MAINTENANCE IN GROUPS
1.DAY OF STUDY 03.02,.1576 1. TC ST
ANTMAL ANTMAL WFIGHT IN G FODD HCLDER IN G FCCO CONSUMPT ION
NUMRER coMp, TO COMP, T0 BEFORE AFTER . £ BOOY WEIGHT
ABSOLUTE INITIAL PREVINUS FILLING FILLING G/ DAY PER DAY
00090 1N4 0 946
00391 104 0 946
n0g92 176 0 9406
00193 119 0 940
00794 110 0 946
nnLnon 108 0 920
point 18 0 920
00102 104 0 920
70103 1C6 0 920
noln4 1ca 0 920
MFAN 10¢.8
S 7.3
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HAECHST AG INDIVIDUAL RESULTS FOOD CONSUMPTICN AND 800Y WEIGHT P HARMA FORSCHUNG TIXIKILOUGIE
MFTHNOD HT 003 STUnY 0541 START OF STuDY 03,02.,1976 PREPARATION OCTOPIROX EQO02
ANTMAL RAT ROUTE STOMACH TUBE
GRIYP T[ST DRUG: Z”D DNSE LEVEL SEX FEMALE
DOSE 15 MAINTENANCE 1IN GROUPS
1.DAY OF STUDY 03, 02 1C76 1. TEST
ANTMAL ANTMAL WEIGHT IN G 00N HCLDER IN G FOCD CONSUMPT ION
NIIMBER comp, TO COMP. TO BEFORE AFTER ¥ BODY WEIGHT
ABSOLUTE INITIAL PREVIOUS FILLING FILLING G/ DAY PER DAY
20115 102 0 906
20116 109 0 206
IN11Y 1c8 0 906
nnl1g 1CO 0 906
00119 100 0 906
20125 179 0 916
00126 172 0 916
00127 126 0 916
N0128 S6 0 916
20129 104 0 916
M EAN 101.8
S 2.5
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HOECHST AG INDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY WEIGHT PHARMA FORSCHUNG TOXIKJLOGIE
METHOD HT (03 STUDY 0541 START OF STUDY 03 02.1976 PREPARATION OCTOPIROX E 002
NIHAL RAT ROUTE STCMACH TUBE
, RIUP TFSf DRUG: 3RD DASE LEVFL SEX
0SE G/KG MATNTENANCE lN GROUPS
1.DAY nF STUDY 04. 02 1576 1. TF ST
ANTMAL ANIWAL HEIGHT IN G FOOD HOLDER IN 6 FOCD CONSUMPT ION
NUMBER T0  COMP, TO BEFORE AFTER Z BODY WEIGHT
ABSOLUTE lNlTlAL PREVIOUS FILLING FILLING G/ DAY PER DAY
00130 100 0 900
00131 1C8 0 900
00132 104 0 200
00133 1N4 0 900
00134 114 0 900
00140 114 0 876
Nn141 108 C 876
00142 104 0 816
00143 100 0 876
00144 102 0 876
MFAN 105,8
S 5.1

—————



i N PR n"o
HOECHST AG INDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY WEIGHT PHARMA FIRSCHUNG TOXIKILOGIE
METHOD HT _nn3 STUDY 0541 START OF STUDY 03.02,1976 PREPARATION QOCTOPIROX E 002
ANIMAL RAT RU UTE S OMACH TUBE
GRIUP TEST DRUG: 3RD DOSF LFVEL FEMALE
DOS F 55 MG 7KG MAINTENANCE IN GROUPS
1.DAY OF STUDY C4 02 1676 1. TEST
ANTM AL AN IMAL WEIGHT IN G FOOD HCLDER IN G FOCO CONSUMP [ON
NUMBER comp, 7O COMP, TO BEFORE AFTER UCY WE IGHT
ARSOLUTE INITIAL PREVIOUS FILLING FILLING G/ DAY PER DAY
00155 104 0 928
00156 106 0 928
noLs7 100 0 928
20158 104 0 928
00159 100 0 928 .
nn16s 110 ] 904
00166 102 0 904
DOl67 100 0 904
fnlé8 119 0 904
00169 174 0 204
MEAN 102.0
S 243
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HNECHST AG INDIVIDUAL RESULTS FOUU CONSUMPTICN AND BODY WEIGHT PHARMA FORSCHUNG TOXIKILUGIE
METHOD HT 003 STUDY 0541 START CF STUDY 03 02.1976 PREPARATION OCTOPIRDX E002
ANTMAL RAT ROUT STOMACH TUBE
GRIYP TEST DRUG: 4TH DNSE LEVCL SEX
DOS F 210 G/KG MAINTENANCE lN GROUPS
1.0AY OF STUDY C4.CZ2.16176 1. TCST
ANTM AL ANIMAL WEIGHT IN G FOOD HCLDER IN G FCOD CONSUMPT!ON
NUMBER coMp, 70 COMP, 10 BFFORE AFTER % BOCY WEIGHT
ABSOLUTE INITIAL PREVIOUS FILLING FILLING G/ DnY PER DAY
0N170 1CH 0 0680
0Nl17l 110 0 880
00172 148 0 880
00173 106 n 880
Q0174 112 0 800
pol1Ro 102 0 910
pnigl 110 0 910
00182 1€6 0 910
nnle3 114 0 310
00184 114 0 910
MEAN 15,0
S 3.8
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HOECHST AG INDIVIDUAL RESUL‘S FOOD CONSUMPTIGN AND BODY WEIGHT PHARMA FORSCHUNG TIXIKJILOGIE
METHDD HT 203 STUDY 0541 START OF STUDY 03.02.1976 PREPARATION OCTYOPIROX EOQQ2
ANIMAL RAT ROUTE STOMACH TUBE
GRIUP TEST DRUG: 4TH DOSTC LEVFL SEX FEMALE
DOS E 2 MG 7KG MAINTENANCE [N GROUPS
1.DAY OF STUDY N4,02.1576 1. TEST
ANTM AL ANIWAL HE]GHT IN G FOOD HCLDER IN G FOOD CONSUMPTION
NUMRAER T0 COMP, TN REFORE AFTER X BUDY WE IGHT
ABSNLUTE ]NITIAL PREVIDOUS FILLING FILLING G/ DAY PER DAY
00195 102 0 886
0N196 100 0 886
no197 114 0 806
00198 100 0 886
00199 100 0 886
00205 104 0 850
20206 106 0 890
00207 sl 0 890 ’
00208 102 0 8690
3029 102 0 850
MEAN 101.8
S 2."



HOFCHST AG

METHOD HT 203 STUDY

ANTIM AL RAT

»RIYP TEST DRUG: S5TH DOSE

NOSF gnq MG /KG ‘

L. DAY OF STUDY 04.n2.1%76

ANTMAL ANTMAL WEIGHT IN

NUMBER OMP, TO COMP
ABSOLUTE  INITIAL PREV

00210 100

0n211 100

nn212 119

0n213 56

00214 102

0n220 176

20221 110

00222 106

0n223 112

N0224 108

MEAN 104,0

S 5.2

INDIVIDUAL RESULTS FnOD CONSUMPTI ON- AND BODY WEIGHT .

I '/_A
\

@
051

PHARMA FORSCHUNG TIXIKILOGIE

N541 START OF STUDY 03.02.1976 PREPARATION OCTOPIROX EQQ2

ROUTE STCMACH TUBE
LE VF L SEX ALE
MAINTENANCE IN GROUPS
1. TEST
G FOOD HCLDER IN G FoCD CONSUMPT ION
« TO BEFORE AFTER % BOODY WEIGHT
[OUS  FILLING FILLING G/ DAY PER DAY
0 908
0 908
0 908
0 308
0 908
0 900
0 920
0 900
0 900
0 900
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HOFCHST AG INDIVIDUAL RESULTS FOOD CONSUMPTI ON AND BODY HWEIGHT . PHARMA FORSCHUNG TOXIKOLOGIE
METHOD HT 003 STUDY 0541 START OF STUDY 03.02.1976 PREPARATION OCTYOPIROX EQO2
ANTMAL RAT RQUTE STOMACH TUBE
GROLP TEST DRUG: ST DOSE LEVEL SEX FEMALE
DOSE ana MG /KG MATNTENANCE IN GROUPS
L. DAY DF STUDY 04.02.1576 1. TEST
ANIMAL AMIMAL WEIGHT IN G 000 HCLDER IN G FOUC CONSUMPT JION
NUMBER COMP, TO COMP, T0 BEFDORE AFTER ¥ BODY WEIGHT
ABSOLUTE  INITIAL PREVIOUS FILLING FILLING G/ DAY PER DAY
nnz23s5 G4 0 894
00236 92 0 8094
00237 190 0 894
202138 100 '\ 094
00239 G4 0 894 :
nNn245 S8 0 876
r0246 S6 0 876
00247 50 0 876
NN248 102 0 areé6
00249 100 0 876
MEAN GT.4
S 3.3
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HOECHST AG INDIVIDUAL RESULTS FOOUD CONSUMPTION AND BODY WEIGHT PHARMA FDRSCHUNG TIXIKOLUGIE
METHND HT 003 STUDY 0541 START OF STUDY (03.02.,1976 PREPARATION OQCTOPIROX EQO2
ANTMAL R AT ROUTE STOMACH TUBE
GRIUP CONTROL SEX MALE
MAI NTEMANCE IN GROUPS
3.08Y OF STUDY 05,02.1976 2. TEST

ANTM AL ANIMAL WEIGHT [N G FOOD HCOLDER IN G FOCD CONSUMPT ION
NUYRER coMp, TO COMP, TO BEFORE AFTER T BODY WEIGHT

ABSOLUTE INITIAL PREVIOUS FILLING FILLING G/ DA PER DAY
10710 116 6 6 700 98 4 12.6 11.15 )
00711 129 6 6 700 904 12.6 10.77
nody12 116 6 6 700 984 12.6 11.15
00313 129 10 10 700 984 12.6 10.96
0014 114 6 6 700 44 12.6 11.35
00320 104 6 6 170 952 9.0 8.91
00)21 104 6 6 170 952 9.0 8.91
nn)22 100 4 4 170 952 9,0 9.18
0n023 104 4 4 170 952 9.0 8.82
00724 110 2 2 170 952 9.0 8.26
MEAN 110.0 5.6 S5¢6 10.8C 9.946
S 1.4 2.1 2.1
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HNECHST AG INODIVIDUAL RESULYS FOOD CONSUMPTION AND BODY WEIGHT PHARMA FORSCHUNG TOXIKJOLOGIE
METHAD HT 003 STUNY 0541 START OF STUDY 03.02.1976 PREPARATION OCTOPIRDX EQOZ2
ANIMAL RAT ROUTE STOMACH TUBE
GROUP CONTROL SEX FEMALE
MAINTENANCE IN GROUPS
3DAY DF STUDY 0%.02.16576 2. TEST

ANTMAL ANIMAL WEIGHT IN 6 FOQOD HCLDER IN G FOOQD CONSUMPT ION
NUMBER comMp, TO COMP, TN BEFORE AFTER % BODY HEIGHT

ABSOLUTE INITIAL PREVIOUS FILLING FILLING G/ 0AY PER DAY
00035 102 N y 836 98 2 8.4 B.24
00036 94 0 0 836 982 8.4 8.94
pon3y 1ng 4 4 136 982 8.4 T.92
n0d38 102 N G 836 98 2 B.4 8,24
00039 100 Q0 0 8316 982 8.4 8 .40
00Y45 108 4 4 808 974 9.6 9,06
10N 46 104 2 2 80n 974 9.6 9,32
D0D4T 104 2 2 8og 974 9.6 9.32
00048 106 4 4 808 974 9.6 9.23
nona9 94 0 C 808 974 9.6 10.21
M EAN 1N2.2 1.6 l.6 9.00 B.887
S 560} 1.8 1.8
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HOECHST AG INDIVIDUAL RESULTS .FOOD CONSUMPTION AND BODY WEIGHT : PHARMA FORSGCHUNG ‘TOXIKILOGIE
METHOD HT 203 STUD Y 0541 START OF STUDY 03,02.1976 PREPARATION OCTOPIRUX E002
ANTMAL RATY ROUTE STOMACH TUBE
GRIYP TOST DRUG: 1ST DOSE LEVFL SEX MALE
NOS E 4 MG /7KG MAINTENANCE [N GROUPS

3.0AY OF STUDY 05.02,.1676 2. TE ST
ANTMAL ANTMAL WEIGHT IN G 00D HCLDER IN 6 FOQD CONSUMPT ION
NUMBER camp, 10 COMP, TO BEFORE AFTER . T BODY WEIGHT
) ABSOLUTF  INITIAL PREVIOUS FILLING TILLING G/ DAY PER DAY
gnoso 110 ] C 820 960 8.4 T.64
pons51 58 2 2 820 960 8.4 8.66
10052 1C8 4 4 820 960 B4 7.92
207153 10R 2 2 820 960 8.4 7.85
00754 100 0 0 820 9360 8.4 8.40
00060 100 2 2 828 970 1.2 7.27
0nl61 96 0 g A2a 970 1.2 7.50
oone62 104 -2 -2 828 970 T2 6.86
00163 106 2 2 828 970 7.2 6.86
nnoe6a 112 2 2 828 970 7.2 6.49
MEAN 104,72 1.2 1.2 T7.80 T1.544%
S Soq 1‘7 1.7
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HDECHST AG INDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY HEIGHT PHARMA FORSCHUNG TJXlKglgkfk

METHOD HT 0Nn3 STUDY - 0541 © START OF STUDY 03.02.1976 PREPARATION - OCTOPIROX EQ02

ANTMAL RAT ROUTE STOMACH TUBE

GRIYP TEST DRUG: 1ST DOSE LEVEL SEX FEMALE

NOSE 4 MG /7KG MATNTENANCE IN GROUPS

3.0AY OF STUDY (5.02.1¢176 2+ TEST

ANIMAL ANTMAL WEIGHT IN 6 FOOD HCGLNDER IN G FOOD CONSUMPT ION

NUMBER coMpr, TO COMP, T0O BEFORE AFTER £ BUDY WEIGHT
ABSOLUTE INITTIAL PREVIDUS FILLING FILLING G/ DAY PER DAY

NNnNTs 10N 0 o 902 902 8.4 8.40

NNO76 102 6 6 902 982 8.4 8.48

0noTY 1n0 8 8 902 98 2 B4 8.75

0nn 78 190 2 2 902 982 8.4 8.48

20079 100 Q ¢ 902 982 8.4 8.40

pnnAss 111 8 8 830 994 9.6 9.06

Qonae sSH 0 C 838 994 9.6 9.80

onnavt 110 4 4 838 994 9.6 8.89

00080 110 2 2 838 994 9.6 8.81

20389 104 o 0 838 994 9.6 9.23

M FAN 102.4 3.0 3.0 9.00 8.830

S 4.8 2.2 3.3
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HAOFCHST AG INDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY WEIGHT PHARMA FORSCHUNG TOXIKDLOGIE
METHOD HT 003 STUDY N541 START UF STUDY 03.02.1976 PREPARATION OCTOPIROX EQQ02
ANTMAL RAT . L RCUTE STOMACH TUBE ,
GRNOUP TFST DRUG: 2ND DUSE LEVFL SEX _ MALE
0nseE MAINTENANCE IN GROUPS
3.0AY OF STUDY C5.02.1976 2. TEST
ANTMAL ANIMAL WEIGHT IN G FOOD HCLDER IN G FCCC CONSUMPT ION
NUMBER oMp, TO COMP, TO BEFORE AFTER - 2 BOOY WEIGHT
ABSOLUTE lN[T[AL PREVIOUS FILLING FILLING G/ DAY PER DAY
nOY90 1C6 2 2 860 980 8.6 8.19
00191 106 2 2 860 980 8.6 8.19
nnng2 104 -2 -2 860 980 8.6 8.19
00093 114 4 4 860 900 B.6 71.68
00994 1G8 -2 -2 860 980 B.6 7.89
00100 114 6 6 810 9292 11.0 9.91
17101 118 10 10 810 992 11.0 9.73
10102 119 € 6 810 992 11.0 10.28
00193 112 6 6 810 992 11.0 10.09
10104 116 8 8 a10 992 11.0 9.82
MFAN 110, a ho0 4.0 9 .80 8,998
S 4.7 4.0 4.0
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HOECHST AG INDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY WEIGHY PHARMA FORSCHUNG TUOXIKOLOGIE
METHOD HT 03 STUDY N541 START CF STUDY 03.02.1976 PREPARATION QOCTOPIROX EOQ02
ANIMAL RAT RCUTE STOMACH TUBE
GRIYP TFST DRUG: 2ND DOSE LEVFL SCX FEMALE
NOSE 15 MG /KG o ~ MALNTENANCE IN GROUPS. | SreL
3.NAY UF STUDY €6, 02 1576 2. TEST
ANMAL ANIMAL WEIGHT IN G FOOD HCLDER IN G F00D CUNSUMPTION
NUMBER cnMp, TO COMP, T0 BEFORE AFTER BUDY WE IGHT
ABSOLUTE INITIAL PREVIOUS FILLING FILLING G/ DAY PER DAY
00115 104 2 2 810 954 9.6 9.32
00116 100 0 n 810 954 9.6 9.60
0ny1y 114 6 6 810 954 9.6 8.65
nnlin 102 2 2 810 954 9.6 9.50
10119 194 4 4 810 954 9.6 9.41
125 100 0 ¢ 822 956 9.4 9.40
20126 1C6 4 4 822 956 9. 9.04
nn127 108 2 2 822 956 9.4 8.79
00128 100 4 4 822 956 9.4 9.59
N0129 1C8 4 4 822 956 9.4 8.87
MEAN 104.6 2.8 2.8 9.50 9,217
S 4.5 1.6 1.9
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PHARMA FORSCHUNG TOXIKJLOGIE
OCTYOP IROX EQOQ2

PREPARAT ION

21976
MACH TUBE

0
0
IN GROUPS

3.
ST

MALE

RYT CF STuDbYy O
TE

A

U
EX
AINTENANCE

T
0

S
R
S
M

\1

2. TEST

FOuu CONSUMPTIGN AND BODY WEIGHT
0541

STUDY
ARD NOSE LEVCL

MG 7KG

INDIVIDUAL RESULTS
.NAY OF STUNDY €06.02.1576

HT 0113

RAT
TEST DRUG:

ABSOLUTE

HOECHST AG

OOV™NOMO~ITO0
DN ONN =T SO

OO DOMCON
4 =4 —t

OO DONNNANIN

ocococOoOCOoOo
ot o e g s e g e ek et

DOODVOT T
T W WSO OO
oceoccorococ o

(o a et AU g VIR X X JX JX o
folselle e N NS T Y NPNA
e i e

OCXLBAELBQfQZ
e -

CCT LN DTN
L Lo —t

C TN S LTS
O st ok O (N ot et O
Py g e gt gl Pl g e e g

C N O NS
[alanioaRopToa X RC X B K 2
ot ek el g e g et g e g
ccccecocceee
ocococcocco

9.645

10.50

D i

112.

MEAN
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HOECHST AG INDIVIOUAL RESULTS FOOD CONSUMPTIGN AND BODY WEIGHT PHARMA FORSCHUNG TOXIKULOGIE
METHND HT 013 STUDY 0541 START OF STUDY 03,02.1976 PREPARATION OCYOPIROX E0Q02
ANIMAL RAT ROUTE STOMACH TUBE ‘
GROUP TEST DRUG: 3RD DOSE LEVEL SEX FEMALE
DOSE 55 MG /KG MAINTENANCE IN GROUPS

3.DAY NF STUDY 06.02.1676 2. TEST
ANIMAL ANIMAL WEIGHT IN G FOOD HGLLDER IN G FGCD CONSUMPT ION
NUMBER coMep, 10O COMP, 10 BEFORE AFTER k4 BUDY NEIGHT

ABSOLUTE INITIAL PREVIOUS FILLING FILLING G/ DAY ER

00155 108 4 4 818 994 11.0 10.38
N0156 110 4 4 8l4 994 11.0 10.19
nn1sv 106 6 6 818 994 11.0 10.68
00158 112 8 8 818 994 11.0 10.19
00159 106 6 6 R ) 994 11.0 10.68
no165 104 4 4 804 954 10.0 9.80
D166 1cH 6 6 804 954 10.0 9.52
167 106 6 6 804 954 10.0 9.71
00168 110 10 1C 804 954 10.0 9.52
00169 106 2 2 804 954 10.0 9.52
MEAN 107.6 56 5.6 10.50 10.019
N i¢5 2.3 2.3
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TOXIKOLOGIE

DCTOP IROX E002

PHARMA FDR SCHUNG
«1976 PREPARATION
ACH TUBE
PTION
T DODY WE IGHY
PER DAY

o,

03.02
STOM
IN GRUUPS

MALE
FOCD CONSUM

RT CF STUDY

TE
NTENANCE

STA
RCU
SEX
MATL

2. TEST

FOOD CONSUMPTION AND BQDY WEIGHT
0541

6

STuny
7

H DOSF LEVEL
KG
16

INDIVIDUAL RESULTS
T
MG/
0z.

TEST DRUG:

HT 303
211
«DAY OF STUDY Cé6.

RAT
ARSOLUTE

HOECHST AG

=N D= MO D 0
CNAONII~DOD

e % ¢ & o5 0 8

Padoaloalelodwle do Yo X0
—
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HNECHST AG INDIVIDUAL RESULTS FOOD CONSUMPTICN AND BODY WEIGHYT PHARMA FDORSCHUNG TOXIKOLOGIE
METHON HT 003 STUDY 541 START OF STUDY 03.02.,1976 PREPARATION OCTOPIROX £002
ANTM AL RAT RCUTE STOMACH TUBE
GROJP TEST DRUG: STH DOSE LEVCL SEX . FEMALE
O0OSE gon MG /KG MATNTENANCE IN GROUPS
3.0AY OF STUDY 06.02,1576 2. IEST
ANTMAL ANIMAL WEIGHTYT IN G FOOD HCLDER IN G FGCD CONSUMPT ION
NUMBER coMp, 70O COMP, TN BEFORE AFTER Z BODY WEIGHT
ABSOLUTF INITIAL PREVIOUS FILLING FILLING G/ DAY PER DAY
an213s5 102 8 e 806 974 8.8 8.98
00236 98 & 6 806 974 8.8 9.26
0n237 104 4 4 806 974 8.8 8.63
202138 104 4 4 806 974 8.0 8.63
0N2495 1N6 a f 806 9348 B.7 8.58
20246 100 4 4 806 938 8.7 8.93
00241 104 € 6 806 938 8.7 B.66
J0248 0 806 DIED
20249 104 4 4 806 938 8.7 8.58
MEAN 102.2 5.3 5¢3 8.78 8.824
S 2.9 1.7 1.7
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HOFCHST AG INDIVIDUAL RESULTS FOOD LONSUMPTIGON AND BODY WEIGHT PHARMA FORSCHUNG TIXIKJILOGIE
METHND HT 093 STUny 0541 START OF STULY 03.02,1976 PREPARATION OCTOPIROX €002
ANTMAL RAT ROUTE STCMACH TuBE
GRNIIP COHTROL SEX MALE
MAINTENANCE IN GRQUPS
T.NAY OF STUDY €9.02.1976 3. TF ST

ANTMAL ANTIMAL WETIGHT IN 6 FOOD HOLDER IN G FOGD CONSUMPT ION
NUYBER COMP, TO COMP, TO BEFORE AFTER T BODY WEIGHT

ABSOLUTE INITIAL PREVIOUS FILLING FILLING G/ DAY PER DAY
0010 122 22 16 120 960 13.2 10.65
00J11 140 26 20 720 960 13.2 10.15
j0v12 1310 20 14 120 960 13.2 10.73
JO)13 134 24 14 720 960 13.2 10.39
00014 130 22 16 720 960 13.2 10.82
30) 20 1726 28 22 114 96 8 11.9 10.35
20021 120 22 16 Tl4 968 11.9 10.62
n0j22 116 20 16 714 96 4 11.9 11.02
00323 120 20 16 714 96 0 11.9 10.62
20024 132 24 22 714 968 11.9 9.83
MFAN 128.0 22.8 17.2 12.55 10.520
S Te4 2.7 3.0
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