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Summary:

In a repeated-dose (90 days) oral toxicity study,
groups of 25 male/25 female Wistar rats received .
40, 100 and 250 mg Octopirox per mg body weight by
means of a2 stomach tube five times a week (Monday

to Friday). A control group of 25 male/25 female
rats received a 2 per cent starch suspension (in
demineralised water) without the drug. After 90 days
15 animals were killed per group and sex. The re-
maining rats were not treated for 14 days up to their
killing in order to assess the reversibility of

possible changes.

The behaviour of the animals, the body weight develop-
ment and food consumption were assessed throughout

the study. Hematological examinations and urinalyses
were performed prior to the beginning of the study,
after the last treatment and at the end of the follow-
up period. Clinical chemistry parameters were assessed
at the end of the study or at the end of the follow-up

period.

All rats which had died intercurrently and the rats
which were killed at the end of the study were dissected
and examined for macroscopic changes. Heart, lungs,
liver, kidneys, spleen, adrenals, testes, ovaries,
thyroids, brain and pituitary were weighed. These organs
the posterior ocular bulb,prostate, epididymis, uterus,
bone marrow, gastro-intestinal tract, thymus and uri-
nary bladder of all rats except those of the lowest

dosage group were submitted to histological examination.

The behaviour and the clinical symptoms of most of the
rats were unremarkable. Seven rats died intercurrently
(one rat of the lowest, three rats of the median and
three rats of the highest dosage groupt), but the

cause of death could not be determined.



According to the results o6f histological examination,
however, a substance-dependent impairment of the
groups examined was not observed and can therefore

be ruled out as the cause of death.

The male rats of the highest dosage group gained less
weight than the control animals. The body weight
development of the female rats was not influenced by
Octopirox. The relative food consumption was increased
in male and female rats of the highest dosage group.
During the follow-up period the food consumption of

these animals was normal again.

Apart from a slight decrease in hemoglobin observed
in the male rats- of the highest dosage groupt at
the end of the study, the changes in the red and white

blood count were most likely substance-independent.

There were no-indications of an influence of Octopirox
on clinical chemistry parameters. The results of post
mortem examinations (determination of organ weights,
macroscopic and microscopic examimations) do not

suggest an influence of Octopirox.

Conclusion:

In this study, doses of 40 and 100 mg Octopirox per

kg body weight had no toxic effect on male and female
rats.

Treatment with 250 mg Octopirox per kg body weight led
to findings which deviated from results obtained in

the control animals.



3. Survey:
Compound: Octopirox
Species: Wistar rat, strain HOE:WISKf (SPF 71)
No. of animals: 25 male/25 female
Route: Oral, by means of stomach tube
Vehicle: 2 per cent starch in demineralized water

Dosages and concentraions:
0 mg/kg =~ O per
40 mg/kg - 0.4 per
100 mg/kg - 1.0 per
250 mg/kg - 2.5 per

Duration of study:

cent - 10 ml/kg
cent - 10 ml/kg
cent - 10 ml/kg
cent - 10 ml/kg

90 days plus 14 days follow-up period

Beginning of study:
June 22, 1976
End of study: September 20, 21, 22,

Persons responsible:

Study director: Dr.

Industrial chemistry:

Dr.
Clinical chemistry:

Dr.
Histology: Dr.

Head of department:

1976

Mayer/ Ing.Markert

Weigand

Hajdu/Dr.Wicha
Bihr/Prof.Rief

Prof. Kramer



Method:

Octopirox (= H 726146 A) was administered five times
a week for 90 days to 100 male and 1C0 female Wistar
rats (strain HOE: WISKf (SPF 71))which were juvenile
at the beginning of the study. The animals received
different doses orally by means of a stomach tube.
The randomized rats were in good general state of
health and weighed 114 - 153 g (x = 136.5), s = 8.3,
males) and 106 - 134 g ( X = 120.9, s E 5.4, females)
at the beginning of the study (i. e. after a one-week
familiarization period). The rats were separated
according to sex and were kept in groups of five

animals on woos shavings in plastic cages (type 3).

The study was performed between June 22, 1976 and
September 22, 1976 in partly air-conditioned rooms at
a temperature of 22 - 25 °C and a relative humidity

of 35 - 60 per cent.

The rats received the pelletized diet Altromin 1324
(mfr.: Altromin GmbH, Lage/Lippe) and tap water ad

libitum.

Data on groups and dosages are given In the following
Table:

Group Dose Concentration No. of amimals per group
(mg/kg) (per cent) e o
I 0 - 25 25
II 40 0,4 25 25
111 " 100 1,0 25 25

Iv 250 2,5 25 25
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The compound was suspended in 2 per cent starch

mucilage. The suspensions were prepared freshly each

day. All dosage groups received a volume of 10 ml per

kg body weight. The control group received starch
mucilage.

The behaviour and the general state of health of the
animals were assessed daily. The rats were examined
weekly for neurological disorders, changes of ocular
media and disorders in dental growth.

The food consumption was assessed continuously throughout

the study, and the animals were weighed twice a week.

Prior to the beginning of treatment and at the end of
the study the following hematological parameters were
examingd (blood samples were withdrawn from a sublingual
vein and were examined according to the methods given

in the Appendix):

hemoglobin (r.1mn thrombocytes (1.7)
erythrocytes (1.2.1) leuvkocytes (1.2.2)

reticulocytes (1.4)

At the end of the treatment or at the end of the follow-
up period the following clinical chemistry parameters
were examined in rat serum (cf. list of methods in

Appendix):

sodium (2.1) urea~-N (2.8.2)
potassium (2.2) calcium (2.9)
inorg.phosphorus (2.3) chlorides (2.10)
uric acid (2.4) SGOT (2.13)
bilirubin (2.5.1) SGPT (2.14)
creatinine (2.6) alk.phosphatase (2.15)

glucose (2.7.1)



Prior to the beginning of the study and at the eand of
the study urinalyses were performed, and assessed

were (cf. list of methods in Appendix):

appearance (3.1) protein (3.3)
colour (3.1) bilizrubin (3.5)
pE value (3.2.1) hemoglobin (3.3)

glucose (3.3) sediment (3.8)

24 hours or 14 days after the last treatment (= follow-
up period) 15 or 10 male animals of each group were
anestetized with an intraperitoneal injection of 50 mg
pentobarbital sodium per kg body weight, killed by
opening of the thorax and subsequent severing of the
veny cava cranialis, and examined for macroscopically

demonstrable organ changes.

The follwing organs were weighed at the dissection:
heart, lungs, liver, kidneys, spleen, adrenals

testes or ovaries, thyroid, brain and pituitary.

The following organs from animals of the control group
and the median and highest dosage group were submitted
to histological examination:
heart, lungs, liver, kidneys, spléen, stomach,
small and large intestine, urinary bladder, testis,
epididymis, prostate, ovary, uterus, thyroid,
pancreas, adrenals, thymus, pituitary, brain, eye

with optic nerve, and bone marrow from a femur.

The method of histological examination is described
in the report on the macroscopic and microscopic
examination of rats after oral treatment with Octopirox,

of March 16, 1977, by Prof. Kief/Dr. Bihr (cf Appendix).



Statistical evaluation:

The following parameters were statistically evaluated:
the body weight was determined twice weekly and the
body weight development was assessed in the following
intervals: Ist - 28th day, 28th - 91st day and 9ist -
jo6th day.

The following hematological parameters were examined
prior to the beginning of the study, after the last

treatment or at the end of the follow-up period:

leukocytes,
thrombocytes,
hemoglobin,

erythrocytes.

The following clinical chemistry parameters were examined

after the last treatment or at the end of the follow=-up

period:
sodium, urea-N,
potassium, calcium,
iorganic phophorus, chloride,
urid acid, SGOT,
bilirubin , SGPT,
creatinine, alkaline phosphatase,
glucose,

The relative organ weights of the following organs were
determined after the last treatment or at the end of

the follow—-up period:

heart, testes/ovaries,
liver, adrenals,
lungs, - thyroid,
kidneys, pituitary,
spleen, brain.

The 1list of methods is given in the Appendix.




Results:

5.1 Behaviour, clinical symptoms and inter-

current deaths

In most of the animals the behaviour and the
clinical symptoms were normal.
Deviations from the norm and intercurrent deaths

are listed in the following Table:

Group Sex Animal Death after Findings
No. treatment .
11 A 104 42 Marked emaciation,
40mg/kg disequilibrium
I1I - 113 90 Autolysis
loomg/kg )
d 134 86 Autolysis
? 359 10 days Marked emaciation,
after last squatting position,
treatment ruffled fur,gasping

respiration,congestion
in the apical pulmonary

lobes
v g 20} 63 Autolysis
250mg/kg
? 37¢ 56 Autolysis
Q 387 80 Emaciation, squatting

position, "increased
respiratory rate
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The cause of death could not be determined in four
animals because of autolytic changeé. The same
applied to two further animals which were sub-
mitted to histological examination. In all proba-
bility these deaths were not attributable to
substance-induced changes of the organs examined.
The inspection of teeth, oral mucous membranes and
eyes did not reveal abnormal findings in any of

the rats.

Body weight developtment and food consumption

Figures: 13 - 16

Summary Tables: 17 - 40
Statistical Evaluation: 37 - 60
Individual Values: 118 =~ 365

Significant differecnes in body weight as compared

to control animals were abserved at the following

dates:
male animals female animals
40 mg/kg 21st day
100 mg/kg 21st day
250 mg/kg 21st, 24th, 28th, 35th,

38th, 42nd, 45th, 49th,
52nd, 56th, 63rd, 66th,
70th, 73rd, 77th, 80th,
94th, 98th, day

As si;nificantly lower body weights in female rats
were measured on only one day, and as the development
of body weight was statistically unremarkable at
further times of examination, the above significant
differences are accidental rather than substance-—
induced. It may not be ruled out, however, that

the delay in body weight development of the male

rats in the highest dosage group was substance-

dependent.



In male and female animals of the highest dosage
group the relative food consumption was markedly
increased during the experimental period but was

normal again during the follow-up period.

Hematological findings:

Summary Tables: &1 = 48
Statistical evaluation: 61 - 63
Individual Values: 366 - 389

At the end of the study the hemoglobin values of
male animals of the highest dosage group were signi-
ficantly lower than those of thé control animals,
The values of animal WNo. 181 (11 gZ), 161 (13,6 gI)
and 170 (13,9 gZ) were outside the normal range.

The erythrocyte values of the female animals of

the median dosage group were slightly increased but

within the norm.

At the end of the follow-up period the hemoglobin
values of male animals of the median dosage group
were significantly but slightly increased. The
erythrocyte count in male animals of the highest
dosage group was increased. As these values were
measured at the end of the follow-up period, and

as there had been no significant correlates at the
end of the study, it is unlikely that these findings

are biologically relevant.

Clinical chemistry findings:

Summary Tables: 49 - 52
Statistical evaluation: 64 - 115
Individual Values: 439 - 454



The following statistically remarkable results

were obtained:

Time Parameter Sex Dose Findings
End of study sodium é 100 mg/kg increase
uric acid d 40 mg/kg decrease

End of follow=-up inorg. P d 40 mg/kg increase
period urie acid g 40 mg/kg increase
250 mg/kg increase

End of study urea-N Q 100 mg/kg increase
End of follow=-up potassium 9 250 mg/kg increase

period

Male rat No. 150 (100 mg/kg) showed considerably
inereased potassium, inorganic phosphorus, uric acid,
creatinine, glucose, urea~N, SGOT, SGPT.and alkaline
phosphatase values at the end of the follow-up

period and was thus responsible for a remarkable
widening of standard deviations of the parameters

in this group.

It is highly probable that the significant differences
calculated were not substance~induced because the
changes did not correlate with the doses and because
remarkable findings in the highest dosage group were

observed only at the end of the follow-up period.

Urinalzses:
Individual Values: 390 ~ 437

In the urine of male and female rats, protein and
hemoglbbin, and in the sediment epithelial cells,
erythrocytes and isolated leukocytes, were demon-
stable in varying frequency, but these findings were
within the norm. As the histological examination
revealed no corresponding changes ia kidneys and
urinary bladder, these findings may not be considered

substance-dependent,



5.6 Post mortem examinations:

5.6.1

Dr. Ma/Ing

September

Organ weights:

Summary tables: 53 - 56
Statistical evaluation: 116 - 117

Individual Values: 455 - 486

The statistical comparison between the relative
organ weights of treated animals with those
of the control animals showed no remarkable
differences after the last treatment or at

the end of the follow-up period.

Macroscopic and microscopic findings:

The report on macroscopic and microscopic
examination of rats after oral treatment with
Octopirox in the Appendix indicates that the
90-day treatment with Octopirox did not lead
to histologically demonstrable organ damage in

the treated animals.

. Mar Pharmaceutical Research/Toxicology
12, 1977
of
HOECHST AG
signed:

Dr. Mayer
(Study director)

Dr. Weigand
(Industrial toxicology)

Prof. Kramer
(Head of department)
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Figure 3: Relative food congsumption in male rats after treatment

with Octoplirox for 90 days
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Figure 4, Relative food consumption in female yats after treatment
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METHOD: HT 004 : TEST: 0545 START COF TEST: 21.06,1976 PREPN, NO.: OCTOPIROX
ANIMAL T RAT ‘ ROUTE1 ETGVACh TUBE ,
GROUP! CONTROL SEXt MALE
STARTiOF TEST THIS GROUP: 22.06.1976
TEST [ STUDY ANT MAL WE IGHT IN G FOOC CUNSUMPT [ON
DAY COMP, TC CUMP, TO 1 BODY WEIGHT
ABSOLUTF INITIAL FEEVICUS / CAY PER DAY
+1 1 MEAN 136,6
! S 8,7
' N 25
+4 2 MEAN 149.3 12.7 12.7 13.71 9.62¢
S 10,8 3,8 3.8
N 25 25 25 25 2%
7 3 MEAN 159, 6 23.0 10.3 13.87 9.,02¢C
S 11,4 5,0 2.9
N 25 25 25 25 2¢
+10 4  MEAN 170.8 34,2 11.2 13.44 Buel7¢
S 11,7 s.g 3,0
N 25 2 25 25 25
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S 14.0 7.8 3.9
N 25 25 25 25 25
+17 6  MEAN 191.6 55,1 8.9 14.09 Te568
S 15.1 . B.6 2.6
N 25 25 25 25 2%
+21 7  MFAN 209.1 72.5 17.4 14.74 7.399
S 16,0 9.6 3,3
N 25 25 25 25 25
+24 8 ME AL 221.0 8444 11.9 15.31 T.156
S 17.2 11,1 4.2 '
N 2 25 25 25 ]
+28 9  MFAN 232.0 9544 1t.0 15.34 6.81%
S 16.9 12,8 3,1
N 25 25 25 25 2%
+3] 10 M:AN 239.9 103.4 7.9 16.57 7.068
S 20.7 14.7 3,9
N 25 25 25 25 2%
+35 11 MEAN 253.9 1{7.3 14.0 18.88 T7.698
. S 22.2 643 4,0
| N 25 25 25 25 2t
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HOECHST AG SUMMARY TABLE: 00D CONSUNPTION AND BODY WEIGH.. PHARMA FORSCHUNG TOXIKOLOGIE
METHOD: HT 004 TEST: 0545 START CF TEST: 21.0€.1976 PREPN. NO.: OCTOPIROX
ANIMAL: RAT ROUTE: STCFACF TUBE
GROUP: CONTROL SEX: FEMALE
START OF Ti:ST THIS GROUP: 22.06.1976
TEST STUDY " ANIMAL  WCIGHT IN 6 FOOL CONSUMPT ION
DAY CONP, TC  COMP, TO $ BODY WFIGHT
ABSOLUTE INITIAL FREVICUS G /7 CaAY PER DAY
+77 23 MEAN 205.2 84,1 1.2 13,68 6.700
S 11.5 10,2 2.6
N 25 25 25 25 2%
S 13.3 12.8 8.1
N 25 25 25 25 : 28
+84 25  MFAN 209.3 RB .2 6.8 15.26 7.4517
S 11,1 9.9 7.1
N 25 25 25 25 2¢
+87 26  MEAN 204.0 82.9 -;.2 12,64 6.131
S 12.0 11.0 o3
N 25 25 25 25 2¢
+91 27  MEAN 210.2 89.0 642 13.98 6.76¢
S 13,2 11,9 5,3
N 25 25 25 25 2¢
+94 28  MEAN 205.4 8545 -0.2 13,37 6,512
S 9.4 7.1 5,9
N 10 10 10 10 10
+68 29  MEAN 20646 86.7 1.2 13,07 6,35%
S 8,4 549 5,8
N io io- 10 10 1C
+10l 30 MEAN 205.8 85.9 0.7 12.43 6.03E
S 10,2 B.6 4,5
N io io io 10 10
+105 31 MEAN 207.6 87,7 1.8 12.80 6.20¢
' ' S 9.7 7-2 209
N 10 10 10 1€

0
MEAN FOR COMPLETC TEST 12.%5 T.024
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PHARMA FOR SCHUNG TOXIKCLOGIE

PREPN,

rCCD CONSUNPTION ANC BODY WEIGHT

SUMMARY TABLE:

HOECHST AG
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TEST: 0545
as

P: 22.06.1976
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PHARMA FOR SCHUNG TOXIKCLOGIE

Ny

FOCD CONSUMPTION AND BODY WEIGHT

SUMMARY TABLE:

HOECHST AG

NO.: OCTOPIROX
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HOECHST AG SUMMARY TABLE: FQOQD CONSUMPTION AND BOODY WEIGHT PHARMA FORSCHUNG TOXIKGLOGIE
METHOD: HT 004 TEST: 0545 START CF TEST: 21.06.1976 PREPN. NO.: OCTOPIROX
ANIMAL: RAT ROUTE: STGMACH TUBE
GROUP: T%ST DRUG: 1ST DOSE LEVEL SEXT MALE
START OF T=ST THIS GROUP: 22.06.1976
DOSE: 40 MG /KG
TEST STUDY ANTMAL NEIGHT IN 6 FGOD CCNSUMPT ION
NAY COVMP. XU COMP, TO BODY WEIGHT
ABSOLUTE INITIAL PREVICUS G / CAY PFR DAY
+77 23 MEAN 330. 9 191.9 4.1 19.¢1 6.005%
S 32,2 27.3 4,9
N 24 24 24 24 24
+80 24  MEAN 330.1 191,2 0,6 17.58 5.34%
S 33,0 2847 10,9
N 24 24 24 24 24
+84 25  MEAN 340.0 201.0 9,9 20,77 66224
S 33,9 29.1 9ol
N 24 24 24 24 24
087 26 MFAN 335.0 196'1 -1’09 17075 50275
S 35,0 30,5 6¢b
N 24 24 24 24 24
+91 27  MEAN 342.5 203.5 7.5 20.73 60160
< 33,4 28,8 6,3
N 24 24 24 24 24
S 34.5 30.3 3,
N 9 9 9 9 9
+98 29  MEAN 369.1 228.0 8.% 20.92 5.781
S 35.1 30.8 2,
N 9 9 9 9 9
+101 30  MEAN 372.0 230, 2. 21.313 5.801
S 35.8 387 5.§ ’
N 9 9 9 , 9
+106 31  MCAN 365.4 22443 -6.5% 18.18 4,963
S 32.5 27.3 s.g

N 9 S
MEAN FOR COMPLETE TEST 17.86 64635
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i

SUMMARY TABLE: ¢Q0D

METHOD: HT CO4 TEST: 0545
ANIMAL: RaY .
GROUP: TiST DRUGS 1ST DOSE L=VhL s
START OF TLST THIS GROUP: 22.06.1976
DOSE: 40 MG /7KG
TEST  STUDY' ANTMAL  WCIGHT
DAY COVP, TC
ABSOLUTF INTTIAL
+1 1 MEAN 120.1
S 4,8
N 35
+4 2 MEAN 1244 4.3
S 546 24
1 25 25
+7 3 MEAN 127.1 7.0
3 b1 2.9
N 25 25
+10 4  MEAN 131.8 11.7
S T4 4.0
N 25 25
+14 - S MEAN 137.4 17.3
S B, 4,2
N 3 25
+17 6  MEAN 139.9 19.8
S 8,2 458
N 28 )
+21 7 MEAN 150.5 30.4
S 9,1 5,3
N 25 325
+24 8  MEAN 153.5 13.4
s 9.5 62
N 25 25
+28 9 MEAN 161.3 41.2
S 10.5 6.9
N 25 25
+31 10 MEAN 162.9 42.9
S 11.9 B.5
N 25 25
+35 11 MEAN 167.7 47.6
S 12.5 9,0
N 28 25

4r e mmie s e B - L U T L L T T T T S U

-

N
CONSUMPTION ANC BOCY WE IGHT
START CF TEST:, 21.06.1976
RCUTEt STOMACK'TUBE
SEX: FEMALE
IN ¢ FOOC CONSUMP
COMP, TOD % BODY
PREVICUS G/ CAY PR
4.3 10.44
2.4
25 25
2.7 10.80
2.5
25 25
4.6 9.55
3,0
25 25
5.6 9.96
2,9
35 25
%.5 10,83
32 25
10.6 10.68
z.g
2 25
3. 10.61
3
25 25
7.8 11.13
3,2
25 25
1.6 11,59
2.9
25 25
4.8 13,27
2.9
25 25

PREPN.

8.851
25
8.602
2%
7.392

[ 3

-

7.421
25
7.843
2¢
7.377
2t
7.002
25
7.091
2¢
7.174
25
8.060
2¢

@
026

PHARMA FOR SCHUNG TOXI KOLOGIE
NQ.: OCTOPIROX
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PHARMA FOR SCHUNG TCXIKCLOGIE

PREPN.

(

FOOD CONSUMPTION AND BODY WEIGHT

SUMMARY TABLE:

HOECHST AG

OCTOPIROX
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TEST: 0545
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PHARMA FORSCHUNG TOXIKGLOGIE

PREPN,

. JO0D CONSUMPTION AND BODY WEIGH,

SUMMARY TABLE:

HOECHST AG

NO.: OCTOPIROX
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TEST: 0545
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PHARMA FORSCHUNG TOXIKGQLOGIE

AND BOCY WEIGHT

FOOD CONSUMFTION

SUNMARY TABLE:

&=

NO.: OCTOPIROX

PREPN,

TEST: 0545
DOSE LEVEL
QuUpP: 22.,06.,1976
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HOJECHST AG

METHOD: HT G04
ANIMAL: RAT
GROUP: 1IC
START 0
Uijdk:
TEST STUDY
DAY
+38 12
+42 13
+45 14
+49 15
+52 16
+56 17
+59 18
+63 19
+66 20
+70 21
+13 22

F
SUMMARY TABLE: F0QD
, TEST: 0545
DOSE LEVEL
up: 22. 061976
5 FKG ,
ANTMAL  WEIGHT
COMP., TC
ABSOLUTE INITIAL
257 119.9
.6 13.5
25 ., 25
269.9 152.1
16,7 13,5
25 25
274.4 136.6
17.§ 14,6
2 25
281.5 143,7
16,6 13.9
25 25
28642 148.4
18,0 1542
25 25
291.7 153,9
17,6 14,3
25 25
29641 158.3
18,6 15.4
25 25
299.0 lbl.%
18,3 15,
25 25,
306.3 168.5
19.g 16 .6
2 25
308.0 170.2
P82 {22
25 .25
31645 178,
20,1 16.;
25 25

A

)
CONSUMPTION ANC BODY WEIGHT

.

030

PHARMA FORSCHUNG TOXIKOLOGIE

PREPN. NO.: QCTOPIROX

START CF TFST: 21.06.1676
ROUUTE: STCMACK TURE
SEX: MALE
IN G FOGL CONSUMPT ION
COMP. TO % BODY WEIGHT
PREVICUS G / CAY PFR DAY
4,5 17.75 6.9¢&3
4,9
.25 25 2¢
12.2 20.13 7.654
3,5
25 25 2¢
4-5 17025 66353
5.9
25 25 2%
7.1 19,93 7.18¢
4.3 -
25 25 2¢
4,7 16.57 5,852
4,3
25 25 ¢ 2¢
50’0 19071 60841
4,5
25 25 2%
4.4 15.24 5.200
3.3
2 25 2%
249 19.37 6.532
3.7
25 25 2¢
Z.a 15.51 5.142
38 25 25
l'l 18.67 64096
25 25 25
8.6 16.63 5.331
4,6
25 25 2%

e me e e vy e m e 4 e
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+00D CONSUMPTION AND BODY WEIGHY

PHARMA FORSCHUNG TOXIKOLOGIE

PREPN,

SUMMARY TABLE:

HOECHST AG

NO.: OCTOPIROX
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22.06.1976
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HOECHST AG SUMMARY TABLE: . 00D CONSUMPTION AND BOCY WEIGh, PHARMA FOR SCHUNG TOXIKCLOGIE
METHOD: HT 004 TEST: 0545 START CF TEST: 21.06.1976 PREPN. NO.: OCTOPIROX
ANIMAL : RAT RQUTE: STCMACKF TUBE
GROUP: 'TEST DPUG: 2ND DOSE LEVEL SEX: FEMALE
START OF T&ST THIS GROUP: 22.06.1976
NOSE: 100 MG 7KG |
TEST  STUDY ANIMAL  WEIGHT IN G FOOD CONSUMPT ION
DAY ! COFMP. TC  COMP, 'TO £ BODY WEIGHT
ABSOLUTE INITIAL  PRFVICUS G / LAY PER DAY
+1 L MEAN 121.0
S 5,6
N 25 :
+I' 2 M('AN 12308 208 208 10011 80271
S 5,3 2.3 2.3
N 25 25 25 25 25
47 3 MEAN 128.3 7.3 4e4 11.25 8.94C
S 6.8 3,5 2.8
N 25 25 25 25 25
+10 4  MEAN 134.8 13.8 6.5 12.43 9,543
S 6.9 4.6 2.1
N 25 25 25 25 25
+14 5 MFAN 137.0 16.0 242 10.11 Te441
S 10,2 7.7 546
N 25 25 35 25 25
+17 6  MEAN 142.4 21.4 5e4 10.35 T.43¢
S 7.7 6,1 ok
N 25 25 35 25 2¢
+21 7 MEAN 151.1 30,1 8.7 11.29 7.712
S 9,3 6.9 3,3
N 25 25 25 25 25
+24 8  MEAN 153, 2 32.5 2.1 10.19 6,712
S 10,1 8., 4,0
, N 25 25 25 25 2¢
+28 9  MEAN 162.4 4].4 g.a 12.03 T.b48
S 11,3 .0 5
N 35 25 25 25 2k
+31 10 CAN 164. 6 43.6 g.g 11.65 7.154
e S 12.4 10.4 , .
N °25 25 25 25 . 2¢
+35 L1 MFAN 169.5 48.5 . 449 14.19 8,520
S 11.9 ‘lo.g 350
N £2§ 2 2

25 2t

N e e e —— o - o —— e e+ = 6 e o e e e ————— et e = S A



V33

TOXI KOLOGIE

OCTOPIROX

)

FOOD CONSUMPTION AND BODY WEIGHT

PHARMA FOR SCHUNG
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PHARMA FORSCHUNG TOXIKCLOGIE

AND BOOY WEIGHT

Fu00 CUONSUMPTION

SUMMARY TABLE:

HOECHST AG
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PHARMA FOR SCHUNG TOXIKOLOGIE

PREPN,

AND BODY WEIGHT

FOOD CONSUMPTION

SUMMARY TABLE:
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PHARMA FORSCHUNG TCXIKCLOGIE
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PHARMA FOR SCHUNG TOXIKOLOGIE
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PHARMA FOR SCHUNG TOXIKGLOGIE
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PHARMA FOR SCHUNG TOXIKCLOGIE
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PHARMA FORSCHUNG TOXIKIILOGIE
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PHARMA FURSCHUNG TOXIKOLOGIE
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PHARMA FORSCHUNG TOXIKULOGIE
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PHARMA FORSCHUNG TUXIKOLOGIE
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PHARMA FORSCHUNG TUXIKOLOGIE
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PHARMA FORSCHUNG TOXIKOLOGIE
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PAARMA FIRSCHUNGLG TUXIKULOGIE
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064

H-TEST
VERSUCHSNUMMER : 545 0CT.PIR.
TIERART : RATTE GESCHLECHT: MAENNLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: NA

PRUEFGROESSE T = 0.1098E 02 # (P<0.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE 1: 0.1967F 02 I

GRUPPE  2: 0.2840E 02 Il
GRUPPE  4: 0.3247E 02 IT
GRUPPE  3: 0.4014€E 02 I



065

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: MAENNLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: K

PRUEFGROESSE T = 0.1048E 02 » (P<0.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE 4: 0.1977E 02 1
GRUPPE 2: 0.2697E 02 I
GRUPPE 3: 0.3643E 02 I
GRUPPE 1: 0.3727E 02 I



H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: MAENNLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: ANORG. P.

PRUEFGROESSE T = 0.1076E 02 * (P<0.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE 4: 0.1797E 02 I
GRUPPE 2: 0.3173E 02 I1
grurPpPE 1: 0.3330E 02 11
GRUPPE 3: 0.3750E 02 I

Got



067

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART :  RATTE GESCHLECHT: MAENNLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: HARNSAEURE

PRUEFGROESSE T = 0.1571t 02 # (Pe0D.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE 2: 0.2060E 02 I
GRUPPE 4: 0.2203E 02 Il
GRUPPE 1: 0.3843E 02 I
GRUPPE 3: 0.3957E 02 I



H-TEST
VERSUCHSNUMMER : 545

TIERART : RATTE
DOSIERUNGEN:
KONTROLLE
40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: BILIRUBIN

OCT.PIR.

GESCHLECHT: MAENNLICH

PRUEFGROESSE T = 0.7677E 01 N.S.(P>0.05)

068



069

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: MAENNLICH
DOSTERUNGEN:
KONTROLLE
40.00 MG/KG

100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: KREATININ

PRUEFGROESSE T = 0.7564E 01 N.S.(P>0.05)



070

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: MAENNLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: GLUKOSE

PRUEFGROESSE T = 0.4081E 01 N.S.(P>0.05)




H-TeST

VERSUCHSNUMMER 545

TIERART :

DOSIERUNGEN:
KONTROLLE

40.00

100.00

250.00

RATTE

MG/KG
MG/ KG
MG/KG

14,
BUN

PRUEFGROESSE T = 0.1904E 00

OCT.PIR.

GESCHLECHT:

N.S.(P>0.05)

MAENNLICH

071



072

H=-TtS1 ’
VERSUCHSNUMMER . 645 OCT.PIR.
TIERART : RATTE GESCHLECHT: MAENNLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: CA

PRUEFGROESSE T = 0.3967E 01 N.S.(P>0.05)



073

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: MAENNLICH
DOSIERUNGEN:
KONTROLLE
40.00 MG/KG

100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: C1

PRUEFGROESSE T = 0.2800E 01 N.S.(P>0.05)



H-TEST
VERSUCHSNUMMER : 545

TIERART : RATTE
DOSIERUNGEN:
KONTROLLE
40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

=z
m 2<

T: 14. WOCHE

uuuuuu

R: SGOT

vl o |

I m
p o)
T —
=z ©
m C
—f

OCT.PIR.

GESCHLECHT:

PRUEFGROESSE T = 0.3742E 01 N.S.(P>0.05)

MAENNLICH

074



H-TEST
VERSUCHSNUMMER : 545

TIERART . RATTE
DOSTERUNGEN:
KONTROLLE
40.00 MG/KG
100.00 MG/KG

250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: SGPT

PRUEFGROESSE T =

0.3131E 01

OCT.PIR.

GESCHLECHT:

N.S.(P>0.05)

MAENNLICH

075



076

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: MAENNLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: AP

PRUEFGROESSE T = 0.6930E 00 N.S.(P>0.05)



077

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: WEIBLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: NA

H-TEST

PRUCFGROESSE T - 0.3959E 01 N.S.(P>0.05)



H-TEST
VERSUCHSNUMMER : 545

TIERART : RATTE
DOSIERUNGEN:
KONTROLLE
40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: K

PRUEFGROESSE 7 = 0.1712E 01

OCT.PIR.

GESCHLECHT: WETBLICH
N.S.(P>0.05)

078



079

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: WEIBLICH
DOSIERUNGEN:
KONTROLLE
40.00 MG/KG

100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: ANORG. P.

PRUEFGROESSE T = 0.7101E 01 N.S.(P>0.05)



080

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: WEIBLICH
DOSIERUNGEN:
KONTROLLE
40.00 MG/KG

100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: HARNSAEURE

PRUEFGROESSE T = 0.3574E 01 N.S.(P>0.05)



081

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: WEIBLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: BILIRUBIN

PRUEFGROESSE T = 0.1284E 01 N.S.(P>0.05)



H-TEST
VERSUCHSNUMMER : 545

TIERART : RATTE
DOSTERUNGEN:
KONTROLLE
40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: KREATININ

PRUEFGROESSE T = 0.6875E 01

OCT.PIR.

GESCHLECHT:

N.S.(P>0.05)

WEIBLICH

082



H-TEST
VERSUCHSNUMMER : 545 CCT.PIR.
TIERART : RATTE GESCHLECHT:
DOSTERUNGEN:

KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: GLUKOSE

PRUEFGROESSE T = 0.9600 E Ol » (P<0.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE 3: 0.2263E 02 I
GRUPPE 2: 0.2393E 02 I
GRUPPE 1: 0.3303E 02 I
GRUPPE 4: 0.3977E 02 I

WEIBLICH

083



084

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: WEIBLICH
DOSTERUNGEN:
KONTROLLE-
40.00 MG/KG

100.00 MG/KG
250.00 MG/KG.

ZEITPUNKT: 14. WOCHE
PARAMETER: BUN

PRUEFGROESSE T = 0.1012E 02 # (P<0.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE 1: 0.2103E 02 I

GRUPPE 2: 0.2503E 02 11
GRUPPE 4: 0.3385E 02 Il
GRUPPE 3: 0.3867E 02 I



085

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: WEIBLICH
DOSTERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: CA

PRUEFGROESSE T = 0.9422E 01 » (P<0.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE 3: 0.2250E 02 I
GRUPPE 4: 0.2519E 02 I
GRUPPE 2: 0.3090E 02 1
GRUPPE 1: 0.3883E 02 I



086

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: WEIBLICH
DOSIERUNGEN:
KONTROLLE
40.00 MG/KG

100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: Cl

PRUEFGROESSE T = 0.1125E 01 N.S.(P>0.05)



087

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART 1 RATTE GESCHLECHT: WEIBLICH
DOSTERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: SGOT

PRUEFGROESSE T = 0.3213E 01 N.S.{P>0.05)

gy



088

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: WEIBLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER:  SGPT

PRUEFGROESSE T = 0.7637E 01 N.S.(P>0.05)



089

H-TEST
VERSUCHSNUMMER : 545 O0CT.PIR.
TIERART : RATTE GESCHLECHT: WEIBLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 14. WOCHE
PARAMETER: AP

PRUEFGROESSE T = 0.3494E 00 N.S.(P>0.05)



H-TEST
VERSUCHSNUMMER : 545
TIERART : RATTE
DOSTERUNGEN:
KONTROLLE
40.00 MG/KG
100.00 MG/KG
250.00 MG/KG
ZEITPUNKT: 16. WOCHE
PARAMETER: NA
H-TEST
PRUEFGROESSE T =

0.2972E 01

OCT.PIR.

GESCHLECHT:

N.S.(P>0.05)

MAENNLICH

090



091

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: MAENHLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG

250.00 MG/KG

ZEITPUNKT: 16. WOCHE
PARAMETER: K

PRUEFGROESSE T = 0.4949E 01 N.S.(P>0.05)



092

T R el o o

H=-1tol
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART :  RATTE GESCHLECHT: MAENNLICH
DOSIERUNGEN:
KONTROLLE

40.00 MG/KG

100.00 MG/KG

250.00 MG/KG
ZEITPUNKT: 16. WOCHE
PARAMETER: ANORG. P.

PRUEFGROESSE T = 0.1703E 02 * (P<0.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE  4: 0.1056E 02 I
GRUPPE 1: 0.1540E 02 I
GRUPPE  3: 0.2135E 02 IT
GRUPPE 2: 0.3094Et 02 I



H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: MAENNLICH
DOSTERUNGEN:
KONTROLLE
40.00 MG/KG

100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 16. WOCHE
PARAMETER: HARNSAEURE

PRUEFGROESSE T = 0.1907E 02 » (P<0.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE 1: 0.7200E 01 I

GRUPPE 3: 0.2010E 02 I1
GRUPPE 2: 0.2400E 02 I
GRUPPE 4: 0.2800E 02 I

Vo

v



H-TEST
VERSUCHSNUMMER : 545 O0CT.PIR.
TIERART :  RATTE GESCHLECHT: MAENNLICH
DOSIERUNGEN:
KONTROLLE
40.00 MG/KG

100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 16. WOCHE
PARAMETER: BILIRUBIN

PRUEFGROESSE T = 0.1665E 02 # (P<0.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE 2: 0.1039E 02 I

GRUPPE 3: 0.1515E 02 11
GRUPPE 1: 0.2325E 02 I
GRUPPE 4: 0.2928E 02 I

094



095

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: MAENNLICH
DOSTERUNGEN:
KONTROLLE
40.00 MG/KG

100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 16. WOCHE
PARAMETER: KREATININ

PRUEFGROESSE T = 0.8197E 01 # (P<£0.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE 2: 0.1200E 02 I
GRUPPE  3: 0.1725E 02 I
GRUPPE 1: 0.2325E 02 I
GRUPPE 4: 0.2533E 02 I

R



096

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART : RATTE GESCHLECHT: MAENNLICH
DOSTERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 16. WOCHE
PARAMETER: GLUKOSE
H-TEST

PRUEFGROESSE T = 0.3689E 01 N.S.(P>0.05)



097

H-TEST
VERSUCHSNUMMER : 545 OCT.PIR.
TIERART i RATTE GESCHLECHT: MAENNLICH
DOSTERUNGEN:
KONTROLLE

40.00 MG/KG
100.00 MG/KG
250.00 MG/KG

ZEITPUNKT: 16. WOCHE
PARAMETER: BUN

PRUEFGROESSE T = 0.1010E 02 * (P<0.05)

SIMULTANER VERGLEICH ALLER GRUPPEN

(NACH NEMENYI, 5%-NIVEAU)

RANGMITTEL VERGLEICH

GRUPPE  2: 0.1283E 02 I

GRUPPE  3: 0.1550E 02 I1
GRUPPE 1: 0.2205E 02 I
GRUPPE 4: 0.2778E 02 1



