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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 a 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. 
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According to the results of 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 examinations) do not 
suggest an influence of Octopirox. 

2. 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. 
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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 - 0 per cent - 10 ml/kg 

40 mg/kg - 0.4 per cent - 10 ml/kg 

100 mgfkg - 1.0 per cent - 10 ml/kg 

250 mg/kg - 2.5 per cent - 10 ml/kg 

Duration of study: 
90 days plus 16 days follow-up period 

Beginning of study: 
June 22, 1976 

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

Persons responsible: 

Study director: Dr. Mayer/ Ing.Xarkert 
Industrial chemistry: 

Dr. Weigand 
Clinical chemistry: 

Dr. HajdG/Dr.Wicha 
Histology: Dr. Bfhr/Prof.Kief 
Head of department: 

Prof. Kramer 
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4. Method: 

Octopirox (= H 726146 A) was administered five times 
a week for 90 days to 100 male and 100 female Wistar 
rats (strain HOE: WISKf (SPF 7l))which were juvenile 
at the beginning of the study. The arrimals received 
different doses orally by means of a stomach tube. 
The randomized rats were in good general state of 
health and weighed 114 - 1.53 g (f - 136.5), s = 8.3, 
males) and 106 - 134 g ( f = 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 3s - 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 5.n the following 
Table: 

Group Dose Concentration No. of timals per group 

(mgk) (per cent) 6 0 + 

I 0 25 25 

II 40 o,4 25 25 

III 100 I,0 25 25 
IV 250 295 25 25 



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 disordersin 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 
examined (blood samples were withdrawn from a sublingual 
vein and were examined according to the methods given 
in the Appendix): 

hemoglobin (1.1) 
erythrocytes (1.2.1) 
reticulocytes (1.4) 

thrombocytes (1.7) 
leukocytes (1.2.2) 

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) S GOT (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 end of 
the study urinalyses were performed, and assessed 
were (cf. list of methods in Appendix): 

appearance 
colour 
pR value 
glucose 

(3.1) protein (3.3) 
(3.1) -bilirubin (3.5) 
(3.2.1) hemoglobin (3.3) 
(3.3) sediment (3.8) 

24 hours or 14 days after the last treatment (- follow- 
up period) 15 or IO male animals of each group vere 
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, spleen, 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. Blhr (cf Appendix). 
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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: 1st - 28th day, 28th - 91st day and 91st - 

106th 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, S GOT, 
bilirubin , S GPT, 

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 list of methods is given in the Appendix. 
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5. 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 

II c9 
4Omglkg 

104 42 Marked emaciation, 
disequilibrium 

III 8 
IoomgJ‘kg 

8 

? 

IV 8 
250mg/kg 

113 

134 

359 

90 

86 

10 days 
after last 
treatment 

Autolysis 

Autolysis 

Marked emaciation, 
squatting position, 
ruffled fur,gasping 
respiration,congestion 
in the apical pulmonary 
lobes 

201 63 Autolysis 

379 56 

387 80 

Autolysis 

Emaciation, squatting 
position, 'increased 
respiratory rate 
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5.2 Body weight developtment and food consumption 

The cause of death could not be determined in four 
animals because of autolytic changes. 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. 

Figures: 13 - 16 
Summary Tables: 17 - 40 
Statistical Evaluation: 57 - 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 q/kg Zlst day 
100 mg/kg 21st day 
250 mgjkg 2lst, 24th, 28th, 35th, 

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

.- 
As significantly lower body weights in female rats 
were measured on only one day, and as the development 
of body weight vas 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 thk’ highest dosage 
group the relative food consumption was markedly 
increased during the experimental period but was 
normal again during the follow-up period. 

5.3 Rematological findings: 
Summary Tables: 41 - 4g 
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 the control animals. 
The values of animal No. 181 (11-g%), 161 (13,6 gI) 
and 170 (13,9 g%> 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 :he 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 
, 

'-x. 

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. 

5:4 -Clinical chemistry findings: 

Summary Tables: 49 - 52 
Statistical evaluation: 64 - 115 
Individual Values: 439 - 454 
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The following statistically remarkable results 
were obtained: 

Time Parameter sex Dose Findings 

End of study sodium d 100 mg/kg increase 
uric acid 8 40 mg/kg decrease 

End of follow-up inorg. P 8 40 mg/kg increase 
period uric acid d 40 mg/kg increase 

250 mg/kg increase 

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

Male rat No. 150 (100 mg/kg) showed considerably 

increased potassium, inorganic phosphorus, uric acid, 
creatinine, glucose, urea-N, SGOT, SGPT,and alkaline 
phosphatase values at the end of the follov-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. 

5.5 Urinalyses: 
Individual Values: 390 - 437 

In the urine of male and female rats, protein and 
hemoglobin, 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 in kidneys and 
urinary bladder, these findings may not be considered 
substance-dependent. 
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5.6 Post mortem examinations: 

5.6.1 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 shoved no remarkable 
differences after the last treatment or at 
the end of the follow-up period. 

5.6.2 Macroscopic and microscopic findings: 
The report on macroscopic and microscopic 
examination of rats after oral treatment vith 
Octopirox in the Appendix indicates that the 
go-day treatment with Octopirox did not lead 
to histologically demonstrable organ damage in 
the treated animals. 

Dr. Ma/Ing. Mar 
September 12, 1977 

Pharmaceutical Research/Toxicology 

of 

BOECHST AG 

signed: 

Dr. Mayer 
(Study director) 

Dr. Weigand 
(Industrial toxicolo 

Prof. Kramer 
(Head of department) 

IfiY) 
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Figure 2: 
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Body weight development in female rats after treatment 
with Octopirox for 90 days 
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Figure 38 Relative food consumption in male rats after treatment 
with Octopirox for 90 days 

I * ;.. ! ; , : : : : _'. 

: : :’ 

. 

: : I 
: : 

. . . . ii..i :;! I ’ 
i !, +$/kg (Cod roll ’ : 

----I- 140 my/kg 

-“.-...I..,- 100 &/kg 

. . . . . - . . . . . . . . . . ..-.-. 259 &/kg 

1 2 3 4 5 6 7 8 9 10 11 

last treatment 
weeks 



6 

5 

t 

Figure 4; Relative food consumption in female rats after treatment 

with Octopirox for 90 days 
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SUHM4RY TABLEt FOOO CONSUHPTION AkO BODY WElGnl 
018 

PHARHA FOR SCHUNG TOXI KOLUGIE 
MFTHnn: IIT OO/; 
AN IMAL : Rj\ T 

TEST: 0545 

GROW : GUN TROL 
START OF T’iST THIS GROUP! 22.06.1376 

STbRT OF TEST: 21.06.1976 
ROUTE: STCYPCh TUF!E 
SEX: MALE 

PREPN. NO. : OCTOPIROX 

TEST 
DAY 

S TUI, Y 

+38 12 

+42 13 

+45 14 

+49 15 

t52 lb 

+56 

+59 

+63 

+bb 

t70 

+73 

17 

1 H 

19 

20 

21 

?2 

_. . 

MEe\N 

Ns 

261.3 
22;; 

FAN 
N 

227:*: 
i5 

MEAN 

F: 
2E!m; 

i5 

MEAN 

Ii 

288.1 

25i; 

MI-AN 

Ii 
229;- 69 

i5 

MEAN 298. b 

Ns “ii! 
MEAN 

Ns 

ME4N 308.8 

6 3oi50 

M ”AN 314. b 

t3 v 

MFAN 317.6 

fi 31ig 

TN 
N 

ANIMAL WE IGHT 

“PIP;,XE A8 SOLUTE 

FOOC CONSUYPT ION 
%  f3tllX “nd&GH’ 

G / CPY 

17.95 

25 

19.20 

25 

19.52 

25 

20.00 

25 

18.17 

25 

10.82 

25 

18.20 

25 

18.33 

25 

lb.92 

25 

17.94 

25 

18.03 

25 

7.OlC 

25 

7.251 

25 

7.128 

25 

7.087 

25 

6.300 

25 

6.412 

25 

6.104 

25 

6.044 

25 

5.476 

25 

5.726 

25 

5.667 

29 

-  . .“._^ . - _ .  , -  



Hfl ECHST AC SUMMARY TABLE: FGOO CONSUNPTXON ANII BOOY WEIGHT PHARMA FOR SCHUNG TCXI KCLOGIE 

YFTHUD: tlT 004 
M&L : RAT 

TEST : 0545 

: CONTRUL 
START OF TtiST TllIS GROUP: 22.06.1976 

TtrST 
UAY 

STUDY 

+77 23 

+a0 24 

+84 25 

te7 26 

+91 27 

t94 

tS8 

t101 

t106 

29 

23 

30 

31 

MFAN 

i 

;E AN 

N 

MEAN 

ci 

MEAN 

ii 

MEAN 

3 

:EAN 
. . 

MEAN FOR CClMP& TE 

STAPT CF TEST: 2l.oc.i976 
ROUTE: STCrJACE TUBE 
SEX: MALE 

PREPN. NO. : OCTOPIROX 

FOOC CCINSUMPT IqN 

G / CPY 
% 0;:; ;k;GHT 

. 

19.74 6.112 

25 25 

16.99 5.22C 

25 25 

18.65 5.71E 

25 25 

18.45 5.631 

25 25 

20.70 6.260 

25 25 

20.57 5.898 

10 10 

19.35 5.493 

10 10 

19.53 5r401 

10 10 

17.42 4.903 

17. 8 4 6 6!! . 

‘... 

%.I.(  

..--.- v-v.. . . -  .  - - - _ .-- _ _ - .  .  .  ._ .  

.  __ 

- - - -  - - - I -  



HOECtlSl AC, SUMMARY TABLE t iOO0 CONSUNPTION ANC BODY WE IGHf 
METtir3l): HT 004 
ANIM&L: RAT 

TEST: 0515 

GROUP: CONTROL 
START c1F TEST THIS GROUP: 22.06.1976 

TEST 
DAY 

STUO Y ANI FlAL WE IGHT 
cyw;I ;; %MP GTO 

PREVi cm 
+1 

t4 

t7 

+10 

+14 

+17 

+21 

t24 

+2e 

+31 

+35 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

FAN 
N 

MFAN 

ii 

FAN 
IJ 

YAN 
N 

FAN 
N 

MEAN 

t? 

MEAN 

i 

ZEAN 
N 

FAN 
N 

MEAN 

i 

YhN 
N 

02 0 
PHARMA FOR SCHUNG TCXI KCLOG IE 

STAPT CF TEST: 21.06.1976 
RGUTE: STCCACt TUBE 

PREPN. NO. : OCTOPIROX 
SEX: FEYbLE 

AI3 SOLUTE 

121.1 

“6 

12P46 
i5 

130.4 

‘iii 

13g.i 

i5 

14:* 88 
is 

15?fi 
i5 

166.1 
10g 

37.2 

“;ii 

FOOC 

G / CbY 

CONSIJMPT ION 
a; A;:# ‘di;GHT 

10.97 8.83G 

25 25 

11.12 fi.631 

25 2: 

10.93 a*215 

25 25 

10.43 7.513 

25 25 
11.04 7.723 

25 25 

11.09 7.328 

25 25 

10.95 6.894 

25 2: 

11.60 7.137 

25 25 

12.53 7.503 

25 25 

13.25 7.75c 

25 25 

. .-.. -._... 
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HOECHST AG SUMMARY TABLE: k-000 CONSUMPTION ANCI BODY WEIGHT PHARMA FOR SCHUNG 10X1 KCILOGIE 

METHOD: HT 004 
ANIMAL: PAT 
GROIJP: CONTROL 

TPST : 0545 

START OF TfST l-HIS GROUP: 22.06.1976 

+3El 

+42 

+45 

t49 

+52 

t56 

t59 

+63 

t-66 

+70 

t73 

STUDY 

12 

13 

14 

15 

16 

17 

18 

19 

20 

31 

22 

!zFAN 
N 
MFAN 

fi 

MEAN 

i: 

YN 
14 

MEAN 

I! 

MFAN 

r: 

MEAN 

F: 

FAN 
N 

ML-AN 

E: 

!i” *jN 
N 

!lEAN 
N 

AN1 E(AL HE ICHT 

A8 SOLUTE Cfl%*XE 

56.8 
0.3 

25 

191.8 70.6 

loi: “6 

191.8 70.7 

550 ‘6 

194.8 

1029 

‘Ip;: 

i5 

195.1 
11.3 

25 

STAPT GF TEST: 21.06.1976 
PCUTE;E;Vf:ACI- TUBE 
SEX: 

PREPN. NO. : OCTOPIROX 

FOOC CONSUMPT ION 

G / CPY 
P BCHlAy ‘dg;GHT 

12.31 7.007 

25 25 

14.11 7.R35 

25 25 

13.59 7.338 

25 21 

14.55 7.677 

25 25 

13.07 6.024 

25 25 

13.46 6,975 

25 2? 

12.81 6.584 

25 25 

13.24 6.776 

25 25 

11.88 6.000 

25 25 

12.50 6.223 

25 21 

12.51 6.175 

25 25 

,_ _ .__ . .-. .- . .- ._- . . . ._.._.- __ _ -... _ _ .._. ,._ . , . _. _ ~ .._..____. __ .- .._._ 
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WECHST AG SUMHARY TABLE; t-CC0 CGNSUI'PTfON AhC @ODY WEIGHT PHARYA FOR SCHCING 10x1 KCLOGIE 

HFTHOIJ: tiT 004 TEST : 05',5 
;;dIC];L : 44 T 

: TkST DF;UGt 1ST DOSE W/EL' ' 
START OF TtStOTtIIS G$p@P& 22.06.1976 
CtOSE! J 

STAPT OF TEST8 21 .OC. 1976 
ACUTE8 STOPACH TUF!E 
SEX: MALE 

PREPN. NO. : OCTOPIROX 

TEST 
DAY 

+1 

+4 

+7 

t10 

t14 

+ 17 

t21 

t24 

t28 

+31 

+35 

STUDY 

1 

2 

3 

4 

6 

.-.._ , 

AN1 MAL WE IGHT 

Y%rXf ABSOLUTE 

13p; 
i5 

151.3 
Log w 

55 

33*2 
is 

184.5 
ll$ 

45.8 12.5 

%  '3': 

‘3’j 
is 

56.7: 

"2 

212.6 
14g 7:*(t 

i5 

225.6 

'% 
!k f 

is 

236.1 
16.7 

25 

108. 
14. II 

25 

&P. ‘TCI 
PREV I CUS 

142.96 
i5 

'2: 
is 

FOOC CCINSLJMPT ION 

G / DAY 
%  BCNpV #gjGHT 

1 

13.55 

25 

13.44 

25 

13.47 

25 

13.40 

25 

14.71 

25 

15.13 

25 

L5.8R 

25 

15.58 

25 

17.81 

25 

19.16 

25 

f-- 

--,- . ..--. _ ,,. --,. _. 

9.363 

25 

8.678 

25 

8.144 

25 

7.532 

25 

7.741 

25 

7.436 

25 * 

7.264 

25 

6.770 

25 

7.39f 

25 

7.576 

25 

.,-.--"- --- ____.____ _.. .- _ - 



l 
HUECHST AG SUMMARY TABLE: FOCO CONSUCPTION Ah’0 BODY ME IGuT 
METHOD: HT 004 
ANIMAL: RAT 

TEST : 0545 
GROUP : TEST DRUG: 1ST DOSE LEbEL 
DOSE: 
START OF TkSITOTHI S G;gW’; 22.06.1976 

I 

STlrFT CF TEST: 21.06.1976 
RCUTE: STCYbCt- TUBE 
SEX: MPLE 

STUDY TEST 
DAY 

+3a 

t42 

+45 

t49 

t52 

t56 

+59 

+63 

+66 

+70 

+73 

. _ , . 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

_ 

MEAN 

ti 

YAN 
N 

MEAN 

Ns 

MEAN 

ii 

FAN 
N 

MEAN 

i? 

:E AN 

N 

ME AN 

2 

MEAN 

Ns 

’ ANIMAL WF ICHT 

“Xi IXF 
FOCC 

G / CAY 

17.80 

25 

18.44 

25 

18.96 

24 

20.50 

24 

16.67 

24 

19.45 

24 

18.06 

24 

19.09 

24 

16.92 

24 

19*05 

24 

17.54 

24 

CCNSUMPT IqN 
X B;;pY ;d:GtiT 

6.794 

25 

6.916 

25 

6.774 

24 

7.130 

24 

6.363 

24 

6.524 

24 

5.94e 

24 

I I 6.20’5 

24 

5.389 

24 

5.995 

24 

5*44E 

24 

PHARHA FOR SCHUNG 10X1 KCLOGIE 

PREPN. NO. : OCTOPIROX 

_.. -,.. . . ,. . __._C_--___ __., _- ., . . . . . - .-----,-- --.- --. - - 



HOECHS T AG 

.s  

f  
-- \  

-. \’ 

SUMMARY TAoLEt FOOD CCINSUHPTION AN0 BODY WEIGHT 

y;tm&; ~~Too4 TF ST : 0545 

GROUP : l’& DRUG: 1ST DOSE LEVEL 
START OF TfS;OTtIIS GFW; 22.06.1976 
DOSE: # 

STPRT CF TEST: 21.06.1976 
ROUTE: STGCPCH TUBE 
SfXtr MbLE 

STUDY 

+77 23 

+a0 24 

484 25 

+e7 26 

t91 27 

+94’ 2a 

+98 29 

+101 

+ 106 

30 

31 

FAN 
N 

IyN 

N 

MS4N 

I3 

FAN 
N 

?EAN 

fi 

!iFAN 
N 

FAN 
N 

YEAN 
N 

MT-AN 

r: 
tiEAN FOR COYPLFTE TEST 

AN1 MAC UC: IGHT 
COCP. 

AD SOLUTE INITI f x 

196. I 
30.5 

24 

025 
PHARMA FOR SCHUNG TOXI KGLOGIE 

PREPN. NO. : OCTOPIROX 

@MP GTa 
FGOO CCNSUMPT ION 

PRWi cus G / CPY 
I BW; ;g$GHT 

:;t 19.61 24 6.005 24 

iP96 17.58 5.345 

i4 24 24 

;;i 20.77 24 6.224 24 

‘x! 17.75 5.275 

is 24 24 

2; 20.73 24 ‘6.160 24 

-3* r5 22.26 6.208 

‘9 9 0 

5: !I 20.92 5.781 

9 9 9 

k % 21.33 5.801 

9 9 

-6.5 18.18 4,963 

Y 
17.e: 6.63: 

- ,. .- “_,_ . .-. _ . _., -_ . - . _ _ _ _____ -.-_-.-. 



HOECHST AG SUMMARY i TABLE 3 t’OO0 

METHOD: IIT CO4 
4N IMAL : Hu 1 

TEST: 0545 

GROUP : T;:ST ORIJG: 1ST DI)Sti L’IVtl I 
START OF TI.S;OTItI S GFW& 22.06.1976 
DOSE: 

TFST 
DAY 

+1 

t4 

47 

+10 

+14 

+17 

+21 

+24 

t20 

.+3 1 

+35 

- . . -. _. _ -. _ 

STW Y 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

MEAN 

ii 

MEAN 

I: 

MEAN 

i 

MEAN 

I! 

MAN 

d 

MEAN 

i 

MEAN 

ti 

MIEAN 
N 

FAN 
N 

MsEnN 
N 

MEAN 

ti 

AN1 Mb L HC IGHT 

w;1 XE AB SCILUTF 

, . - -~, r- ,, . . . ., . .,. 

42.0 

.“i; 

47.6 

‘;8 

CONSUt4PTIClN ANC BCtfJY WEIGH1 PHARHA FOR SCHUNG 10x1 KOLOG I E 

STbPT CF TEST: 21.06.1976 
RCUTEt STO)JACt- ’ TUBE 

PPEPN. NO. I OCTOPIROX 

SEX: FE)JbLE 

@MP. ‘T 0 
PRFVICUS 

*. . - - -- - _ ___ 

FOOC CONSUMF’T ION 

G / cny 
R BCiIi; W&GHT 

10.44 8.551 

25 25 

10.80 8.605 

25 25 

9.55 7.392 

25 25 

9.96 7.421 

25 25 

10.83 7.84? 

25 25 

10.60 7.377 

25 2,: 

10.61 7,aoi 

25 25 

11.13 7.091 

25 25 

Llr59 7.174 

25 25 

13.27 8.060 

25 25 

--- -- -.. .._._ _. --.. -.-. _ .-- ----. _- - _,_-___ . .- 



* 
f_ j 9 I 

HOECHST AG SUHHARY TABLE: F&, CONSUMPTION AN0 BODY HEIGHT 

METHOD: IiT 004 TEST: 0545 
ANIMAL: R4T 
GROUP : T’C‘ST DRUG: 1 ST DOSE LEVEL 
START OF TES;OTIiIS GROUP: 22.06.3976 
DOSE: MG /KF 

TFST 
DAY 

STUDY ! AN1 MAL WEIGHT 

“%i*Xi 

+38 

t42 

+45 

+49 

t52 

+56 

+59 

t63 

t66 

12 

13 

14 

15 

16 

17 

LO 

13 

20 

21 

22 

ME AN 

i 

MEAN 

i 

MEAN 

i? 

YEAN 
N 

MEAN 

i 

ME AN 

r= 

YEAN 
N 

=EAN 

N 

FAN 
r4 

YEAN 
N 

HF AN 

ii 

, . 

A8 SOLUTE 

180.4 

“iso 

184.1 
14;; 

‘Ki 
is 

‘PE 
i5 

‘E*i 
is 

191.2 
15.5 

25 

192.8 

“iZ 

‘W 
,i5 

190.8 

lb559 

STbPT CF TESTS 21.06.1976 
ROUTEt STOMACI- TUBE 
SEX: FtvbLF 

FOOC CONSUMPT ION 

G / CAY 
X BfllRy Fi-:GHT 

12.do 7.081 

25 25 

13.84 7.955 

25 25 

12.83 7.204 

25 25 

14.33 7.900 

25 25 

12.73 6.922 
25 25 

13.21 7.100 

25 ,25 

12.89 6.86e 

25 25 

13.65 , 7.20t 

25 2: 

11.44 5.990 

25 25 

12.44 6.444 

. 25 25 

11.61 5.929 

25 25 

027 
PHARMA FOR SCHUNG TOXI KCLOGiE 

PREPN. NO. : OCTOPIROX 



HOECliST AG SUHHARY TABLE: , dCJ0 

METHOT): HT 004 
ANIMAL: R4T 

TEST: 0545 

GP OUP : TilST DRUG: l!T DOSE LEVEL 1 
;A!;! OF TWOTHIS 6FW; 22.06.197b 

. , 

TEST 
DAY 

S TUO Y AN1 M4L WZ IGHT 

“Ph XF 

/ \. .\ t 
CClNSUHPiItlN AND BODY WEIGhr 

STPRT CF TEST: 2L.Ot.1976 
ROUTE8 STOMACh TUBE 
SEX3 FElrbLE 

wil 
PHARMA FOR SCHUNG 70X1 KGLOGIE 

PREPN. NO. : OCTOPIROX 

AR SOLUTE 

+77 

+eo 

+a4 

+a7 

+91 

+94 

+SR 

+101 

+105 

23 F4N 
N 

199.7 

‘7i50 

24 
‘Go 50 

is 

25 tp AN 

N 

210%. 90 

i5 

26 
!FAN 
t4 

27 MEAN 

ri 

28 

29 

30 

31 

ZEAN 
N ’ 

197.2 
23.5 

10 

YFAN 
N 

YN 
N 

22030. $j 

MEAN FUR COMPLETE TEST 
i0 

t$tAN 

N 

. . . _. . . 

&PI GT 0 
PRFV I cus 

-5*06 
i5 

-3.7 
6.6 

25 

5.8 
3j.; 

FCIOC 

G / C4Y 

13.34 

25 

11.48 

25 

14.03 

25 

12.61 

25 

14.18 

25 

13.40 

10 

13.05 

10 

12.90 

10 

12.02 

12.:; 

CONSUMPT ION 
% BW; ,;;;GHT 

6.737 

25 

5.822 

25 

7.077 

25 

6.340 

25 

7.077 

25 

6.762 

10 

66640 

10 

6.5Of 

10 

6.065 

7.&! 

: i 

. -... ---?-. .- _. -- . _ 



f- ‘. >\ U!I 
HOECHST AC, S”R’HAR,Y TABLE I F&l CONSUMFTION AkO EOCY WEIGHT PHARHA FOR SCHUNG 10X1 KCILOGIE 

t-i .TtinD: I-IT 004 
IF IMAL: RAT 

TEST : 0545 
A 
GROUP: TiiST DkUG: 2ND DOSE LEVEL 
START OF TWOTHIS GWW’; 22.06.1976 ’ 
DOSE: , 

ToET 
t1 

+4 

+7 

+10 

t14 

+ 17 

t21 

+24 

+28 

,t31 

t35 

-... _ 

SlWY 

1 

2 

3 

4 

5 

h 

7 

8 

9 

10 

Ii 

MEAN 

I! 

MEAN 

i? 
147y* g 

i5 

MC4N 

Ns 
15s9o27 

$5 

FAN 
N 

17i.f; 

i5 

MEAN 

ii 
’ w 

i5 

iFAN 
N 

192.1 
9.5 

25 

MEAN 

Ns 
2P60*s 

i5 

WAN 218.3 

Ns “2; 

YEAN 
N 

FAN 
N 

!FAN 
N 

AR SOLUTE 

21.9 

‘55’ 

3xi 
i5 

564.-j 

i5 

89.1 

‘is 

q8b8 
is 

1 t 5.4 
,0.5 

25 
_1, 

‘WJ 
.-. ,..- 

STbRT CF TEST: 21.06.1976 
ROUTE! STCR!bC)r TUBE 

PREPN. NO. i OCTOPIROX 

SEX: MALE 

:!!MP. GTO 
FOOC CGNSUMPT IqN 

PREV I CUS 
% f3f’lFJ ;f;GtiT - 

G / CAY 

13.08 9.116 

25 22 

14.19 9.187 

25 25 

12.93 7.826 

25 25 

13.66 7.755 

25 25 

13.92 7.461 

25 25 

15.13 7C611 

25 25 

14.81 6.992 

25 25 

15.75 7.093 

25 2= d 

If.01 7.343 

25 25 

19.72 86059 

25 25 

‘4 

..---. . . ___ --.---- -- 



HfJECtIST AC, 

r. - ‘-J 
SUMMARY TABLE t FOOD CONSUMPTION ANC BODY WEIGHT 

METHOD: IIT OOq 
ANIMAL : RA T 

, TEST : 05’t5 

GROUP : 7rTST c)GuG: ’ 
;IJ$f&T OF 

2ND D&E LEVEL 
: 

TC-&TH[S G”,;‘:;’ 22.06.1976 
2 I 

STPPT CF TFST: 21.06.1976 
ROIJTE: STCHACt- TUBE 
SEX: MALE 

STUDY 

t30 12 

t42 13 

t45 14 

+49 15 

+52 lb 

+56 

+59 

+63 

+db 

t70 

+73 

. ..- _ _-..- 

17 

18 

19 

20 

21 

22 

YN 
N 

FAN 
fJ 

MEAN 

t! 

MEAN 

ii 

YE AN 
N 

MEAN 

d 

ZEAN 
N 

!FAN 
N 

MEAN 

I= 

rEAN 
N 

NF4N 

Ns 

AN1 PAL HE IkHT 

Y%I xi 

Q30 
PHARMA FOR SCHUNG TOXI KOLOGIE 

PREPN. NO. : OCTOPIROW 

&lP GTO 
PREVi CUS 

4.5 

4iz 

1g.g 

$5 

FOOL CCJNSUMPT ION 

G / CPY 
X B;Jl $jGHT 

17.75 6.963 

25 25 

20.13 7.654 

25 25 

17.25 66353 

25 25 

19.93 7.1at 

25 2t 

lb.57 5.852 

25 8 25 

19.71 6.841 

25 25 

15.24 56200 

25 2: 

19.37 6.532 

25 ?Z 

15.51 5.142 

25 25 

18.67 64096 

25 32 
16.63 5.331 

25 25 



I ’ .- ‘J L” Y -8. 

HOECHST AC SUMMARY TABCE : t-000 CONSUMPTION ANC BODY WEIGttT 
METHOD: HT 004 
t;;Nf;L : RA T 

TEST: 0545 

: 1FST UfiUG: 2NO DOSE LffV4L 
START OF TWOTHIS “WJt;; 22.06.1976 
OOSE: 

STUDY 

+77 23 

tt30 24 

to4 25 

tf37 26 

+91 27 

t94 29 

t9t.l 29 

t101 

+106 

YEAN 

YE AN 
N 

MEAN 

i 

MEAN 

G 

MEAN 

i 

MEAN 

t! 

MEAN 

ii 

!YAN 
14 

MFAN 

,ANI MAL 

At3 SOLUTE 

327.1 
20248 

w! io 
3p ; 

io 
342.2 

17ii 
339.5 

14.4 
LO 

IEST 

STbRT CF TEST: 21.06.1976 
PCUTE: STCMACH TUB! 
SEX! MbLE 

%MP. GTO 
PREV I <US 

:;i 

lkj 

1x 
i4 

-4.1 
io 

x 
io 

5*; 
IO 

-2‘6 
25 3 

i0 

FOCI0 CCNSUMPT ION 

G / CbY 
g EKI.IAy ;;+GHT 

20.01 6.326 

PHARHA FOR SCHUNG TOXI KOLOGIE 

PREPN. NO. I OCTOPIROX 

25 25 
16.36 5.167 

25 25 
20.51 6.388 

25 25 
17.43 5.385 

24 24 
19.95 6.162 

24 24 
206 23 6.150 

10 1C 
19.10 5.751 

10 to 
19.20 5.668 

10 10 
17.26 5.06C 

17.z 6.6:: 

..- .._. . .-_-. --- ._ ___..___ --_ .-. . . - -. _. _ ___ _ - .-. - - - _ -. _ ,-_ ..-- 



HOECHST AT, SUHHA~Y TABLEt . 400 CONSUMPTION AN0 BOCY WEIGh, PHARMA FOR SCHUNG TOXI KCLOGIE 
wm;~ i ;; Too4 TEST t 0545 

GROUP : ‘TEST DPUG: 2ND DO$E LEVEL 
START OF TE;;OTIilS Gf?;?;; 22.06.1976 
nosrz: I 

STAPT CF TEST: 21.06.1976 
P UTE: STCMACt- TUBE 

P S :Xz FtMbLE 

PPEPN. NO.: OCTOPIROX 

s Tur) Y ANI NAL WE IGtiT ‘. 
“PK;*I;E 

1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

MFAN 

ri 
12:* 60 

i5 

MEAN 

i 
12K! 

i5 

FAN 
N 

1268*e3 
25 

FAN 
N 

‘3z 
i5 

MEAN 

2 
w 

i5 

MEAN 

; 
I48 

is 

MEAN 151.1 

2 ‘d 

!FAN 
N 

w 
$5 

FAN 
N 

162.4 

9; 

FAN 
N 

MF 4N 

ii 

ABSOLUTE 
iiMP ‘TO 
wvicus 

FCIOO CCNSlJMPT ION 

G / CAY 
8 8CJJpY ;d;GHT 

10.11 8.271 

25 25 

11.25 8r94C 

25 25 

12.43 9.543 

25 25 

10.11 7.441 

25 25 

10.35 7.435 

25 25 

11.29 7.712 

25 25 

lo. 19 6.713 

25 25 

12.03 f.64e 

25 25 

11.65 7.154 

25 . 25 

14.19 8.530 

25 2: 

- -.__ .._,. _, _._.- -,-- -,.. - ..- .- ..-... ---c---.c_ __-- ------.--.--.. ~.. -._ --- _ -I -_. _ . - _ -- _ - - .._ -.-. 
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HOECHST AG SUMMARY TABLE : FOOD CONSUHPTION AN0 BODY WEIGHT PHARMA FOR SCHUNG TOXI KOLOGIE 
METHDD: I1T 004 
ANIMAL: RAT 

TFST: 0545 

GROUP: TEST DHIJG: 2N 
ii 

DdSE’ LEVEL 

DOSE: 
START OF TEf;GT1iIS G,,OS-‘E; 22.06.1976 

, 

STbPT CF TEST: 21.06.1976 
RGUTE: STCCACI- TU@E 
SEX: FEMblE 

PREPN. NO. : OCTOPIROX 

S TUD Y TEST 
DAY 

+38 12 

+42 13 

+45 14 

t49 15 

t52 16 

+56 

+59 

+63 

t66 

t70 

+73 

-- _ , _ _ _ - - 

17 

18 

19 

20 

21 

22 

-._. 

MKAN 

I! 

FAN 
N 

MEAN 

d 

MEAN 

ii 

MEAN 

ii 

;EAN 

N 

MEAN 

G 

FAN 
N 

MEAN 

r: 

MsEAN 
N 

YE AN 
N 

AN1 MA1 
ABSOLUTE 

183.1 
133; 

62.1 
‘zig 

‘w! 64.3 
i5 

‘252. 

1p;.g 
i5 

P 

‘32 
i5 

I 

‘E-55 
is 

P 

- -. - - . . , _ 

FOOC CCNSUMPT ION 

G / CAY 
X WI; lf&GHT 

11.20 6.553 
25 25 

14.01 7.996 
25 25 

11.88 6.651 
25 25 

14.23 7.851 
25 25 

11.53 6.281 
25 25 

13.87 7.442 
25 25 

LO.64 5.623 
25 23 

14.49 L6ie 
25 25 

11.04 5.759 
25 25 

13.21 6.?93 
25 25 

10663 5.413 
25 25 

,.-.. -- --.- - - - ..- -I- -^-_ - -_.. . _ .-._.. . .._______ ---.. _ .- .- 



HOECHST AC 

. . 
c- .! 1’ I) 

SUMMARY TABLE8 t-1100 CONSUMPTION AN0 BODY HEIGHT 

METHCtr,: I-IT 004 
AN IMAL : RA T 

TEST: 0545 

GROIJP: TEST DRUG: 2ND DOSE ;EVrL 
START UF TtWOTliIS GfW; 22.06.1376 
DIISE: 

TEST 
DAY 

477 

S TIJI) Y ‘ANIMAL HF I’GH T 

cPC;‘;irX; 

+a0 

+a4 

+a7 

+91 

+94 

+$a 

,101 

+105 

MEAN 
I 

23 YE AN 
N 

24 MFAN 

Ns 

25 
YAN 
N 

26 
!tEAN 
N 

27 MEAN 

Ns 

28 
MsEAN 
N 

29 
FAN 
N 

30 

31 

FAN 
rJ 

FOR COMPk TE 

AR SOLUTE 

‘Pi? 8 
i5 

190.2 
13.3 

10 

194.2 
15.4 

10 

1 p;. f) 

l 9 
TEST 

034 
PHARMA FORSCHUNG 70x1 KCLOGIE 

START CF TEST! 21.06.1976 
ROUTE: STOMACH TUBE 

PREPN. NO. : OCTOPIROX 

SEX: FEHALE 

t 
N 
OMP GTo 

PREVi cus 

-2.1 

5i; 

-5-f 
25 

4.6 

3i8 

‘p’: 

io 

4.0 

“ii 

-3.1 

‘ia 

-015 

3ra 

FOCC CONSUMPTION 
% BFERy “onFiGHT 

G / CPY 

13.92 

25 

10.89 

25 

13.83 

25 

12.20 

25 

14.02 

25 

12.63 

10 

12.80 

10 

11.23 

10 

12.47 

12.194 

7.026 

25 

5.521 

25 

6.962 

25 

6.122 

25 

7.ooc 

25 

6.564 

10 

6.672 

10 

5.83e 

10 

6.393 

7.04: 

-., . _ .-_-_-.L- _ 



c.1 -- I 3, 

t10ECtiST AG SUt4MAR.Y TABLE: FOl,lO CONSUHPTION AR0 BOOY NE lGHT 

M .THOD: IIT 004 
A ii IMAL: R4T 

, TEST: 0545 

CROUP : TEST.DRUGr 3RD DO% LEVEL 

D0SZ: 
START OF Ti:);OTItIS GW&J[’ 22.06.1976 

3 

START CF TEST: 21.06.1976 
RCUTE: STCYACk TUBE 
SEX: MALE 

TEST 
DAY 

+1 

+4 

+7 

+lb 

+14 

+17 

+21 

+24 

l 20 

+31 

t35 

_--,.--- 

S TUD Y 

1 

2 

3 

4 

5 

6 

7 

0 

3 

10 

11 

_ . 

MF AN 

Ns 

;E 4N 

N 

t$’ AN 

tJ 

ZEAN 
N 

MEAN 

Ii 

MEAN 

?J 

MEAN 

Ns 

FAN 
N 

MEAN 

Ns 

HsEAN 
N 

MEAN 

ii 

40 SOLUTE 

5k.q 

i!i 

6G-1: 
i5 

77. 
9. P 

25 

EMP G7o 
PREVi cus 

10.8 

“ii! 

!l-e 
i5 

FOOC CONSUMPTION 

G / CAY 
% BCJJ;: “oi;GHT 

035 
PHARMA FOR SCHUNG TOXI KOLOGIE 

PREPN. ND. 3 OCTOPSROX 

12.64 9.173 

25 25 

14.35 9.735 

25 25 

12.35 7.850 

25 25 

13.74 8.160 

25 25 

13.83 7.729 

25 25 

15.84 8.302. 

25 2s 

16.04 ( 7.077 

25 25 

16.35 7.66t 

25 25 

16.27 7.318 

25 25 

20.65 8.875 

25 25 

-_ -- - . -.--_- --- - ..--_-.^--- ___- ~ .__-__ ______-____ --- ._-. ~- --- 



e ! ! ‘1 \ \ 0 3 ii HUECHST AG SUMMARY TABLE : I crUD CONSUMPTION AND BODY HEIGHI PHARMA FOR‘SCHUNG TCXI KCLOGIE 

METHDD: 111’ CO4 TEST: 0545 
ANIMAL: RAT 
GROUP: TESl DRUG: 3RD DDSE LEVEL ’ 
;,T$;T OF Tk;&THIS GWSlr;; 22.06.1976 

-. J 3 

TFST 
DAY 

+38 

+42 

+45 

+49 

+52 

+56 

+59 

t63 

+66 

+70 

+73 

STUDY 

12 

13 

1 4 

15 

16 

17 

18 

13 

20 

21 

22 

MFAN 

t? 

MFAN 

Ns 

MFAN 

Ns 

MFAN 

i? 

M”AN 

Ii 

M”4N 

?I 

MEAN 

2 

MF AN 

t! 

START CF TEST: 21.06.1976 PREPN. NO. I OCTOPIROX 
PCUTE: STCYACF TUBF 
SEX: MbLF 

:!MP GTD 
Pm/i cus 

1y.ft 

i5 

6.1 

“5; 

F@OC CONSUMPT IO 
Y X BUOY HE GHT 

G / CAY PER DAY 

16.45 6.828 

25 25 

20.11 f3.185 

25 25 

16.93 6.703 

25 25 

21.57 8.260 

25 25 

18.11 6.754 

25 ,2 5 

20.62 7.574 

25 25 

18.75 6.759 

25 25 

19.79 7.013 

25 25 

16.74 5.851 

24 24 

19.82 6.842 

24 24 

17.75 6.019 

24 24 



HUECHST AG 

.+ 
(, : f- ,; 037 

SUMMARY TABLE I rOO0 CONSUMPTION AN0 EOOY WEIGhI PHARMA FOP SCHUNG TCIXI KOLUGIE 
METWiI: I-IT 
ANIMAL: RAT 

004 TEST: 0545 

GROUP: TEST DFUG: 3Rf.I DOSZ LEVEL 
ST4riT OF Ti3TgOTHIS GW),‘f’; 22.06.1976 
DOSE: 

START CF TEST: 21.06.1976 
RGUTE: STGlrbCI- TUBE 
SEXJ MALE 

PREPN. NO. : OCTOPIROX 

TEST 
DAY 

STUDY 

+77 

too 

+a4 

te7 

*91 

+94 

+4El 

t101 

tlob 

23 I-JEAN 

N 

24 
FAN 
N 

25 
FAN 

308.8 

N 25i: 

26 
YN 
N 

27 MEAN 

ti 

29 MEAN 

i 

29 
FAN 
N 

30 MEAN 

d 

31 MEAN 

i 
MEAN FOR COMPLETE 

_. 7--s...... -... r . . . . . . 

I 

ANIMAL WEIGHT 

“PKi*XE ABSOLUTE 

w 8 
i4 

w 
i4 

3 f l 9 

31 ‘I .I 
2 .J 

325.6 
22.6 

9 

31f* 20 
‘9 

TEST 

&iP GT 
PREVi C\J P 

‘44’8 
24 

123’2 
i4 

FQOC CONSUMPTION 

G / CAY 
X BW& #GHT 

20.77 

24 

17.24 

24 

21.85 

24 

18.94 

24 

22.06 

24 

21.00 

9 

19.22 

9 

20.04 

9 

17.07 

17.9: 

6.967 

24 

5.802 

24 

7.205 

24 

64 163 

24 

7.12e 

24 

6.767 

9 

6.142 

c 

6.250 

9 

5.290 

7.24: 



I iOFCHST AC, SUMMARY TABLE% -FCC0 CONSUMPTION ANC 0OGY UESGHT PHARHA FOR SCHUNG TOXI KCLOGIE 

METHOD: tiT 004 
AN IMAL : RAT 

TEST: 0545 

GROUP: TCST 0PUG: 3PD DOSE LCVFL 
START OF TWoTliI S GW’; 22.04.1976 
oosl?: , 

STbPT CF TFqT: 21.06.1976 
RCUTE: STCt’ACk TlJ@E 
SEX: FEb’bLE 

PREPN. NO. : OCTOPIROX 

TEST 
DAY 

+1 

+4 

+7 

+10 

+14 

+17 

t21 

+24 

+2e 

,+31 

+35 

STUDY 

1 

2 

3 

4 

5 

6 

7 

9 

9 

10 

11 

!EAN 

N 

1216.$ 

i5 

FAN 
N 

127.8 

‘15’ 

MFAN 130.2 

ii “5; 

MEAN 136.5 

I? ‘is’ 

MEAN 

Ns 

14k.Z 

i5 

MsE AN 
N 

14?z 
i5 

YEAN 

Ns 

FN 
N 

MEAN 

ii 

YN 
N 

MF’AN 

r: 
‘34 

:5 

AYIMAL HE’IiaiJ FCOO CCNSJMPT ION 

‘PhX:: 
:!MP GT” 
PREVi CUS G / DbY 

s; BFCIpY l;;GHT 
Al3 SOLUTE 

10.41 a.378 

25 25 

11.79 9.156 

25 25 

10.08 7.573 

25 25 

11.2,e 8.146 

25 25 

lo.87 7.591 

25 25 

12.45 8.336 

25 25 

11.36 7.225 

25 25 

13.16 a.054 

25 25 

12.33 7.2$@ 

25 ’ 25 

15.47 8.950 

25 25 

_ . ^ . .- _ _ _. 



!_j .- ’ \ 
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HOECHST AG SUMMARY TABLE: t-000 CONSUMPTION AND BODY WEIGHT PHARMA FOR SCHUNG 10X1 KGLOGIE 

wmiy ; k’; T 004 TEST a 0545 

GROUP : ‘li:ST DRUG: 3RO DOSE LEVEL 
START OF T!~;;OTI~I S Gkt’i’f;; 22.06.1976 
DOSE: 

STbPT GF TFST: 21.06.1976 
ROUTEr STCh’ACk TUBE 
SEX! FEPALF 

PREPN. NO. : OCTOPIROX 

TEST 
DAY 

+30 

+42 

t45 

+49 

t52 

+56 

t59 

t’63 

+66 

t70 

t73 

.- _. --. 

S TUD Y 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

MEAN 

: 

;EAN 

N 

;EAN 

N 

MFAN 

IY 

‘ANIMAL WE IGHT 

ABSOLUTE c IZIXF P 

YP 8 
is 

188.2 

14isa 

192.2 
15i59 

66.9 
11g 

FOOC CCNSUMPT ION 

G / CAY 
I BC@I;; #GHT 

12.75 7.231 
25 25 

16.06 8.826 

25 . 25 

12.25 6.64t 

25 25 

15.90 B. 520 

25 25 

11.87 6.270 

25 25 

14.93 7.625 

24 24 

13.49 6.975 
24 24 

15.33 7.883 
24 24 

12.15 6,178 
24 24 

14.54 7.31e 

24 24 
12.47 6.200 

24 24 

. - . _“_,_ , . . . .-.- _. -..--. . - .-. .___ --*._ .__ .-. ,.--. .- - -.--- _-.--- .-__ --.-. 



* .* 1’ ‘, *.y! ’ \ ’ 040 
HOFCHST AG SUMMARY TABLE: FOCO CONSUMPTION AND BODY WEIGHT PHARHA FOR SCHUNG 70X1 KCLOGlE 
METHOD: IiT 004 
ANIMAL: RAT 

TEST: 0545 

GROUP: TEST r)PUG: 3RD IiQSF LEVEL 
$;I& OF TWOTHI S G;~fW; 22.06.1976 

. 

START CF TEST: 21.06.1976 
RCUTE: STEMACt+ TUBE 

PREPN. NO. : OCTOPIROX 

SEX: FEMALE 

;nf ;T 

+77 

too 

+a4 

te7 

*91 

+94 

*9a 

t101 

+1b5 

S TUL) Y 

23 

24 

25 

26 

27 

29 

29 

30 

31 MEAN 

Ns 

211.8 
1 o* + 

YEAN FOR COMPLETE TEST 
10 

AN1 MAL WE IGHT 

‘PkX:: ABSOLUTE 

P4*i 
i4 

00.7 
142% 

2i3* 52 
$3 

2w! 
i3 

2P? 8 
i3 

208.1 

‘% 

2 1’S 1 
io 

2’11. ; 

50 

w 
i3 

82.3 

13iJ 

14’75 
i3 

wt 
io 

FCOC CONSUHPT ION 

C / CAY 
s; BtIIAy ;fz:GHT 

14.83 

24 

11.35 

24 

15.96 

23 

13.22 

23 

15.35 

23 

14.73 

10 

14.25 

10 

13627 , , 

10 

14.25 

dS 

I  :  

.  -, I  I . ,  --. .  .  -_ .  .  .  _. _ - .  .  .  . ._. ,  , , ,_ *I--------- -.-_ --- ..---..._. --- - 

7.307 

24 

5.t25 

24 

7.882 

23 

6.516 

23 . 

7.52@ 

23 

7.072 

10 

6.800 

10 

6.27s 

10 

6.741 

7.418 



(‘. - ,/- 
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HOECHST AG SUHIiiRY TABLE t HAEHATOLOGY 

tw,“l,“i ;iT”“4 TEST: 0545 START (IF TEST: 21.06.1976 

GROUP: CWTRUL 
ROUTE: STCMACH TUBE 

START OF TEST THIS GKUUP: 22.06.1976 
SEX: MALE 

HB IN RUC PCV i iETI PLA- 
G % ICJEXPG 

HBC 
TELETS JY* BAho SEtiMe i x B;So 

lNlT IAL 

SEAN '6 
N 

. INT 

FEAN ‘6 
N 

MEA; ‘:A 
S 
N 

VALUE 
.BU 6.163 36.8 
.g u.3;; 1;; 

ERMEOIATE VALUE 
1.21 8.425 40.5 
.I! 0.n; 2.1 

ERVEOIATE VAL:: 
.31 7.486 41.5 
.~$ 0.3~a 2i: 

23.4 

55 

28*5 is 
21.3 

‘io” 

812.7 6.37 0.00 
116;~ 1.27; 0.00 

25 

775.9 13.36 

lfi8if 1*93 15 

694.3 5.50 

“G Ye 

(i.O@ 0.00 8.87 

y u.;; 7.49 15 

0.10 11.2c 

O*Ei 3*71 10 

041 
PIjARMA FORSCHUNG tI)XIKlJLOGtE 

PREPN. NO.: UCTOPIROX 

LY;PH MONO PLASYA COAG.PHClTHR 
% CELLS ;:C”E ;:C”E 

80.29 0.00 

4Jf 

0.08 

0.g 0.;: 0 9 

90.07 0.00 0.00 
7.g u.pg o.ou 

15 0 0 

88.00 9.00 0.00 
3.g 0.p; 0.p; 

0 Cl 

I 

. - ,. . . . . j  _... -I. .., -~ ._ -- ,_... _  - - 



HOECHST AG SUHHARY TABLE t ‘- HAEMATOLOGY PHARHA FURSCttUNG TUXIKOLOGIE 
METHOD: HT n34 TEST: c)545 
AN IMAL : RAT 
GROUP: CON TRIIL 
START OF TEST THIS GRCIUP: 22.fl6.1976 

START CF TEST: 21.06.1976 
ROUTE: STCb’ACH TUUE 
SEX: FEPALE 

PREPN. Ml. : OCTOP IROX 

INITI 
MEAN 
S 
N 

YEAi 

N 

:EArj 

N 

HB IN RBC PCV 
G % 13ExP6 

AL VALUE 
1p; r;:6z,f .34.$ 

I NT;&; AT: ‘VA,& 
15.2I) 

0.64 ::%: ‘f:! 

,NTEkiE”IATi3VALb: 
1;.2 6.84 4r3.4 

l 

s 
9-49 b 7 7 2*77 

RET1 PLA- 
TELE TS 

823.2 

9222 

22 P 
i3 

rai* 17 l 7 

i 

i I ” 

WBC 

8.61 

“2 

7. ‘32 

‘% 

4.80 
0.96 

7 

JY* 

0.07 9.93 

o-IEl T‘: 

0.60 

Y3 

0.40 
0.65 

25 

9 .w 87.8r) 

w 5*16 25 

fp8 a;.‘;8 

.15 .15 

0.00 12.29 1.57 0.14 86.00 
0.0~ 6.0; 9.7; 0.3$ 6.4,; 
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HOECHS T AG SUHHARY TABLE! -~HAEHATOlOGY PHARHA FORSCHUNG lUXlKOCOGIE 
METHOD: HT 004 
ANIMAL: RAT 

TEST: 6545 

GROUP: TEST DRUG: 1ST DOSE LEVEL 
START OF TWITHIS G;;WJI;; 22.06.1976 
OOSE: 

START CF TEST: 21.06.1976 
ROUTE: STGI’ACH TURk 
SEX: FEIJALE 

PREPN. NO.: OCTOP IROX 

IN111 
MEAN 

?I 

MEAi 

ti 

MEA; 

Fi 

RBC PC” RET1 PLA- 
lOEXP6 

HIIC 
TELE TS JYm ““sN0 SEG”* 

EOS 
0 P 

tI;SU LiMPH MONO PLASMA COAG.PROTtIP 
% 9; CELLS TIME TIME 

IC SEC SEC 
22.1 177.6 9.0 8.68 0.00 0.00 9.36 0.32 O.C’8 90.08 0.04 9.12 

25 0 0 
7.615 44.c o'2P35 'i8 1i.g i5 753.5 7.59 7ai~ 0.00 o.~= 0.07 8.20 

0.'35 0.:~ 
0.93 

4.~~ o.pes 
3*00 0. 90.07 0.07 

P s 4.1~ 
9.00 

O*f0 0.~8 0 3 
12.3 4.62 0.00 0.00 1.10 0.00 90.00 0.00 0.10 l 5 6X#l 

i 6 0.;; 04; 0.y: 
8.80 3.61 

10 
1.;: o.pc& 3.;g u.y; o.:g 

0 0 

-. L., . h  . . -- - ..---. -._ . . . _  ._-..--- . .____--___ __.. 

1  I 

- - -*-- ,_____ . - _,,. .w. .  



-. 
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HOECHST AG SUMMARY TABLE I HAEHATOLOGY PHARHA FORSCHUNG TUXIKOLOGIE 
~w&~ l-uTW4 TEST: C545 START OF TEST: 21.06.1976 

~W&TE;,~;C”ACH TUBE 
PREPN. NO.: OCTOP IROX 

GROUP: TEST DRUG: 2ND DOSE LEWL 
;;$;T OF TES&THlS GHUUP: 22.06.1976 

: 

: MC /KG 

1NIT I 
;EAN 

;EArj 

N 

MEA; 

ii 

HB IN RUC PCV 
G ‘4 10EXP6 

AL VALUE 
1;:'il; (y;; . 

AL “AhE 

328.: 
5 .!i 

12.79 6.268 37.6 
9*;; 0.2;; 1;; 

INTERMEDIATE VALUE 
15.61 13.653 48.3 

l.fl 0.3;f~ 2i~ 
INTERMtiOIATE VALUE 

15.29 7.986 44.9 
0.~~ 0.5:05 "in 

I 

. , ._ -__. . . 

RET1 PL A- HOC 
IELE TS JYg YND SEGM* 

Er)S 
s r; BAso LytPH x 

16.0 782.6 7.24 v 74.; 0.00 0.3; 0.00 14.60 o.og o.og 0.20 o.ufl 
4.835 0,455 

85.00 
o*og 4.74 

20.5 781.9 '2; 6.42 0.00 0.04 11.56 ?.lZ 0.04 88.20 

2z.i 749.5 lfI.88 0.00 0.07 15.47 0.80 0.UO 83.67 
i5 

45i~ 2.~~ 0.~~ ".:5 8.92 
15 

i.f; 0.p; 8.50 
15 

MONO PLASMA COAG.I’ROTttP 
9; CELLS :;;E ;;TE 

9.00 0.20 
0*oo5 Oe4Z 0 0 
0.00 0.04 
o'02Y Oe20 25 '3 9 

q 00% 
15 0 0 

‘% 

-.. . ,.- _~ .- .-- . , ---_-_ -. .-.-_ 



l e 
f 1 04G 

PHARHA FORSCHUNC TOXIKOLOGIE 

PREPN. NO.: OCTOPIROX 

HOECHST AG SUMMARY TABLEI HAEHATOLOGY 
METHOD: HT 004 
ANIMAL: RAT 

TESl: '1545 START CF TEST: 21.06.1976 
GROUP: TEST DRUG: 2fjD DOSE LEWL RGUTE: STCIPACH TUBE 
fiti;’ OF TE&THlS 6;‘bFW’; 22.06.1976 SEX: FEPALE 

: ’ . 

ttB IN RBC YCV 
G % LOEXPh 

RET1 PLA- 
‘IELE TS 

biBc JUV. 
t YNO SEGHs % E:s 

B;SO LYMPH MDNO PLASMA COAG.PROTWR 
% 

INITIAL VALUE 
% CELLS i;;E ‘s:b$ 

;EAN 13.59 0.61 0.353 6.622 39.5 1.8 
N 

HEAt! INTE~~EDlAT~5”AL~~ 15.16 7.919 45.6 
0 0 

?i 1.~94 0.5rft 3i4' 2i.z is 734.3 65i~ 2.:64 7.73 0.00 0.00 
O.ros 

7.27 
0.0105 

0.47 0.00 
3.:95 

92.27 
?.I~ 

0.00 

. INTERMEDIATE VALUE O.p8 3.~~ O.p8 
0.00 0.00 

15 0 0 
MEAN 13.96 7.056 39.5 S 1.0; 0.52; 3.: 1i.z 438.4 5.74 0.00 
N l a 82.; 0.8\ 

0.00 
0.0: 

8.25 
0.0: 

0.75 0.00 91.00 
3.9; Oe.8; 0.0: 

0.00 0.00 
.3.598 0.00, 0.0: 0 0 

I III’ 

4 .’ 

-- .--_-__-. _. -. - _ _ ,_. t ._ , --- _ _.. ! __..__ 

- 
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HOtCHST AG SUMMARY TABLE : HAEHATOLOCY PHARMA fUfiSCIlI1~G TtIXIKUlOGIE 
METHOD: HT '!;I4 
ANIMAL : RAT 

TtrST: c545 

GROtJt’: TESl URUG: 3RlI UUSt LEVEL 
;$T& OF W,Tf11 S WJWJI;; 22.06.1976 

. > 

START CF TEST: 21.06.1976 
ROUTE: STOYACI-1 TIJIIE 
SEX: FEt’ALFr 

PREP/l. NO.: OCTUP IROX 

INlTl 
MEAN 
S 
N 

ME Ai 

ii 

MEA; 
S 
N 

HB IN RRC PCV 
G 9: l(!EXP6 

- --- .--- - .- 

2.g ye): 
is 

T: 5VALUE 
814 44.5 
340 2.5 

13 13 

$5 1w 

‘7; ‘it 

PET1 PLA- 
TELETS 

HBC 

8.54 
1.91 

25 

I  

. ._.  .  - .  -_ _ _ .  _ .  .  _ . ,  

JUV. BAND SEGM. Fr)S HAS0 LYMPH 
7 a % Y 0; 4 

0.00 
Om45 
0.00 
0.09 

13 

0.00 
0.g 

0.46 
3.66 

13 

!! .50 
q 

0.1 4 85.24 

Yo5 6*26 25 

0.03 91.08 
o.pj 7.;p 

MONO PLASMA CUAG.PROTHR 
% CELLS ;;;E ;:C”E 

- - - .  - -  - - . - -  - - - -  . ,  
-” 



049 

PRdGR4YY 81fl50\ V07 LISTE 5 KLI N. CHEHI f MIT RAT1 EN 

DOS IS 

0 

40 

130 

. 

250 

1 

UERS? SICHTFL I STE XT. PIT. RATTEN HAEWLtC-1 14 WOCYEY 

NA K 

141.33 6.50 

2.58 1.1e 

15 15 

142.33 5.75 

2.31 Or 47 

15 15 

144.64 6.21 

2.44 0.90 

14 14 

143.53 5.57 

2.17 .o. 35 

15 15 

ANUFG. 
PHO SPH 

2.07 

0.15 

15 

2.08 

0. LS 16. ‘i9 

15 15 

2.21 147.96 

0.37 

14 

1.. 92 

0.1.9 

15 

H4RN- 
S4E IJRE 

125.20 

33.43 

1s 

Q5.h 

94.44 

I,4 
96.40 

II. 74 

15 

BIlI- 
RUBI N 

6.20 

0. 68 

15 

5.93 

0. 94 

!5 

5. 75 

1.16 

‘j4 

4.27 

0.80 

15 

KPEAT. GLUKCIS E Y4RYS T-N CA CL St.31 T SGPT AP 

61.33 

2.7C 

1s 

59 bO3 

2.98 

15 

67.95 

13.23 

14 

6L .07 

6.4) 

15 

I 

7.38 3.25 2.31 93.33 113.13 43.00 228.07 

1.21 1.36 0109 3.33 (54.39 23.44 5c.45 

1s 15 15 15 15 15 15 

8.13 3.29 2.35 93.73 91.93 38.33 232.13 

2.65 I.07 0.17 2.76 17.20 14.69 55.99 

15 15 15 15 15 15 15 

6.92 3.21 2.26 94.69 93.00 33.85 tte.08 

1.19 3.99 0.05 2.21 17.3e 13.18 19.5* 

13 13 13 13 13 13 13 

7.66 3.14 2.27 94.93 32.00 31.53 225.93 

2.93 3.57 0.09 2.55 15.75 11.63 65.66 

15 15 15 15 15 15 15 l 



( I -‘, ! ‘I\ 

050 

EYOAEPI’E OCTOP IROK 

PR’YGQ4Y4 El0501 V07 1tSTf 5 KL1 N. CHEHI E Ylf R4rrEY 

005 I5 

0 

43 

LO3 

250 

UEBEl SlCHTSLISfE OCT. Pi@. RITTEN HEISLICH 

N4 K 

143.73 5. a9 

2.5R 0.53 

1s 15 

142.53 5.71 

1.81 0.36 

15 15. 

143.20 5.73 

2.27 0.45 

15 15 

144.09 5.62 

2.43 0.25 

13 13 

4VllQG. ‘44RrJ- 6111- 
PHIY SPH SAElJPE RUB1 N 

2.02 91.90 5.70 

0.18 19.30 0.98 

15 1s 15 

1.00 9% 53 5.67 

0.10 12.70 0.56 

15 15 !5 

I.90 92.00 5.53 

0.14 19.56 0.03 

15 15 13 

1.Rb 85.30 5.42 

0.13 5.12 0145 

13 13 L3 

KRE AT, 

59.27 

6.05 

15 

50.8? 

4.12 

15 

60.67 

6.17 

I5 

56.33 

3.11 

13 

6.77 

2.29 

15 

5.71 

0.83 

15 

5.81 

3.39 

15 

6.43 

0.63 

13 

7.55 

1.34 

15 

7.07 

I.10 

15 

3.03 

1.61 

15 

3.61 

1.26 

13 

C4 Cl. SKI r SGP T 

2.39 

0.18 

15 

2.32 

0.07 

15 

2.28 

0.07 

15 

2.29 

O.OB 

13 ’ 

95.07 

3.61 

15 

95.97 

3.77 

15 . 

94.43 

3.68 

ii 

946 00 

b.H 

13 

94.07 36.40 142.67 

23.48 14.91 46.49 

15 15 15 1 

94.41 48.00 147.20 

19.28 10.57 29.83 

15 15 15 

96.33 49.40 147.20 

i8.7e 9.11 47.03 

15 1s 15 

135.31 50.15 147.62 

23. S3 12.35 -42.04 

13 13 13. 



OCTOP IROX E”SCrIEf’ TE , 2 .diX~?N NACH PRRE~ARATE~lfltIG 

PROGQAYM 81’J 501 VO7 L I SIC ’ 1 KLI N. CHEMI E q1T RATTEN 

OOSIS 

0 

40 

100 

250 

UEeER SICHTX I ETc 3Cf. PIR. RATTEK MA<UNLI CH 16 WOCHEIJ 

VA K 

140. EO 5.3’3 

1. t2 0.33 

10 1C 

141.22 6. 06 

L .?3 c.47 

9 F 

140.30 6.53 

1.25 2.31 

10 LO 

L39.56 6.62 

4.5Q 1.12 

9 3 

ANORG. HARN- 
WV3 SPH SAiURF 

2.03 

Q.l(, 8164 

13 

1.40 106. OQ 

3.15 13.27 

3 9 

2.30 

0.71 

10 

1.31 

0.1’9 

9 

n1.40 

10 

150.60 

169.00 

10 

135.00 

ac. 37 

9 

BILI- 
RUeI N 

4.s5 

o.so 

10 

3.78 

0.44 

9 

6.05 

0.64 

10 

4*Q4 

0.53 

9 

1 
‘r.4 

KREAT. GLUKOS E hARNSl-N CA . cc SCOT SCP 1 AP . 

h0.73 8.10 9.54 2.36 94.00 81.50 43.2c 

5.95 0.93 0.75 0.05 2.15 15.61 7.19 

10 10 10 10 10 10 10 

55.67 7.46 7.71 2.32 93.33 96.44 46.44 

1.94 0.66 0.72 0.01 3.24 24.20 8.68 

9 9 3 9 9 9 9 

61.20 3.97 8.05 2.39 96.10 117.10 75.80 

14.61 5.42 1.74 0.19 2.08 75.73 83.19 

10 10 10 10 10 10 10 

62.44 8.04 8.96 2.33 95.44 87.33 42.78 

7.96 1.15 0.80 0.07 ’ 2.07 24.59 10.15 

9 9 9 9 9 9 9 

225.80 

66. Cb 

10 

266.00 

54. c3 

9 

25l.CO 

35.62 

10 

241.67 

39.31’ 

9 



/ ,.: 

052 

OCTUP IROX FNlM~HTE, 2 .JrJC’IcN .ul\Cfr PQAZPAPATENT LUG 

PROGR~YM B10501 v37 LIST” 1 KCIM. CW!qIE Y41T RATTEN 

DOS IS 

0 

40 

100 

25F) 1 

U;-RE9SICHTSLIST’i OCT. PIR. RAlTZK kEIi!LICp 

‘4 4 K 

141 .CQ 6.45 

2.41 C.61 

10 IC 

142.80 6.31 

2.57 C.62 

10 10 

141.33 6.97 

2.45 C.48 

9 F 

141.40 7. Id 

2.41 C.54 

10 1c 

YhJO?G. H&RN- 
PttrlSPH 5 C URE 

2.1J 107.00 

0.13 11.21 

1C 10 

2.19 I 15.00 

9.13 le.29 

10 

?. 33 

0.10 

9 

2.27 

(1.13 

10 

1C 

lla.B9 

26.82 

‘I 

101.49 

16.05 

1c 

BILI- 
RU91N 

4.75 

Oi42 

10 

4.05 

0.50 

10 

5.72 

0.79 

3 

5.13 

1.05 

10 

KoEdT. CA 

57.90 4 .B7 7.76 2.34 

2.74 9.63 O.t?b 0.09 

10 LO 10 10 

57.50 6.02 9.00 2.35 

6.33 0.69 1.30 0.11 

10 10 10 10 

58.fl.I 6.33 9.06 2.34 

4.35 0.64 1.65 0.05 

a 9 9 9 

57.20 4.23 9.93 2.35 

3.16 0.97 1.23 0.05 

10 10 10 10 

16 idOCHEN 

CL SGOT 

95.20 125.1C 

3. ca 25.fl 

10 10 

93.50 139.00 

2.12 46.71 

10 10 

94.56 118.79 

4.69 3c. 36 

9 9 

95.30 131.40 

3.53 29.49 

10 10 

SGPT AP , 

49.10 16a.90 

a. Cl C6.82 

10 10 

49.20 162.30 

13.11 37.54 

10 10 

52.00 201.67 

9.25 44.12 

9 9 

49.50 L36.80 

10.07 42.42 

10 10 ’ 



(1 - 
I -, 

/’ \ 0511 
IiClFCI-IS1 AC, SUHARY TABLc ORGAN WEIGHTS IN G  PHARHA FCRSCHUtvG TCXIKCLCC lE* 

MF TI-ICD Ill 004 STUDY 0545 
AtiI YAl FAT 
;“y” FliEE CPYS BEF. KlLl ING 01 

= CChTFCl 
w 1 = CChTFCL 

M l 5”“” 
W 1 HEfiN 

S 

M * FAN 

W 2 MEAN 
s 

M 3 FAN 

w 3 FAN 

M 4 rSEAN 

w 4 F4N 

HEPPT LtJ NCS LIVER K IONEYS 

t.00 
0.30 

0.70 i”32 
0.06 0.23 

0.95 1.56 
0.19 0.41 

334.5 
27.A 

260: . 

0.95 
0.13 

2Px* 57 . 

317.5 
29.8 

0.68 
0.08 

1.01 
0.30 

207.8 0.63 
22.0 0.08 

1.t2 
0.35 

1.24 
0.25 

1.57 
0.24 

1.20 
0.19 

1.57 
0.30 

1.12 
0.22 

MALE 
FFMALE 
MALE 
FEMALE 
MALE 
FEkiAL E 
YALE 
FFMAL E 

‘P-f; . 

7.57 
0.7c 

1.953 C.651 
C.216 0.111 
I.?14 C.556 
0.139 0.123 

‘P% . 

6.78 
c.55 

1.917 
C.182 

1.254 
c .099 

10.52 1.90R 
0.96 0.205 

1.368 
0.245 
I.532 
0.2R6 
I.?66 C.506 
0.257 0.112 

START UF STUIIY 21. Oh. 1076 PREPAPATION OCTOPIPCX 
ROUTE STOYACtt Tl~f3E 

SPLEEN Wlf:; AIIRENAL IttYPO D BR41 h PITIJ- SEf’lhAL 
ITAPY VES l(.LE 

x*g!j . 
C.506 
0.121 
O.dl7 
0.056 

P'%i . 
C.610 
0.051 

3.226 0.047 0.021 
0.4C5 O.OC6 0.007 
0.156 0.059 0.018 
O.CE6 0.009 0.007 
3.2te 0.049 0.021 
0.3E8 0.011 0.005 
;A;$ 0.057 0.017 

. 0.010 0.006 
3.357 0.052 0.019 
0.285 O.OL2 0.008 
O.lCF 
0.051 cpi)f . pm; . 
3.245 0.047 0.020 
0.2C6 0.010 0.009 
0.116 0.059 0.019 
O.G49 0.011 0.008 

. 

6. . p;p ply . 

1.807 0.012 
0.175 O.lIO2 

1.985 0.010 
0.104 0.001 
l.d49 0.012 
0.123 0.002 
1.996 0.010 
0.123 0.001 
1.817 0.012 
0.092 0.002 
1.982 0.009 
O.L25 0.001 
1.846 0.012 
0.108 0.001 

; *  . , ,  

.  _. ‘._ ,.-  .  .  .  .  .  . .-  , .  .  .  . ,  -- .  .  _. ,-. .- .  .- .- .  - __..- ~,_ _ _ .  .  _ __ _- - . .-  



tIOECt1ST AG 

(r .- I_-- 
suw4atw Tata L ORGAN nElGHTS 1N G 

ME THBO 111 004 STUOY 054% 
AN1 F(AL RET 
;H;(r FPtE CbYS t?EF. KILLING L7 

= CChTFCL 
w 1 = CChTFCL 

0 \ 054 

PHARMA FORSCt-iUNG TCX IKCLCE 1E 

START OF STUDY 21.06.1b76 PREPARATIGN OCTGPiPCX 
RDtJTE STfJMhCH TUBE 

MALE 
FEMALE 
MALE 
Ft MAL f: 
M4L f 
FEMALE 
M4L E 
FFMAL E 

30 
GC 
lG0 
250 
25U 

N f?COY 
CtEIGtiT 

3;g.g 
. 

206.0 
9.4 

HEART LtJNGS L IVER K IONEYS 

1.27 2.00 
0.34 0.43 

0.71 1.22 
0.06 0.19 

‘P2 . 
7.26 
C.96 

2.CfI4 C.611 
G.236 0.091 
1.248 
0.101 

1.16 1.96 11.79 2 .C68 
0.16 0.60 1.47 C.161 
0.68 1.16 
0.09 0.11 

1.192 C.458 
0.121. Cl.Gb3 

A. 10 
0. LO 

1.54 
0.14 

1.512 
c.203 

0.68 
0.07 

1.12 
0.13 

I .C72 
0.374 

I.05 I .75 10.95 I .954 
0.08 0.28 0.89 0.101 
0.71 1.38 7.14 1.215 
0.07 0.34 0.74 0.149 

SPLEEN TF.STf.i:/ AObtNAL THYROID BRA1 h PITU- SFP IhnL 
DV(IR 16s IlARY VESICLE 

c.475 
0.013 

a.&5 
O.lC4 

c.571 
0.097 

0.443 
C.OA7 

0.637 
0.113 

C.479 
0.065 

3.324 G.020 2.108 0.011 
0.54s z* . % 0.005 0.050 0.001 

0.145 0.059 U.016 2.1)05 0.013 
U.025 0.004 0.003 0.099 O.OU? 

3.536 0. u52 0.020 2.114 0.011 
0.163 0.006 0.006 0.092 O.UOl 

0.126 0.059 1.874 0.011 
0.044 o.oc7 

;.;(I$ 
. 0.209 0.002 

3.245 0.046 0.017 2.111 il.011 
0.233 o.oc4 0.004 O.LO7 0.000 

O.AC6 0.053 0.013 l.Y36 0.010 
0.030 0.009 0.002 U.048 O.UU2 

3.2t?6 0.047 0.017 
0.238 0.006 0.004 ;. . y$ ~.;~~ . 

0.112 0.057 0.016 1.996 0.014 
0.036 O.OOtJ 0.005 0.083 0.002 



-. 
( I \ 

/- I ‘. \ 0x.l 

ti(lECtlST AG SUYMARY Tb8LE ORGAN h.. 1til-TS IN G I 100 G BODY HE IGHl PHARNA FCRSCHUNG TCXIKCLCCIE 

zJft$ 6T”04 
STUDY 0545 START OF STtJI)Y 21.00.1976 

HOIJTE 
PPE PbRAlICN OCTOPIPCX 

;R5’C FFEE I-abYS HEF. KILLING 01 
S TIJMACH T URE 

= CChTFCL 
w b 

MALE 

= cchTzL 
FEMALE 

M2 = t’G/KG MALE 

M * tEPh 

w l tEaN 

M 2 FAN 
W 2 MEAN 

S 

‘I 3 FEAN 

w 3 tEAN 

M 4 FAN 

w 4 FEAN 

12 MG/KG 

1. 0 0 t%i: 
250 t’.G/KG 
250 PG/KG 

N l!COY 
kElGHT 

15 332.9 
37.6 

15 213.9 
13.8 

15 333.8 
24.4 

15 204.5 
12.5 

13 31:w: . 
15 2g.51 

. 

15 %'Z . 
13 207.0 

22.0 

FEhiiiL E 
MALE 
FEM4L E 
MALE 
FEMAL f 

HEART LUNGS LIVER KICNEYS 

tE?J . 0.10 0.49 0.19 2.25 0.036 C.587 

Kz! . '0.15 0.62 0.27 3.54 0.046 0.614 

0.28 0.46 3.22 0.575 
0.04 0.11 0.15 C.036 
0.33 0.61 3.31 0.614 
0.03 0.11 0.1s 0.033 
0.29 0.47 3.15 c.571 
0.04 0.09 0,.18 o.c49 
0.33 0.5R 3.42 C.656 
0.03 0.09 0.44 0.115 
0.32 0.49 3.16 
0.08 0.09 0.18 8%! . 

0.31 Gove I.43 Oo'E * 0.03 . 0.38 . 

SPLEEN J::;T;( ADRENAL THYROID 
I 

0.156 0.576 0.014 0.006 
0.034 0.145 0.001 0.002 
0.260 yL7; 0.02R 0.006 
0.061 . 0.004 0.003 
0.169 ode2 0.015 0.006 
0.047 o.ica 0.003 0.001 
0.246 0.054 o.ois 0.008 
G.049 O.CZO 0.004 0.002 
0.185 l.CCR 0.016 0.006 
G.030 OwlC8 0.003 0.002 

:%i 
O.C52 0.029 0.007 

. O.Oc72 0.004 0.001 i-m . 0.042 1rC28 0.003 0.015 0.002 0.006 

C.242 0.056 0.029 0.009 0.996 
c.045 0.024 0.005 0.004 0.098 

BRA1 h 

8%l . 

PITU- ?EClhAL 
1 TAFY VES ICLE 

0.002 
0.000 
0.005 
0.000 
0.002 
0.000 
0.005 
0.000 

EE . 
0.005 
0.000 

EE: . 
0.005 
0.000 

‘u _.’ 

.-. . . ---..~ _.__ ._ . - ._-... _._ __. -___._ - _-.. _ _ 



Iil~F Cl1 Sl AC, 

I ’ 
/ -, 

SUPHAAY TAeLE ORGAN h,iGl-15 

MC- TH00 
%uc4 STUCY 0545 

ANI PAL 
URUC FREE ‘CIYS PEF. KILLIf’dG 17 
M I = CChTFCL 

/g= = ccN’:~L 

10 

10 

9 

10 

10 

9 

9 

1U 

HEART LUNG5 

0.36 
0.12 
0.34 
0.03 
0.31 
0.03 
0.34 
0.04 
0.32 
0.03 
0.34 
0.03 

"0% . 
0.35 
0.07 

x05 . 
0.59 
0.10 

8% . 
0.69 
0.20 

L lVER K IDNEYS SPLFEN TESTE!/ AIWENAL lt1YPOlO RR/II h PITIJ- SEP IhbL 
OV4R IFS IlARY VESICLE 

2.14 C.578 0.171 
0.23 0.037 C.030 
3.5 
0.3! 
;.g 

. 
3.36 
0.19 

o.to3 
c .040 

iPc':lb . 
C.59R 
C.C57 

3.32 0.556 
0.24 c.c53 
2.22 
C.27 
3.34 
0.18 
3.t2 
1.15 

0.193 
0.024 
0.238 
0.051 

IN G  / 100 G OCJUY WEIGH) YI iARMA FCHSCHUhC TLX IKCLCE IE 

START OF STUnY 21.06.1976 i’~EP4PAlIUN CCTCPIPCX 
ROllTE S1nYACt-l TUBE 

MALE 
FEMALE 
M4L E 
FEMALE 
MALE 
FEMALE 
MALE 
FEMALE 

O.S!O O.Ol(t 0.005 0.59U 
0.170 0.002 0.001 0.071 i?oooo: . 

00. g 
. i. . 

cl;; 
fp-lp . 

z. wp 
. 

cp~ 
. 

0”: 8 g fp; . p; . ;.:s; . 0.002 0.000 
O.C64 0.030 0.008 O.Y42 0.005 
0.027 0.004 0.002 0.119 0.000 
0.F46 0.013 ,".gw: 0.615 0.003 
0.c73 0.001 . 0.040 0.000 
O.CE,3 0.026 0.007 0.975 tl.005 
0.014 0.004 0.001 0.062 0.000 

fpg,' . c 0.01.4 0.002 0.005 0,001 0.632 0.056 0.003 0.000 
0.c57 0.0?9 0.008 1.001 0.007 
O.C?4 0.010 0.003 0.223 0.002 



(/A f h, 
HOECtiST AG STATISTISCL 

VERSUCH 054s 
,kRERSICtIT KOERPE GEW CHT 

VERSUCHSDEG&N:2~.D6.1976 
\ 

PHARMA FURSCHtJNG TOX I KDLtIG I E 
PRAEPARAT:DCTtlPIROX 

90-TAGE-VEHSUCH 

PR FFUNGSLFITER :MAYER DR. 
S&M :ttOEiWlfKFt SPF 71) 

VFRSIJCHST I FR :RA 

LOESUNGSMI TTEi :STAERKESCtILFIM 
LUECHTER :HCtECHS ? 

TE 
AC 

APPL IKAT IUNSWEG : SCHLUNDSONDE 

0: 
= KONTHOLLE 
= VERSUCHSPRAEPARAT l.DDSIS 

E 
= VERSIJCHSPRAEPARAT Z.DDSIS 

40.0000 MG/KG 

= VFRSUCIISPRAFPARAT 3.DUSIS 
100.0000 MG/KG 
250.0000 MG/KG 

+1. BIS +ze. VERSUCHSTAG F = FLAECHENRERECHNUNG 
N.S. = NIGHT SIGNIFIKANT 0.05 = IRRTUMSWAHRSCHEINLICHKEIT 

S 
I:1 : 111 5 

ULTANER VERGLEICH NACH NEMENYl 
ULTANER VERGLEICH NACH TUKEY 

HAFNNCHEN 
K/D1 K/D2 K/D3 Dl/DZ 

K:fR 
+4: 
t7. 

t10. 
+14. 
::p 
+24: 
+2e. 

PFRGEW.IF1:N.S. 
TAG 
TAG 2::: 
TAG 

E 
ri:“s: 

x 
NN::: 

TAc: 
TAG 

WEIBCHFN 
K/O1 K/D2 K/D3 01102 

Ok/D3 D2/03 

0.05 N.S. 
N.S. N.S. 

ix5 w . . . . 

285 !E: 

8 :ooz !?z* 
0.05 N:S:’ 
0.05 N.S. 

Dl/D3 D2/D3 

. . . . _  I_. 1  _  .__ ,.-. ~,. .- ..- .-- - *  _-. .- .-.-.--I_Y1_--. - .- --- --. - 
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HOECtiST AC 

90-TAGE-VERSUCH 

I /--.I ’ -) 

STATISTISC .&DEKS ICHT 
VEKSUCH 0595 

KOERPERCEWICHT ’ 
VERSIJCtiSOEGINN:21.06.1376 

PHARHA FOHSCHUNC TIJX I KItLUG I tI 
PRAEPARAT:OCTIlP IRQX 

PRUEFUNCSLFITER :MAYFR DR. 
STAMM :ttt-tF:WISKFI SPF 71 I 
LOESUNGSMI TTEL :STAkRKESCttLE fH 

0: 
= KflNTKOLLE 
= VERSIJCHSPRAFPARAT 1 .I)OS I S 

ODS 
= VFRSIJCHSPRAEPARAT 2.DOSIS 
= VERSUCHSPRAEPARAT 3.00s 1 S 

VERSUCHSTIER :RATTE 
ZUECHTER : HOECHST AG 
APPLIKATIONSWEG :SCHLUNDSONOE 

40.0000 MC/KG 
100.0000 MG/KG 
250.0000 MG/KG 

+20. 815 C9l. VEPSUCHSTAG F = FLAECHENRERECHNUNG 
N.S. = NIGHT SCGNIFIKANT 0.05 = IRRTUHSWAHRSCHEINCICHKEIT 

1: I = SIMULTANER VERGLEICH NACH NEMENYI 
= SIHULtANER VERGLEICH NACH SCHEFFE 

13) = SItiULtANER VERGLEICH NACH TUKEY 

WEIDCHEN 

1:;: ‘fF 
+59. Ad ? 
t63.TAG 
+66.TAG 

:;S*Tr;F 
t77:TAT: 
t80. tAG 
+84.TAG 
tPt.TAG 
t91.TAG 

sEW.tFJ 

K/D1 K/D2 K/D3 D1/D2 01103 DZ/D3 

N.S. 
MA: 
i.2. 

. . 
Lks: 
!A: 
A:? 
Ii:;: 
ii::: 

2::: k3: ix Its: w: 
N. S. 
M: : ss 



’ }tDFCtIST AG 

90-TAGF-VERSUCH 

I,.! * f .) 

STAT1 STT SC 
i 

JERERSICHT KOERPERGFWTCHT 
VER SUCH 05r~ VERSUCtISBEGINN:21.06.lr16 

PH4RHA 

:M4YFR DR. 
W!iL”%%!i~i%Ff SPF -7i 1 
LUESUNGSMI TlEL : SlAFRKESCHLEIH 

K = KDNTROLLE 
= VEPSUCHSPHAEPARAT 1 .DOS IS 

VEKSUCHSPRAEPARAT 2 .DUS I S 
= VFRSUCHSPRAEPAPAT 3.ODSlS 

VFRSUCHSTIER :RATTE 
ZUFCHTER t HDSCHST 4G 
APPL I KAT IONSWEC : SCHLUNDSONOE 

40.0000 MG/KG 
100.0000 MG/KG 
250.0000 MC/KG 

t91. RI S 106. VERSUCHSTAG 
N.S: 

= FLAECHENBERECHNUNG 
= NIGHT SIGNIFIKANT 0.05 = IRRTUMSWAHRSCHElNLICHKElr 

1 ’ I = SIMULTANER VERGLEICH NACH NEHENYI 

& 
= SIMULTANER VFRGLEICH NACH SCHEFFE 
= SI MULTANER VERGLEICH NACH TUKEY 

MAENNCHEN 
K/D1 K/D2 K/D3 Ol/D2 Dl/D3 D2/D3 

I1 KOERPERGEH.CF1:N.S. N.S. N.S. N.S. t.8; ;.;. 
1 (2 t94,TAG 

(21 t9B.TAG Ii:?: k$: . . . 00% II’? 
(2 lOl.TAG 

I NN:? kk k$: E: 

8:;; N:S: 

12 106,TAG 0:05 K: 

WETBCHFN 
K/D1 K/D2 K/O3 01102 Dl/D3 02/03 

(11 K0ERPERGFki.TFt:N.S. 
Ill t94.TAG II*:: NN’? N-S* 

i:$: N:S. ;:;: 
1::: ?I:& 

N:S: 

I:$: N.S. N.S. 

k:: N:S: N:S: 2::: 2::: 

.: -.. .- _  --..-.. .- -.., . ._ . ._____._____._____^_ I _  _  . _  ._._..__ _  



HO EC HST AG 

3 MONTH TEST 

. . 
‘(- I f -,i 

SlATL d,,AL SUMMARY HAENATOLOGY 
\ 

STUDY 0545 START OF STUOY:21.06.1976 
PHARHA 
PREPARATIONr 

HEAD OF STUDY:HAYER DR. 
SPECIES:HOE:HISKFIS6F IL) 

ANIHAL:RAT 

SOLVENT:STARCH MUCILAGE 
BREEDER:HOECHSf AG 
ROIJTE f STOMACH TUBE 

c = CONTROL 

3 
= TEST TJRUG: 1ST DOSE LEVEL 
= TEST DRUG: ZND DOSE LEVEL 

40.0000 MC/KG 
D3 = TEST DRUG: 3RO DOSE LEVEL 

100.0000 JIG/KG 
250.0000 MG/KG 

-7.OAY OF STUDY 
N.S. = NOT SIGNIFICANT 0.05 = LEVEL OF SIGNIFICANCE 

I I 4 
= SIMULTANEOUS COMPARISON ACCORDING TO NEMENYI 
- SIMULTANEOUS COMPARISON ACCORDING TO TUKEY 

MALE 
cm1 c/o2 c/o3 OL/D2 01/03 OZ/D3 

I 
1 LEUCOCYTES: 
I THROHEOCYTES: 

I 

!A: . . 
i.2. 0.05 N.S. 

(3 HAEMOGLORIN: 
M 2: rd: 

11 ERYTHROCYTES: M:S: kS: 
s:as 1;:: 
0.05 N.S. 2s3 NN::: 

FEMALE 
C/O1 C/O2 C/D3 01102 01/03 02/03 

(3) LEUCOCYTES: 
THROMBOCYTES: M:Ss: k2: 
HAEMOGLOBIN: 

M: II::: 

ERYTHROCYTES: NN::: 4:;: . . 

1::: 

ii*:* k: t 

Ii::: 

#rl: kS: 

,.,C ‘_, I 

. .__ - ._.__--- 



I 

HOECHST AG 

3 MONTH TEST 

HEAD OF STUDYrMAYER~OR. 
SPECIES:HOE:WISKFISPF 71) 
SOLVENT:STARCH MUCILAGE 

OF 
= CONTROL 
= TEST DRUG: 1ST DOSE LEVEL 

xs 
= TEST DRUG: 2ND DOSE LEVEL 
= TEST DRUG: 3R0 DOSE LEVEL 

I : (3 /\ 
STAT. 

STUDY 05u5- 
,AL SUMMARY HAEHATOLOGY 

START OF STUDY :21.06.1976 
PHARHA 
PREPARATION: 

ANINAL:PAT 
BREEDER:HOECHST AG 
ROUTE:STOMACH TUBE 

60.0000 HG/KG 
100.0000 MG/KG 
250.0000 MG/KG 

tB5.OAY OF STUDY 
N.S. = NOT SIGNIFICANT 0.05 = LEVEL OF SIGNIFICANCE 

I I i 
= SIMULTANEOUS COMPARISON ACCORDING TO NEMENYI 

3 
=I SIMULTANEOUS COMPARISON ACCORDING TO SCHEFFE 
= SIMULTANEOUS COMPARISON ACCO’RDING TO TUKEY 

HALE 
C/O1 C/O2 C/D3 Dl/D2 D1/03 D2/03 

(1) LEUCOCYTES: 
L 1 t THROMBOCYTES: R* 
(11 t’AEMOGLOBIN: N:S: 

N.S. N.S. [.;. i.;. E.;. 

w N*S* 
13) ERYTHROCYTES: N.S. N:S: . . . . 

;.:5 $2: : : : : 
CA E. 

FEMALE 
C/O1 C/O2 C/O3 01102 01103 02103 

1) LEUCOCYTES: 
THROMBOCYTES: 

N.S. N.S. N.S. N.S. N.S. 
hAEtlDGLOB I N: 

NN:s: 
NN:s’ 

ERYTHROCYTES: xj:;: 
w w* LP? Ii*? 

0.08 N:S: N:S: N:S: N:S: 

. . . . . .-, .- __-___ --- --.. _. 



. 
/ L’ 

/ \ 
? 

STAT1 L -AL SUMMARY HAEHATOLOGY 
\ 

HUEC HST AG 
STUDY 0545 START OF STUDY:21.06.l~76 

3 MONTH TEST 

HEAD OF STUDY:MAYER DR. 
SPECIES:HOE:HISKFIS~F 711 
SOLVENT:STARCH MUCILAGE 

ANIHAL:PAT 
8REEDER:HOECHST AG 
ROUlE:STOHACH TUBE 

PHARMA 
PREPARATION 

c = CONTROL 

II: 
= TEST DRUG: 1ST OOSE LEVEL 
= TEST DRUG: 2ND DOSE LEVEL 

03 = TEST DRUG: 3RD DOSE LEVEL 

40.0000 HG/KG 

4 
00.0000 NG/KG 
50.0000 PIG/KG 

107.DAY OF STUDY 
N.S. = NOT SIGNIFICANT 0.05 = LEVEL 

(21 = ST MUL TANEOUS COHPAR I SON ACCOBDI NG 

MALE 
C/D1 C/D2 C/D3 Dl/D2 D1/03 D2/03 

OF SIGNIFICANCE 

TO SCHEFFE 

I2 1 LEUCOCYTES: 
!*S* 

N.S. N.S. 
THROHBOCYTES: ii:;: kss* 
HAENOGLOBIN: 

ii:=: N:S. 
0’0; N:S: 

3:$: 
Ii*? 

ERYTHROCYTES: 0.05 2:s”: NfS: N:S: 

;.;. 

FEMALE 
C/D1 C/D2 C/D3 D1/02 01/03 D2/D3 

‘2 1 LEUCOCYTES: N.S. N.S. N.S. 
‘21 THROHBOCYTES: 
21 HAEHOGLOBIN: 

fpy g.55 c.2. 
21 ERYTHROCYTES: N:S: N:S: N:S: 

,. -, 
hW’ 

-. .I. -- - ---.--.- ,-,..- -.__- 



064 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART : RATTE 
DOSIERUNGEN: 

KONTROLLE 
40.00 MG/KG 

100.00 MC/KG 
250.00 MG/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: NA 

GESCHLECHT: MAENNLICH 

H-TEST 
------ -----_ 

PRUEFGROESSE T = 0.1098E 02 9 (PdO.05) 

SIMULTANER VERGLEICH ALLER GRUPPEN 
===------------------------------- -------------------_----------- 
(NACH NEMENYI, 5%-NIVEAU) 

RANGMITTEL VERGLEICH 

GRUPPE 1: 0.1967E 02 I 
GRUPPE 2: 0.2840E 02 
GRUPPE 4: 0.3247E 02 :: 
GRUPPE 3: 0.4014E 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 

H-TEST 
------ ------ 

PRUEFGROESSE T = 0.1048E 02 * (P<O.O5) 

SIMULTANER VERGLEICH ALLER GRUPPEN 
-___---_-_-__-___----------------- -----~-~-_-~-~------~~~-~~~--~-~-- 
(NACH NEMENYI, 5%-NIVEAU) 

RANGMITTEL VERGLEICH 

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



066 

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. 

H-TEST 
_--_-- ------ 

PRUEFGROESSE T = 0.1076E 02 * (Pt0.05) 

SIMULTANER VERGLEICH ALLER GRUPPEN 
================================== 
(NACH NEMENYI, 5%-NIVEAIJ) 

RANGMITTEL VERGLEICH 

GRUPPE 4: 0.1797E 02 
GRUPPE f: 0.3173E 02 
GRUPPE : 0.3330E 02 II 
GRUPPE 3: 0.3750E 02 I 



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 

H-TEST 
------ ------ 

PRUEFGROESSE T = 0.1571E 02 * (PLO.05) 

SIMULTANER VERGLEICH ALLER GRUPPEN 
================================== 
(NACH NEMENYI, 5%-NIVEAU) 

RANGMITTEL VERGLEICH 

GRUPPE 2: 0.2060E 02 I 
GRUPPE 4: 0.2203E 02 II 

GRUPPE 1: 0.3843E 02 GRUPPE 3: 0.3957E 02 : 



068 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART 
DOSIERUNGENi 

RATTE GESCHLECHT: MAENNLICH 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: BILIRUBIN 

H-TEST 
====== 

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



069 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART * 
DOSiERUNGENi 

RATTE 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: KREATININ 

GESCHLECHT: MAENNLICH 

H-TEST 
----__ ------ 

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



H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART : RATTE GESCHLECHT: MAENNLICH 
DOSIERUNGEN: 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 ME/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: GLUKOSE 

H-TEST 
------ _----_ 

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

070 



071 

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: BUN 

H-TEST 
_----- ------ 

PRUEFGROESSE T = 0.1904E 00 N.S.(P>0.05) 



072 

H-TEST 
VERSUCHSNUMMER 1 545 OCT.PIR. 

TIERART * 
DOSIERUNGENI 

RATTE GESCHLECHT: MAENNLICH 

KONTROLLE 
40.00 MG/KG 

100.00 MG,'KG 
250.00 MGI'KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: CA 

H-TEST 
_--_-- ------ 

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: Cl 

H-TEST 
====== 

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



074 

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: SGOT 

H-TEST 
_----- ------ 

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



075 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART : RATTE 
DOSIERUNGEN: 

GESCHLECHT: MAENNLICH 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: SGPT 

H-TEST 
-----_ ------ 

PRUEFGROESSE T = 0.3131E 01 N.S.(P>0.05) 



076 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART 
DOSIERUNGENi 

RATTE GESCHLECHT: MAENNLICH 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: AP 

H-TEST 
====== 

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



077 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART : RATTE GESCHLECHT: WEIBLICH 
OOSIERUNGEN: 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: NA 

ti-TEST 
:z;=-- -- 

PRUEFGROESSE T = 0.3959E 01 N.S.(P>0.05) 



078 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART * 
OOSIERUNGEN: 

RATTE GESCHLECHT: WEIBLICH 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: K 

H-TEST 
= 1 = = = -z 

PSUEFGROESSE T = 0.1712E 01 N.S.(P>0.05) 



079 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART : RATTE 
DOSIERUNGEN: 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: ANORG. P. 

GESCHLECHT: WEIBLICH 

H-TEST 
---_ ==---- 

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 

H-TEST 
-----_ ------ 

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



081 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART * 
DOSIERUNGEN; 

RATTE GESCHLECHT: WEIBLICH 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: BILIRUBIN 

H-TEST 
------ ------ 

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



082 

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: KREATININ 

H-TEST 
------ ----__ 

PRUEFGROESSE T = 0.6875E 01 N.S.(P>O.OS) 



083 

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: GLUKOSE 

H-TEST 
--_--- ------ 

PRUEFGROESSE T = 0.9600 E 01 * (P.cO.05) 

SIMULTANER VERGLEICH ALLER GRUPPEN 
--__-_-_-----_-----_~--~~-~~---~~- --_-----~----_----__-----~~---~--- 
(NACH NEMENYI, 5%-NIVEAU) 

RANGMITTEL VERGLEICH 

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



084 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

,HT: WEIBLICH TIERART * 
DOSIERUNGEN; 

RATTE GESCHLEC 

KONTROLLE- 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG. 

ZEITPUNKT: 14. WOCHE 
PARAMETER: BUN 

H-TEST 
------ ------ 

PRUEFGROESSE T = 0.1012E 02 * (Pt0.05) 

SIMULTANER VERGLEICH ALLER GRUPPEN 
================================== 
(NACH NEMENYI, 5%-NIVEAU) 

RANGMITTEL VERGLEICH 

GRUPPE 1: 0.2103E 02 I 
GRUPPE 2: 0.2503E 02 II 
GRUPPE 4: 0.3385E 02 II 
GRUPPE 3: 0.3867E 02 I 



085 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART : RATTE 
DOSIERUNGEN: 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: CA 

H-TEST 
====== 

PRUEFGROESSE T = 0.9422E 01 

GESCHLECHT: WEIBLICH 

* (P<O.O5) 

SIMULTANER VERGLEICH ALLER GRUPPEN 
=== ---- ---_-=------ ------==================== 
(NACH NEMENYI, 5X-NIVEAU) 

RANGMITTEL VERGLEICH 

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

H-TEST 
----__ -----_ 

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



087 

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: SGOT 

H-TEST 
====== 

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



088 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART : RATTE 
DOS1 ERUNGEN: 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 14. WOCHE 
PARAMETER: SGPT 

H-TEST 
------ ------ 

GESCHLECHT: WEIBLICH 

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



089 

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. WbCHE 
PARAMETER: AI' 

H-TEST 
:===== 

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



090 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART : RATTE GESCHLECHT: MAENNLICH 
OOSIERUNGEN: 

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 N.S.(P>0.05) 



091 

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: 16. WOCHE 
PARAMETER: K 

H-TEST 
====== 

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



092 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART : RATTE GESCHLECHT: MAENNLICH 
OOSIERUNGEN: 

KONTROLLE 
40.00 MGjKG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 16. WOCHE 
PARAMETER: ANORG. P. 

H-TEST 
====== 

PRUEFGROESSE T = 0.1703E 02 9 (P<O.O5) 

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 II 
GRUPPE 2: 0.3094E 02 I 



093 

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: 16. WOCHE 
PARAMETER: HARNSAEURE 

H-TEST 
------ ------ 

PRUEFGROESSE T = 0.1907E 02 * (Pt0.05) 

SIMULTANER VERGLEICH ALLER GRUPPEN 
---------------------------------- -~-~--~----~~~--------~~~~-~~~~--- 
(NACH NEMENYI, 5%-NIVEAU) 

RANGMITTEL VERGLEICH 

GRUPPE 1: 0.7200E 01 I 
GRUPPE 3: 0.2010E 02 II 
GRUPPE 2: 0.2400E 02 I 
GRUPPE 4: 0.2800E 02 I 



094 

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: 16. WOCHE 
PARAMETER: BILIRUBIN 

H-TEST 
====== 

PRUEFGROESSE T = 0.1665E 02 * (PCO.05) 

SIMULTANER VERGLEICH ALLER GRUPPEN 
---------------------------------- ---------~------------~~---~~~~-~~ 
(NACH NEMENYI, 5%-NIVEAU) 

RANGMITTEL VERGLEICH 

GRUPPE 2: 0.1039E 02 GRUPPE 
GRUPPE 

:: 0.1515E 02 II 
: 0.2325E 02 II 

GRUPPE 4: 0.2928E 02 I 



095 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART : RATTE 
DOSIERUNGEN: 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

GESCHLECHT: MAENNLICH 

ZEITPUNKT: 16. WOCHE 
PARAMETER: KREATININ 

H-TEST 
====== 

PRUEFGROESSE T = 0.8197E 01 * (P-cO.05) 

SIMULTANER VERGLEICH ALLER GRUPPEN 
================================== 
(NACH NEMENYI, 5Z-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 



096 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART : RATTE 
DOSIERUNGEN: 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00* MG/KG 

ZEITPUNKT: 16. WOCHE 
PARAMETER: GLIJKOSE 

H-TEST 
-----_ --SW-- 

GESCHLECHT: MAENNLICH 

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



097 

H-TEST 
VERSUCHSNUMMER : 545 OCT.PIR. 

TIERART 
DOSIERUNGEN. 

RATTE GESCHLECHT: MAENNLICH 

KONTROLLE 
40.00 MG/KG 

100.00 MG/KG 
250.00 MG/KG 

ZEITPUNKT: 16. WOCHE 
PARAMETER: BUN 

H-TEST 
====== 

PRUEFGROESSE T = O.lOlOE 02 + (P(O.05) 

SIMULTANER VERGLEICH ALLER GRUPPEN 
----- ------=======================----- _----- 

(NACH NEMENYI, 5%-NIVEAU) 

RANGMITTEL VERGLEICH 

GRUPPE 2: 0.1'283E 02 I 
GRUPPE 3: 0.1550E 02 II 
GRUPPE 1: 0.2205E 02 II 
GRUPPE 4: 0.2778E 02 I 


