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Report on a repeated-dose (90 days) oral toxicity study 
of Octopirox in Beagle dogs 

Summary: 

In a go-day toxicity study the anti-dandruff agent Octopirox 

(= H 72 6146 A) was administered in doses of 16.0, 40.0 

or 100.0 mg per kg body weight, mixed with food, to groups 

of 4 male/4 female pure-bred English Beagle dogs from our 

own breeding. The dogs received the compound once daily for 

90 days. A fourth group of 4 male/4 female Beagle dogs was 

not treated and served as control. 

All dogs lived up to the scheduled end of the study. 

In this study, oral treatment of dogs with Octopirox did 

not result in pathological changes. 
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: Survey 

Compound: 

Category: 

Species: 

No. of animals per group: 

Route: 

Dosage: 

Duration of study: 

\ No. of treatments: 

Beginning of study: 

Last treatment: 

Killing: 

Persons responsible: 

Study director: 

Hematology: 

Clinical chemistry: 

Histology: 

Head of department: 

Octopirox (9 H 72 6146 A) 

Anti-dandruff agent 

English Beagle dog, breed: 

HOE:BEAK 

4 male/4 female 

Oral, mixed with food 

0, 16.0, 40.0, 100.0 mg/kg 

body weight 

90 days 

90 

August 10/11/12/13, 1976 

November 7/g/9/10, 1976 

November g/9/10/11, 1976 

Dr. Brunk 

Dr. Brunk/Dr.Schultes 

Dr. Wicha/Dr. Elajdt 

Prof. Kief/Dr.BHhr 

Prof. Kramer 
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Preliminary Remarks: 

Compound: Octopirox (= B 72 6146 A), anti- 

dandruff agent, Batch E 002 

Experimental animals: Pure-bred English Beagle dogs from 

our own breeding (breed HOE:BEAR). 

Age of male and female dogs at the 

beginning of the study: IO months. 

Mean body weight of male dogs at the 

beginning of the study: 15.2 kg (14.6- 

17.6 kg). Mean body weight 'of female 

dogs at the beginning of the study: 

14.0 kg (12.4 - 15.2 kg). 

Groups and dosages: The doses administered in this study 

had been selected after exploratory 

studies. 

Group I: 

Group II: 

Group III: 

^ Group IV: 

4 males, 4 females 

control, untreated 

4 males, 4 females 

16.0 mg/kg 

4 males, 4 females 

40.0 mg/kg 

4 males, 4 females 

100.0 mglkg 

Duration of study and Octopirox was given daily (7 times a 

route of administration:week) for 90 days, mixed with food, 

at the midday feeding. The control 

animals were not treated. 
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METHOD I. 

i. 

2. 

Maintenance and Feeding: 

The dogs were kept in individual bcxes in clima- 

tized (18'C) kennels with open-air runs for the 

groups. They received a standard dLet (Latz FF, 

mfr.: Latz Purina GmbH, for composition of feed 

see Appendix I) in daily portions of 850 g (males) 

or 650 g (females). In addition, each dog received 

an individual feeding of 150 g minced meat per day. 

Water was provided ad libitum in automatic watering 

troughs. 

Dogs which had not consumed all of their food tvo 

hours after feeding were recorded. The amount not 

consumed until the following morning was weighed. 

Clinical Investigations: 

2.1 Assessment of general state of health: 

Daily. 

2.2 Determination of body weight: 

Once a week. 

2.3 Behaviour: 

aily observation. 

2.4 Reflex response: 

The flexor, patellar, anal, cutaneous, corneal, 

pupil'lary, blinking, placing (vlsuai and tactile) 

and righting reflexes were examFned prior to the 

first treatment, after 45 days and at the end 

of the study. 

2.5 Eye examinations: 

The eyes were examined by means of an Okulus 

hand slit lamp and a Kova fundus camera RC2 

(direct ophthalmoscopy) prior tc the first 

treatmen:, after 45 days and at the end of the 

study. 
In th'is assessment the examinatlon of cornea, 

anterior chamber, iris/pupil,lems,vitreous body and 

fundus of the eye was included. 
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3. 

2.6 Examination of hearing: 

Simple noise test for assessment of hearing, 

performed prior to the first treatment, after 

45 days and at the end of the study. 

2.7 Examination of teeth: 

Prior to the first treatment, after 45 days 

and at the end of the study. 

2.8 Examination of visible mucous membranes: 

Prior to the first treatment, after 45 days 

and at the end of the study. 

Laboratory tests: 

For all tests, the blood samples were vithdravn 

from the vena cephalica antebrachii or from the 

vena saphena parva of the animals which had been 

fasted for 18 - 20 hours. For the determination 

of the coagulation time a marginal ear vein was 

punctured. Wi:h the excep:ion of the last-mentioned 

parameter, all other hematological examinations 

were performed with EDTA blood. 

3.1 Hematological examinations: 

The blood samples were withdravn prior to the 

beginning of the study (preliminary value), 

after 45 days (intermediate value) and at the 

end of the study (final value) and vece then 

examined. 

In these examinations the following parameters 

were determined: 

erythrocytes Coulter Counter, 
leukocytes model ZF 

hemoglobin content Counter (hemoglobino- 
meter 

mil . /mm3 
thous./mm3 

g/100 ml blood 

coagulation time capillary method act. to min. 
SCHALM (at 18'C) 

hematocrit Coulter Counter, 
act. to Hattersley 

% of whole blood 

i 
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BSR Act. to WINTROBE, uncor- lmdhour 
rected l-hour value 

i 

reticulocyte count brilliant cresyl blue Z of erythro- 1 
staining acc.to BEaMANN cytes 

thrombocyte count Coulter Counter, 1oo,ooo/mm3 
model ZF blood 

Heinz bodies nile blue chloride 
staining 

differential blood panoptic staining acc.to 
count PAPPENREIM 

3.2 Clinical chemistry examinations: 

3.2.1 Serum analyses: 

At the times of examination listed in 

3.1, the folloving parameters vere de- 

termined in all dogs: 

caicium Ca-Analyzer 940,Corning mmol/l 

sodium mUlol/l 
potassium with Autoanalyzer SMA rmoolfl 

6160 

inorg.phosphorus acc.to instructions by mmol/l 
manufacturer 

uric acid umOl/l 
creatinine umol/l 
bilirubin,total Umolll 
chloride chloride titrator, mmol/l 

Aminco 
urea-N BUN Analyzer,Beckman,or mn~~l/l 

bichromatic analyzer 
ABA-100,ABBO-i-I 

3.2.2 Enzyme activities: 

In all animals the folloving parameters 

vere determined at the times of examination 

listed in 3.1: 
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4. 

SGOT Bichromatic analyzer U/l serum 

SGPT ABA-100, ABBOTT U/l serum 

alk.phosphatase U/l serum 

3.3 Urinalyses: 

At the times of examination given in 3.1, the 

folloving parameters were determined in the 

pooled urine of each animal: 

specific weight: areometric method 

pH value: special indicator paper 
from Merck, Darmstadt 

appearance and colour: nev methylene blue staining 

protein : 1 Combi-Uristix, 
glucose: ) Ames Miles GmbH,Frankfurt 

hemoglobin: > 

bilirubin: Icotstix, Ames Miles GmbH, 1 
Frankfurt 

Post Mortem Examinations: 

The dogs were killed with an intravenous injection 

of 0.2 ml killing agent T 61-Hoechst (for composition 

see Appendix II) and were exsanguinated by opening 

of the carotid artery. 

All animals (groups I - IV) were killed on the 

day after the last treatment. 

4.1 Dissection: 

Subsequently to the killing, the animals were 

dissected and examined macroscopiacally. 

4.2 Organ weights: 

The following organs were weighed: 

heart spleen ovaries/testis 
lungs brain adrenals 
liver pituitary thyroid 
kidneys pancreas 
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II. 

1 . 

2. Clinical findings: 

2.1 General state of health: 

The general state of health of the dogs vas 

always good. Experiment-related disorders were 

not observed. 

4.3 Histological examinations: 

Sections of the following organs, ar parts of 

organs were fixed in formalin and/or Carnoy's 

solution and were submitted to histological 

examination: 

heart 
lungs 
liver 
kidneys 
spleen 
adrenals 

thyroid 

pancreas testis/ovaries 
1 

thymus epididpmisjuterus 
pituitary 

1 
prostate I 

cerebrum stomach 
cerebellum jejunum 
eye with optic colon 

nerve 
urinary bladder bone marrow (fixed 

in Schaffer's solu 
tion 

RESULTS: 

All dogs lived up to the scheduled end of the 

study. 

Food consumption: 

The amount of food offered was always consumed 

rapidly and completely. 

2.2 Body weight development:(Table and Figures 1 and 2) 1 

The course of the body weight curves of treated 

dogs of all dosage groups corresponded largely 

to that of the control animals. 

The nutritional state of all animals was very 

good. 
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Table: Body weight in kg 

Dose 
Dog No. 

Sex Beginning 
of study 

End of Difference 
study 

Controls 

698 0” 15.3 16.0 
699 a” 16.8 17.1 
700 d 16.1 15.4 
701 0” 17.6 17.1 

714 
715 
716 

717 i 

16.0 mg/kg 

702 u 
703 0” 
704 ti 
705 ff 

718 
719 
720 

721 i 

40.0 mg/kg 

706 6 
707 CY 
708 CP 
709 CP 

722 0 
723 

724 i 
725 7 

100.0 mg/kg 

710 d 
711 d 
712 0” 
713 e 

726 

727 i 
728 
729 

14.3 14.3 
13.5 l-3. 6 
14.7 13.2 
14.9 14.0 

16.4 17.2 + 0.8 
13.5 14.3 + 0.8 
17.2 17.5 + 0.3 
17.0 17.8 + 0.8 

12.6 11.9 
12.4 12.7 
14.6 13.4 
14.4 14.4 

- 0.7 
+ 0.3 
- 
+_ 

1.2 
0 

16.4 17.7 
16.3 17.1 
15.1 16.0 
14.9 16.3 

14.7 15.6 
12.9 13.1 
13.4 12.9 
14.6 14.1 

15.9 16.7 + 0.8 
15.9 16.6 + 0.7 
16.0 15.7 - 0.3 
14.6 15.6 + 0.1 

13.8 13.2 - 0.6 
14.1 14.2 + 0.1 
13.4 13.1 - 0.3 
15.2 15.1 - 0.1 

+ 0.7 
+ 0.3 
- 0.7 

1 - 0.5 

2 0 
+ 0.1 
- 1.5 
- 0.9 

+ 1.3 
+ 0.8 
+ 0.9 
+ 1.4 

+ 0.9 
+ 0.2 
- 0.5 
- 0.5 
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2.3 Behaviour: 

N.A.D. 

2.4 Reflex response: 

N.A.D. 

2.5 Eye findings: 

N.A.D. 

2.6 Hearing: 

N.A.D. 

2.7 Teeth: 

N.A.D. 

2.8 Visible mucous membranes: 

N.A.D. 

Laboratory findings: 

3.1 Hematological findings: 
The hematological examinations did not reveal 

any experiment-related changes. 

3.2 Clinical chemistry findings: 

3.2.1 Serum findings: 
No experiment-related pathological values 

were measured. 

3.2.2 Enzyme activities: 

All values measured were within the 

physiological norm. 

3.3 Urinalyses: 

N.A.D. 
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Post Mortem Findings: 

4.1 Macroscopic organ findings: 

Experiment-related organ changes were not 

observed. 

4.2 Organ weights: 

Substance-induced changes were not demonstrable. 

One male dog (No. 713, 100 mg/kg) showed a testis 

weight which was lower than usual. 

4.3 Microscopic organ findings: (report by Prof.Kief/ 

Dr. BPhr, Appendix III) 

In this study, oral treatment with Octopirox 

did not lead to morphological demonstrable 

organ changes in dogs. 

March 7, 1977 Pharmaceutical Research/Toxicology 

of 

HOECHST AG 

signed: 

Dr. Brunk 
Clinical toxicology 

, 

Dr. Weigand 
Industrial toxicology i 

I 

Prof. Kramer 
Head of department 



Figure 1 ; Body weight development in dogs after treatment with Octopirox 
go-day oral toxicity study1 species: English Beagle dog! 4 males per group 

Group mean Vahels 
in kg 

17 

16 
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. Group I Control 
. . . . ._........ . Group 11 16 w/kg 

.-------. GrOUp III 40 w/kg 
.-.-.-,-.-. Group IV 100 mg/kg 

Weeks of study 

01 
--.-.. , _.- *-.-- . . _ _.-. - . . _ - -. . . - . . -. -. 1 I ! .----. 



Figure 2: Body weicjht development in doge after treatment with Octopirox 
go-day oral toxicity atudyt species: English Beagle dogr 4 females per group 

Group mean value8 

17 

16 

15 

14 

13 

12 

in kg 

. . Group I Control 
, . f . . . . . . . . . , , Group II 16 w/kg .- - - - --. Group III 40 mg/kg 
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Hematological Findings 

Species : Beagle, English 

Coqomd : Octopi rox 

Week: Preliminary value 

Dose Xontrol 

Administration: untreated 

Neutru 
AnimalsexRBcHB PCV btic. tceinz B Sed. Rate Platelets Coag. T. 

ids gt I to dh 103 
Band Segm. Eos Base Lynpho bbno 

min. T 10 \ \ \ t t t 
. . . . . . . . . . . . . . 

SO. 
. . 

698 M 5.33 15.1 39 5 

699 M 6.46 15.4 45 4 

700 M 5.98 14.5 43 2 

701 M 6.50 16.0 -IS 3 

714 F 6.90 16.5 47 1 

715 F 7.20 16.6 50 .4 

716 I: 6.32 15.3 44 3 

717 F 6.69 15.4 48 2 

0 

0 

0 

0 

219 

250 

255 

229 

209 

266 

255 

261 

1 9.3 0 61 4 0 35 

1 9.7 0 59 2 0 39 

2' 7.1 0 59 4 0 37 

2 7.7 0 55 0 0 45 

9.1 0 57 3 0 40 

9.0 0 58 0 0 42 

6.9 0 70 6 0 24 

7.5 0 69 1 1 29 
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Hematological Findings Gmpomd: Octopirox Dose 16 mg/kg 

Administration: oral in food 
Species : Beagle, English Week: Preliminary value 

Neutm 
Animal Sex REC HB PCV Retie. 

106 go t to 
&inz B Sed. Rate Pljtelets Coag. T. WB$ iand Fgm. p 

m'h 10 min. 10 NO. 
* . . . . . . . . . . . . . 

702 PI 

703 M 

704 M 

705 M 

5.56 14.7 38 0 53 0 366 1 9.0 0 59 4 

6.30 15.7 45 3 fl 0 392 1 9.8 51 2 _ 0 

5.30 17.0 39 2 Ib 0 276 1 7.5 0 60 5 

5.87 14.2 52 1 c3 0 240 1 11.8 0 66 3 

718 F 

719 F 
720 F 

721 F 

6.40 15.4 45 3 P. 0 324 1 8.3 0 64 1 

6.40 15.4 45 .O b 0 ' 318 1 7.2 0 64, 1 

6.63 16.0 46 1 13 0 318 1' 8.6 0 70 1 . 
6.51 15.3 44 2 B 0 329 1 11.2 o 56 0 

Baso Lynpho Mm0 
% I % 
. . . 

37 

47 

35 

31 

35 

35 

29 

44 

04 
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Hematological Findings ConpoLnd : Cktopirox 00% 40 mg/kg 

Administration: oral i!l food 
Species : Beagle, English Week: Preliminary value 

Neutro 
Animal Sex Rl?C 103 PCV l&tic. 

106 g% t to 
Heinz B Sed. Rate Plttelets Coag. T. WBC Band Segm. Eos 

m/h 10 m in. 103 t I 
. . . . . . . 

* u 0. 
. . 

\ 
. 

Baso Lynpho bbno 
$ I 

. . . . 
I 
. 

0  

0 

0 

0 

0 

0 

0 

0 

. . 

706 M 6.29 14.6 43 1 

707 M 5.73 14.3 42 0 

708 M 5.97 15.0 42 2 

709 M 5.86 16.5 41 1 

722 F  5.70 14.2 40 1 0 . 
723 F 6.40 15.5 46 2 0 
724 F  6.41 15.5 45 1 0 
725 F 5.51 i6.2 39 2 0 

235 

240 

287 

324 

371 

287 

235 

266. 

1 7.8 0 67 1 

2 7.2 0 65 1 

1' 9.3 0 61 6 

1 8.9 0 51 6 

8.7 0 66 1 

10.0 0 52 9 

7.8 0 61 4 

11.0 0 71 0 

33 0 

39 0 

35 0 

29 0 

32 0 

34 0 

33 0 

43 0 

05 
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Hematological Findings Coqound : Octopirox DOS@ 100 mg/kg 

Administration: oral in food 
Species : Beagle, English Week : Preliminary value . 

Neutt-o 
Animal Sex RX HB 
so. 106 g\ 

PCV Retie. tk4nz B zi Rate Pljtelets Coag. T. WB$ Band rgm, p iaso imho p 
%  $0 10 m in. 10 1 

. . . 8 . . . . . . . . . . . . . 

710 M  

*711 M  
712 M  
713 M  

726 F 
727 F 
728 F 
729 F 

5.70 14.2 40 2 d 0 419 

6.40 15.5 46 3 0 0 276 

6.41 15.5 45 1 B 0 x)2 

5.51 14.9 39 1 B 0 245 

11.8 0 69 1 0 30 0 
10.5 0 59 0 0 41 0 

-10.30 68 1 0 31 0 

7.4 0 64 2 0 34 0 

. 6.88 16.0 48 1 8 0 292 

6.57 16.2 46 1 fzl * 0 355 

6.71 15.4 47 '1 0 0 297 

6.43 15.7 47 0 B 0 334 ' 

1 
1 
1 . 
1 

8.7 0 56 5 

12.6 0 64 . 0 

12.2 0 70 0 

12.2 0 70 0 

0 * 39 0 

0 36 0 

0 30 0 

0 30 0 



f lema tological Findings Conpound: Octopirox Dose Control . 

Species : Beagle, English Week : 45 days 
Administration:untreated 

Neutro 
Animal Sex RLK III) KY Retie. Heinz B Sed. Rate Pl telets 

3 
Coag. T. 

Yi 
Band Segm. 

nrm/h 
Eos Baso Lynpho bbno 

10 min. 10 t 1 1 \ t 0 SO. 
. . 

16 g$ 1 $0 
. . . . . . . . . . . . . . 

b98 b! 6.67 15.9 48 0 fl 0 2bG 

699 .M 6.10 14.4 43 1 8 0 160 

700 M 5.87 15.0 41 0 0 0 266 

701 M 6.51 15.5 44 0 0 0 169 

714 F 
71s F 

716 F 
717 F 

5.42 13.4 36 1 

6.42 14.6 44 .O 

6.32 14.5 42 1 

6.63 is.3 46 1 
0 0 

b’ 0 

250 

250 

276 

224 

2 8.7 1 SO 5 

1 6.8 0 54 3 

- 2 5.5 0 53 5 

4 5.8 0 62 5 

1 6.3 0 56 7 0 37 0 
3 7.5 0 59, 1 0 40 0 
1’ 9.0 0 65 5 0 30 0 

1 7.2 0 51 0 0 49 0 

0 43 1 

0 43 0 

0 42 0 

0 33 0 

07 



Ilematological Findings Conpomd: Octopi rox Dose 16 mg/kg 

Administration: oral in food 
Species : Beagle, English Week: , 45 days 

Neutm 
Animal Sex R.BC HB 

106 gt 
PCV l&tic. Heinz B Sed. Rate Pljtelets Coag. T. WBC Band Segm. Eos Baso Lyqho bno 
% lo 10 min. 103 % % t % I t NO. 

. . . . . . . . . . . . . . . . . 

702 M 6.62 15.1 43 1 13 0 302 
703 M 6.39 16.7 42 2 8 0 324 
704 M 6.11 15.6 41 2 n 0 309 
705 M 7.26 16.9 54 0 8 0 245 

718 F 
719 F 
720 F 
721 F 

5.71 13.7 41 0 lb. 0 266 
6.48 15.2 43 .O @ 0 334 
6.43 15.2 42 1 b 0 334 
6.16 14.1 42 0 fl 0 324 

4 8.1 0 57 1 
2 8.1 0 58 0 
2 6.7 0 53 4 
3 10.8 0 62 5 

5 8.6 0 53 0 
3 7.2 0 62. 0 
3’ 7.9 0 62 0 
4 8.1 0 65 6 

0 42 0 

0 42 0 
0 43 0 
1 32 0 

0’ 47 0 
0‘ 38 0 
0 38 0 
0 29 0 
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Hematological Findings 

Species : Beagle, English 

Conpound: Octopi rox Dose 40 mg/kg 

Administration: oral in food 
Week: 45 days 

Neutro 
Animal Sex RDC HE Pcv Retic. Heinz B 

106 gl \ 10 
!3$. Rate Pljtelets Coag. T. MKj Band Segm. Eos Baso Lynpho t&no 

1 10 min. 10 1 1 t 1 t t NO. 
. . . . . l .  .  . . . . . . . . 

706 M 6.67 14.0 42 0 Ib 0 

707 M 5.91 14.6 40 1 fl 0 

708 M 6.26 14.8 41 2 0 0 

709 M 6.29 14.8 42 0 13 0 

722 F 

723 F 

724 F 
725 F 

5.97 13.9 44 0 @ . 0 

6.22 14.5 42 ,O fl 0 

5.96 14.8’40 0 0 0 

6.83 15.5 47 0 0 0 

235 

297 
209 
329 

292 4 7.3 0 67 0 0 33 

271 4 5.7 0 70 4 0 26 

209 1’ 7.7 0 70 1 0 29 

214 ’ 3 7.6 0 51 5 0 44 

2 7.5 0 57 3 0 40 

1 7.2 1 68 5 0 26 

- 3 7.1 0 56 1 0 43 

2 9.3 0 ,56 2 0 42 

09 
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tlematological Findings COwmd: Octopirox Dose 100 mg/kg 

Species : Beagle, English 
Administration: oral in food 

Week: 45 days 

Neutm 
Animal sex BBC HB 
SO. 106 g'L 1 $0 

PCV Retic. Mm B %& Rate Plttelets Coag. T. WBC Band Segm. Eos Baso Lynpho Nmo 
10 min. 1031 t 1 1 t 1 

. . . . . . l . . . . . . . . . . 

710 M 5.88 13.7 39 1 0 0 318 

711 M 5.98 13.8 40 1 0 0 287 

712 M 5.73 13.9 39 0 0 0 235 

713 M 5.63 12.9 38 0 0 0 224 

726. F 
727 F 
728 F 
729 F 

6.40 14.9 44 1 0 

6.22 15.1 41 0 0 ' 

5.81 14.3 38 '1 0 
6.03 12.7 41 0 0 

0 ’ 224 

0 . 339 
0 261 

' 0 224 

3 

5 

5 * 

4 

7.7 0 68 0 0 32 

8.7 0 69 10 30 

- 6.7 0 61 0 0 39 

6.8 0 54 s 0 41 

7.2 0 60 5 0 35 

6.8 0 58 4 0 38 

8.1 0 70 0 0 30 

7.4 0 59 1 0 40 



Hematological Findings Conpound: Octopirox Dose Control 

Administration: untreated 
Species : Beagle, English Week: , Final value 

Neutru 
Arlimal sex BBC HB Fcv Retic. binz B Sed. Rate P1 telets Coag. T. Band Segm. Eos Baso Ly-rrpho Ebno 
No. 106 g% \ 10 m/h 10 9 min. 9 10 t I 1 t 1 $ 

. . . . . . . . . . . . . . . . . 

690 M 6.08 15.6 43 0 b 

699 M 7.13 16.7 47 0 8 

700 M 6.60 16.6 44 0 0 

701 M 6.69 16.3 45 1 B 

714 F 6.32 15.5 43 3 fl I 
715 F 6.66 15.2 45 .4 0 

716 F 6.60 15.7 44 0 fi 

717 F 6.77 15.4 46 3 Ib 

214 

214 

203 

198 

214 

287 

219 

245 

1 9.5 0 49 7 

1 9.1 0 52 5 

- 2 7.9 0 58 3 

3 6.4 0 61 5 

1 8.6 0 58 9 0 33 0 

1 9.0 0 58. 2 0 40 0 
1’ 7.5 0 61 3 0 36 0 

1 6.7 0 61 0 0 39 0 

1 43 0 

0 43 0 

0 39 0 

0 34 0 
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tlematological Findings Conpund : Octopirox 

Species : Beagle, English Week: Final value 

Neutro 
Animal Sex RBC IIB Fcv Retie. 

106 g! I lo 
Heinz B Sed. Rate Pljtelets Coag. T. WBC Band Segm. Eos Baso Lynpho bno 

NO. ndh 10 min. 1031 1 1-- t 
. . . . . . . . . . . . . . 

702 

703 

704 

705 

. 

M 
M 

M 

M 

F 

F 

F 

F 

6.79 16.9 47 2 

7.62 18.0 51 1 

6.40 15.5 43 1 

6.96 16.2 46 1 

0 219 2 7.9 0 50 
0 350 1 10.5 0 56 

0 172 2 -13.3 0 70 

0 266 2 9.3 0 64 

\ 
. 

3 

5 

3 

4 

1 

0 

2 

2 

I 
. 

0 
0 
0 
0 

0 
0 
0 
0 

47 0 
39 0 
27 0 , 
32 0 

718 

719 

720 

721 

5.80 14.0 39 0, 

5.99 15.0 41 ,l 

6.28 14.6 41 2 

8.51 19.7 59 3 

0 
0 
0 
0 

266 1 10.0 0 64 

313 2 9.5 0 71 

318 2' 7.6 0 58 

297 * 1 10.5 0 53 

35 

29 

39 

45 

Dose 16 mg/kg 

Administration: oral in food 

12 
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lfematological Findings Conpound : Octopirox 

/-- \ 

Dose 40 mg/kg 

Administration: oral in food 
Species : Beagle, F.nglish Week: Final value 

Neutm 
Animal Sex F@C ffD Pcv RJ?tic. tieint B !3ed. Rate Pl telets 

106 g$ 1 lo dh 10 9 
Coag. T. WBC Band Segm. p 
min. 103 1 I 

. . . . . . 
SO. 
l . . . . . . . 

7a bl 7.20 15.8 47 2 b 0 152 

707 M 7.02 16.4 49 0 fl 0 245 

708 M 7.07 16.8 47 1 b 0 162 

709 M 7.73 17.4 52 1 a 0 392 

1 9.0 0 56 9 

1 8.9 0 55 9 

- 2 9.8 0 54 5 

2 10.1 0 59 0 

722 F 6.12 13.9 41 0 @* 0 

723 F 5.77 13.7 41 ,2 9) 0 

724 F 6.71 15.9 46 1 B 0 

725 F 7.41 '16.8 49 1 8 0 

245 

261 

203 

219 

1 7.1 0 67 8 

i 6.8 0 66 0 

1' 7.8 0 63 4 

1 8.8 0 64 5 

Baso 
t 
. 

Lynpho 
1 
. 

35 

36 

41 

41 

25 

34 

33 

31 

Mono 
0 
. 

13 
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Hematological Findings Coqmmd: Octopirox Dose 100 w/kg 

Administration: oral in food 
Species : Beagle, English Week: Final value 

Neutru 
Animal Sex RBC JIB KY F&tic. 
NO. 106 g\ \ !o 

tbinz B !3$ Rate Plgtelets Coag. T. y Band Segm. 7 
10 min. 10 1 I 

. . . . . . . . . . . . . . 

710 c1 6.88 16.3 46 0 

711 M 6.62 15.3 45 2 

712 M 6.58 15.7 44 1 

713 M 6.53 14.9 43 1 

276 1 8.6 0 65 4 

271 1 9.2 0 68 3 

- 229 1 8.1 0 63 4 

209 1 7.0 0 65 9 

726 F 7.21 16.2 48 2 

727 F 6.93 16.2 46 ,9 

728 F 6.71 15.4 45 3 

729 F 6.47 15.3 43 4 

0 
0 
0 
0 

209 1 6.8 0 60 3 

345 1 10.2 0 67 3 

255 1’ 8.9 0 66 0 

’ 240 2 6.9 0 61 6 

Base Lyrrpho bno 
\ \ \ 
. . . 

0 31 0 

0 29 0 

0 32 1 

0 25 1 

0 37 0 

0 30 0 

0 34 0 

0 33 0 



Clinical Chemistry Conpound: OCtoPimx Dose : Control 

Adminlstrationl untreated 

Species : Beagle, English Week : Preliminary value 

Animal Sex Sodium Potassium Xnorg. Uric Acid Bilirubin Croatinine Calcium Chloride BUr\ Glucose 
No. 

mu/ 1 
. 

mM/l 
. 

Phosphorus 
mM/ 1 UN/ 1 
. . 

(total1 
UN/l urn/l 
. . . . 

698 M 

699 M 
700 M 
701 M 

714 F 
715 F 
716 F 
717 F 

150 4.5 1.55 40 4.0 92 2.6 99 5.7 5.7 

150 4.4 1.56 42 3.5 85 - 2.8 103 3.6 5.3 

151 4.7 1.50 36 4.0 81 2.6 104 3.6 5.9 

152 4.6 1.45 38 4.0 94 2.7 107 4.8 5.9 

148 

152 

152 

152 

4.2 1.35 34 

4.4' 1.46 36 

4.3 1.52 36 

4.4 1.65 38 , 

4.5 80 2.7 108 4.2 5.9 

4.5 83 2.7 102 4.1 5.8 
5.5 82 2.7 104 3.5 5.4 
4.5 85 2.8 103 4.4 5.2 

M/l IlWl 
. . 

mm/l 
. 

mM/ 1 
. 

15 
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Clinical Chemistry Conpound : Octopirox Dose : 16 mg/kg 

Administration: oral in food 

Species : Beagle, English Week : Preliminary ‘value 

A>lmal Sex Sodium Potassium Inorg. Uric Acid Billrubin Creatinine Calcium Chloride f3lJN Gluczse 
t:o I Phosphorus [total I 

mN/ 1 mM/ 1 mM/ 1 uM/ 1 uPl/ 1 UN/ 1 mM/l nil/l mm/l ml-l/i 
. . . l l .  .  .  .  .  .  .  

702 M 152 4.5 1.65 34 4.5 85 2.7 10s 4.5 5.6 

703 M 153 4.7 1.42 30 5.0 90 - 2.7 105 5.2 5.9 

703 M 153 4.9 1.43 32 4.5 80 2.8 102 5.0 5.8 

705 M 151 4.8 1.62, 34 4.5 85 2.7 107 3.3 5.9 

718 F 152 

719 F 152 

720 F 152 

721 F 150 

4.6 1.4; 

4.6' , 1.48 

4.7 1.48 

4.7 ' 1.75 

38 4.5 87 2.7 106 5.1 5.7 

36 4.5 86 2.7 102 4.2 6.2 

32 4.0 88 2.4 104 6.3 5.6 

36 5.5 101 2.7 103 5.5 5.8 



Clinical Chemistry 

Species : Beagle, English 

Conpound : Octopi rox Dose: 40 @kg 

Administration: Oral in food 

Week I Preliminary <alue 

Animal Sex Sodium Potass 
No. 

. 

706 

707 

708 

709 

. 

M 

M 

M 

M 

F 

F 
F 
F 

mN/ 1 mN/ 1 
. . 

151 4.5 1.54 

151 4.7 1.42 

152 4.8 1.44 

152 4.7 1.32 

722 

723 

724 

725 

147 4.7 1.54 38 5.0 90 2.7 106 4.9 4.9 

149 4.7' 1.52 40 4.0 92 2.8 100 4.6 5.2 

148 4.6 1.53 38 5.0 92 2.7 106 3.9 5.0 

150 4.9 1.65 40 4.5 100 2.7 108 7.5 4.6 

.um Inorg. 
Phosphorus 
mM/ 1 
. 

Uric Acid Bilirubin Creatinine Calcium Chloride BUF! 
(total) 
UN/~ uM/l 
. . 

Glucose 

&l/l 
. 

mwl rrM/l mN/ 1 
. . . 

mN/ 1 

34 

40 

36 

30 

4.0 82 

- 5.5 82 

4.0 92 

4.0 92 

2.8 106 4.6 5.6 

2.6 102 4.2 4.7 

2.7 107 4.7 6.3 

2.7 100 3.8 6.0 

3.7 



Clinical Chemistry 

Species : Beagle, English 

Corrpound: Oc topirox Dose : lOOmg/kg 

Administration: oral in food 

Week I Preliminary Value 

Animal Sex Sodiun 
No . 

. 

710 

711 

712 

713 

726 

727 

728 

729 

. 

M 

M 

M 

M 

F 
F 
F 
F 

ml?/ 1 
. 

mP1,’ 1 
Phosphorus 
rw 1 UN/ 1 
. . 

(total) 
UN/l 

153 5.1 1.48 34 4.0 

152 5.2 1.42 32 4.5 

153 4.5 1.47 38 4.0 

152 4.9 1.70 36 4.0 

151 4.9 1.75' 40 6.5 

148 4.5' 1.50 36 4.5 

152 5.0 1.54 42 4.5 

151 4.8 1.58 40 5.0 

Potassium Inorg. Uric Acid Bilirubin Creatlnine Calciun Chloride BUN Glucose 

UN/l mM/l 

. , 

80 2.6 

- 80 2.8 

86 2.7 

82 2.7 

110 2.8 

80 2.6 

92 2.7 

86 2.6 

Kfl/l mM/ 1 
. . 

107 4.0 6.0 

101 5.0 6.0 

102 4.1 6.0 

105 4.9 5.8 

101 7.6 5.2 

104 4.3 5.2 

103 3.9 5.0 

105 4.1 4.9 

mM/ 1 
. 

18 
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Clinical Chemistry Corrpound : Octopirox 

Species : Beagle, English Week I 45 days * 

Animal Sex Sodium Potassium Inorg. 
No. Phosphorus 

mm/ 1 mM/ 1 mu/l 
. . . . . 

698 M 147 4.7 1.30 

699 M 152 4.7 1.32 

700 M 154 4.6 1.48 

701 M 152 4.8 1.46 

714 F 153 
715 F 152 

716 F 152 

717 F 150 

4.5, 1.3; 

4.3 1.50 

4.8 1.45 

4.6 ' 1.45 

Dose : Control 

Administration: untreated 

Uric Acid Bilirubin Creatinine Calcium Chloride BUN 
(total) 

UN/l UN/l UN/l ITWl r&l/l mM/ 1 
. 0 . . . . 

30 4.0 78 2.6 109 6.9 

- 32 4.5 92 2.6 104 5.9 

34 5.5 85 2.5 108 4.9 

30 4.0 87 2.5 109 6.5 

32 3.5 86 2.6 105 6.3 4.4 

36 5.0 86 2.5 102 6.5 4.7 

30 4.5 108 2.4 112 4.5 5.0 

34 5.0 106 2.6 113 6.1 4.8 

Glucose 

mM/ 1 

5,2 

4.7 

4.6 

4.4 

19 
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Clinical Chemistry Conpound:  Octopirox Dose: 16 mg/kg 

Administration; oral in food 

Species : Beagle, English Week:  45 days - 

Animal Sex Sodium Potassium Inorg. Uric Acid Bilirubln Creatinine Calcium Chloride BUN Glucose 
No . 

. . 
mM/ 1 
. 

mM/ 1  
. 

Phosphorus 
mM/ 1 uM/ 1 
. , 

(total) 
UN/l UN/l 
. * 

flPl/l n-W1 
. . 

mM/ 1 mM/ 1 
. . 

702 M  150 4.6 1.38 34 5.0 88 2.5, 113 

703 M  148 4.7 1.42 36 5.5 90 - 2.5 113 

704 M  151 4.8 1.43 40 5.0 90 2.5 110 

705 M  152 4.8 1.53 36 5.5 85 2.6 114 

718 F  

719 F  

720 F  

721 F  

154 4.5 1.52 42 

152 .4.7' 1.52 32 

153 4.8 1.47 38 

153 4.8 1.43 34 , 

6.0 90 2.6 101 

6.5 85 2.6 103 

5.5 90 2.5 106 

4.5 94 2.5 105 

7.1 5.2 

7.8 4.8 

5.4 5.0 

5.8 4.6 

7.9 4.8 

6.0 4.9 

5.5 4.7 

4.4 5.2 , 

20 



Clinical Chemistry Corrpound : Cktopirox Dose: 40 mg/kg 

Administration: ora1 in food 

Species : Beagle, English Week t 45 days - 

Animal Sex Sodium Potassium Inorg. Uric Acid Bllirubin Creatinine Calcium Chloride BUN Glucose 
NO. Phosphorus (total) 

mm/ 1 mM/ 1 d-l/ 1 UN/ 1 UM/l UN/l mN/i TIM/l Id-l/ 1 mrv 1 
. . . . . . e . . . . . 

706 M 155 4.8 1.45 32 4.5 

707 M 152 4.8 1.43 34 5.5 

708 M 153 5.0 1.51 34 5.0 

709 M 151 5.0 1.46 32 4.0 

722 F 152 4.6, 

723 E 153 4.7 

724 F 153 4.4 

.725 ‘F 152 4.4 a 

1.4; 

1.62 

1.60 

1.47 

40 4.5 93 2.5 115 6.2 4.8 

38 5,s 92 2.5 109 7.5 4.4 

34 6.0 90 2.4 110 5.4 4.9 

32 5.0 88 2.6 111 6.0 4.7 

96 

103 

108 

103 

2.5 109 6.1 4.7 

2.5 106 7.0 4.8 

2.5 114 6.4 5.1 

2.6 106 5.7 4.6 



Clinical Chemistry Conpound : Octopirox 

. 

Dose: 100 mg/kg 

Administration: oral in food 

Species : Beagle, English Week; 45 days - 

P,nimal Sex Sodium Potassium Inorg. Uric Acid Bilirubin Creatinine Calcium Chloride BUN Glucose 
NO. Phosphorus - (total 1 

mM/l mm/ 1 mM/l uM/ 1 UN/l UM/l nwl M/l mM/l m?i/ 1 
. . . . . . . . . . * 

710 hl 152 4.4 1.60 36 5.0 90 2.6 112 4.8 5.3 

- 711 M '152 4.7 1.68 34 6.0 101 2.6 108 5.6 5.0 

712 81 151 4.8 1.59 34 5.0 102 2.6 110 5.4 4.9 

713 M 152 4.6 1.48 34 5.0 120 2.5 107 7.2 5.1 

726 F 153 4.6 1.5; 32 5.0 116 2.5 108 6.1 5.4 

727 F 154 5.6 * 1.62 38 5.5 88 2.5 106 5.4 5.2 

728 F 153 5.0 1.54 40 5.0 91 2.4 108 5.4 5.0 

729 F 152 4.8 1.53 34 5.0 83 2.5 109 5.4 4.9 

22 
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Clinical Chemistry Con-pound:  Oc topirox Dose: Control 

Administration: Untreated 

Species : hagi?, English Week  : F inal value L  

~-ins1 SOX SXiU? Fotassium Inorg. Uric Acid Dilirubin Creatinir.e Calcium Chloride E;l;{ GiUCOS:? 

. . 

B1 
I4 
bl 
bl 

F  
F  
F  
‘F  

r. 1  5:.. %  

. 
i-l-r;’ 1  
. 

Phosphorus 
mM/ 1 UN/l 
. . 

(total I 
UN/l lJtv1 
. . 

m fvl m m /l 
. . 

nM/ 1 
l 

m!l/ 1 
. 

b98 
b99 

'00 

701 

714 

715 

716 

717 

150 4.7 1.53 32 4.5 124 2.5 104 ' - 

145 4.8 1.72 38 4.0 105 2.7 104 

143 4.8 1.70 40 5.5 95 2.5 100 

150 4.7 1.30 40  5.5 105 2.6 109 

149 4.7. 1.44 32 

149 4.7 1.32 28 

148 4.7 1.59 28 

148 4.6 1.31 32 

4.0 98 2.6 103 5.1 4.0 

3.5 s 96 2.7 104 5.7 4.3 

4.0 85 2.5 104 5.2 4.2 

4.0 100 2.6 105 6.0 4.8 

7.3 

5.9 

5.7 

7.3 

4.2 
5.0 

4.0 

4.4 

23 
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Clinical Che-Lstry Conpound : Octopimx Dose : 16 w/kg 

Administration: oral in food 

Species : Beagle, English Week I Final value - 

Animal Sex Sodium Potassium Inorg. 
No. 

Uric Acid Billrubin Creatinine Calcium Chloride BUf4 Glucose 
Phosphorus (total1 

T+l/ 1 mM/ 1 mM/l UN/ 1 urn/l d-l/l IdI/ It-W1 fdl/l mtl/ 1 . . . . . l a .  .  .  .  .  

702 bl 149 

703 M 148 

704 M 147 

705 M 147 

718 F 148 

719 F 148 

720 +F 147 

721 F 149 

4.8 1.63 

4.9 1.60 

4.8 1.45 

4.9 1.35 

5.2* 1.47 

4.3 1.72 

4.5 1.15 

4.5 1.58 

34 4'.0 110 . 2.7 104 7.2 4.4 

30 5.0 120 2.7 102 10.6 4.3 

40 4.0 102 2.5 103 5.6 4.2 

32 3.5 92 2.5 112 5.0 4.0 

34 4.0 85 2.7 109 6.7 4.1 

40 5.0 82 2.7 103 5.2 4.8 

44 4.0 87 2.5 107 4.1 4.5 

34 4.0 108 2.7 108 5.5 6.1 

24 



Clinical Chemistry Conpound: Octopimx 

Species : Beagle, English Week : Final value - 

Dose I 40 n&kg 

Administration: ora1 in food 

Animal 
No. 

. 

706 

707 

708 

709 

: 722 

723 

724 

725 

Sex Sodium Potassium Inorg. Uric Acid 6illrubin Creatinine Calcium Chlorida LW;; Glucose 

mM/ 1 
. 

mM/l 
. 

Phosphorus 
id-l/l urn/ 1 
. * 

[total) 
UN/ 1 UN/l 
. . 

d-l/l 
. 

IlWl 
. 

103 

101 

108 

107 

110 

101 

103 

109 

mM/l 
. 

mM/ 1 
. 

148 4.7 1.22 28 4.5 107 - 2.7 

148 4.6 1.12 28 4.0 103 2.6 

147 4.8 1.53 28 4.5 110 2.8 

145 4.8 1.23 x) 3.0 109 2.6 

148 

147 

146 

147 

4.3 1.12 34 

4.3 1.45 32 

4.2 I 1.41 40 

4.5 1.10 38 

3.5 92 2.6 

3.5 101 2.5 

4.5 92 2.6 

5.5 95 2.6 

6.8 4.6 

7.0 4.4 

7.0 5.0 

6.2 4.6 

6.3 4.4 

7.7 4.6 

6.1 4.7 

4.9 4.1 

25 
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Clinical Chemistry Conpound : Octopirox Dose : 100 mg/kg 

Administration: oral infood 

Species : 5eafle. English Week : Final value 1) 

Animal SEX sociu:: Potassium Inorg. Uric Acid Bllirubir, Creatinine Calcium Chloride 5U!1 
Go l Phosphorus I total 1 

mri. 1 mM/ 1 mM/ 1 uM/ 1 urn/l UN/l nW1 mM/l mM/ 1 
. . . . . . . . 

710 )I 150 4.9 1.77 34 

711 tJ 149 4.7 1.69 26 

712 bl 149 4.7 1.98 28 

713 hi 150 4.2 1.76 26 

726 F 150 

727 F 149 

728 F 148 

729 F 150 

4.3 2.05 38 4.0 111 2.5 102 6.9 4.1 

4.3 2.12 34 3.5 82 2.6 104 4.0 4.8 

4.3 1.76 42 3.5 83 2.5 105 4.8 4.4 

4.5 * 1.80 32 3.5 82 2.4 102 4.4 4.7 

4.0 

3.5 

3.5 

5.0 

93 - 2.7 101 4.2 4.8 

103 2.6 113 4.9 4.9 

91 2.6 104 4.6 4.7 

103 2.5 101 7.5 4.7 

Glucoac 

rnM/l 
. 



. 
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Clinical Chemistry 

Species : Beagle, English 

Compound: Oc topirox Dose : 16 q/kg 

Administration: oral in food 

Week: Preliminary value 

Animal No. 

702 * 

703 

704 

705 

718 

719 

720 

721 

sex 

. 

an 
U/l 

8 15 151 

10 24 143 

10 30 137 

10 30 187 

12 * 24 139 
. 10 27 115 

11 32 121 

6 17 108 

GFT 
U/l 

Alk. Phos. 
U/l 
. 

28 





Clinical Chemistq 

Species : Beagle, E-glish 

Animl No. sex 

. . 

710 BI 

711 M 

712 M 

713 bl 

726 F 
727 F 
728 F 
729 F 

Compound: &topirox Dose : loo &kg 

Administration:oral in food 

Week: Preliminary value 

-- GM . Alk. Phos. 
;i 
. 

11 

9 

10 

11 

7 

12 
1 

9 

7 

U/1 
. 

U/l 
. 

21 

25 

20 

22 

119 

120 

119 

140 

23 85 

30 104 

41 131 

16 73 

30 



Clinical Chemistxy Conpund: Octopirox 

Species : Beagle, English h’eek : 45 days 

Animal No. Sex 

. . 

698 M 12 23 91 
699 M 14 20 75 

700 M 8 25 113 

701 M 9 36 93 

714 F 9 * 21 72 
715 F ’ 9 18 58 

716 F 12 23 79 

717 F 9 23 83 

m 
U/l 

Dose: Control 

Administration: untreated 

Alk. Phos. 
U/l 

31 



c- 
/- ---) 
, 

Clinical Chemistry Compound : Octopi rOX Dose: 16 mg/kg 

Species : Beeg!f, English Week: 

Anirtul No. 

702 

703 

704 

705 

718 

719 

720 

721 

sex 

M 12 39 110 

M 12 33 114 

M 14 37 98 

M' 11 27 105 

m-r cm Alk. Phos. 
U/l U/l U/l 
. . . 

16 * 30 99 

. 12 30 89 

1s 26 9s 

7 21 82 

45 days 

Administration: oral in food 

32 



Clinical Chernistq Coq-mund: Octopirox Dose : 40 w/kg 

Administration: oral in food 

Species : Beagle, English Week: 45 days 

Mm1 No. 

. 

2.x 

. 

aYT 
U/l 
. 

cm 
U/l 
. 

AIk. Phos. 
U/l 
. 

706 bl 11 26 83 

707 N 11 61 78 

708 N 13 29 99 

709 bl 13 21 109 

722 F 12 * 17 81 

l 
723 F 10 16 55 

724 F 13 36 83 

725 F 11 38 72 I 

33 



Clinical Chemistq Compound: Octopirox 

Species : Beagle. Erg:ish Week: 45 days 

Anin\al No. 

710 

711 

712 

713 

726 

727 

728 

729 

sex wr Alk. Phos. 
u/1 U/1 
. . 

14 26 

9 21 

12 23 

11 29 

12 * 
. 

13 

9 

8 

32 

25 

32 

17 

Dose : 100 wk 
Administration: oral in food 

104 

111 

98 

143 

112 

109 

165 

81 

34 



Clinical Chcmistq Compound : Octopirox Dose: Control 

Species : Beagle, English Week: Final value 

Animal No. Sex Alk. Phos. 
U/l 

. . . . . 

698 M 12 35 82 

699 M 11 21 73 

700 M 12 34 127 

701 M 13 51 82 

714 F 12 24 69 
715 F 12 * 30 59 

716 F ’ 10 18 77 

717 F 13 38 77 

Administration: untreated 

35 
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Clinical Chemistq 

Species: Beagle. Erglish 

70: 

702 

7m 

705 

718 

719 

720 

721 

ses WI- Nk. I’hos. 
U/1 U/l 
. 

15 25 90 

15 23 97 

14 23 105 

15 39 106 

16 

, 13 

19 

15 

22 86 

25 84 

26 94 

35 105 

Compound: octopjrox 

Week: Final value 

Dose: 16 mg/kg 

Administration: oral in food 

36 



Clinical Chemistry Compound : Octopirox Uose : 40 w/kg 

Species : Beagle, English Week: 

Mnnl No. Sex CDT 

. . 

706 

707 

708 

709 

722 

723 

724 

725 

U/l 
. 

15 

14 

15 

13 

11 * 

. 13 

13 

12 

Final value 

GLT Alk. Phos. 
U/l U/l 
. . 

25 72 

45 66 

32 92 

25 101 

20 77 

19 61 

31 99 

28 63 

Administration: oral in food 

37 



Clinical Chemistry Compound: Octopirox Dose : 100 &kg 

Administration: oral in food 

Spccics : Beagle, English Week: Final value 

Animal No. sex Nk. Phos. 

. 

710 

711 

712 

713 

726 

727 

728 

729 

11 24 99 
10 19 106 

10 35 88 

7 25 154 

10 

13 , 
13 

10 

22 98 
33 117 

44 135 

18 74 

U/l 
. 

38 



Urinal\-sis 

Species : 

Aniral So. 
. 

698 
699 
700 

701 

714 

71s 

716 

717 

Beagle, English 

conpourri : Octopirox Dose : Control 

Administration: untreated 

Week : Praliminary value 

ses 
. 

hl 

I4 

N 

bl 

F 
F 
F 
F 

.$Jpearance 

slightly turbid yellow 
slightly turbid yellow 
slightly turbid yellow 
clear yellow 

clear yellow 1.032 6.6 30, 36, 72, 73, 90 

clear bright yellow 1.026 6.4 10, 20, 36, 72 

clear yellow 1.030 6.2 20, 30, 90 

slightly turbid yellow 1,036 6.2 10, 20, 30, 90 

Color 
. 

Spec. Crav. 
. 

1.045 

1.030 

1.032 I 

1.032 

P” 
. 

6.6 20, 30, so, 90 

6.2 10, 20, 30, so, 90 

6.6 20, 30, 50, 90 

6.4 20, 30, so, 90 

Sediment 
. 

39 





Urinalysis corqlold : Octopi fox Dose: 16 &kg 

Administration: oral in food 

Species : Beagle, English Week : Preliminary value 

.Aclal so. 
. 

.scs 

. 

M 
N 
Cl 
t-1 

F 
F 
F 
F 

Appearance 
. 

Color 
. 

Spec. Grav. 
. 

PII Sediment 
. . 

clear yellow 1.042 6.6 20, 30, SO, 70, 72, 90 

clear yellow 1.029 6.7 20, 50, 70, 73, 90 

turbid yellow 1.040. 6.4 10, 20, 30, 72, 73, 90 

slightly turbid yellow 1.033 6.7 21, 30, 50, 70, 72, 90 

718 

719 

7’0 

721 

clear yellow l 1.034 5.4 21, 30, 72, 73, 90 

clear ’ yellow 1.043 6.7 10, 20, 30, 72, 90 

‘clear yellow 1.041 5.4 20, 30, 36, 90 

slightly tu&id yellow 1.038 6.4 20, 30, 72, 90 
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Urinalysis conpolnKl : Cktopirox Dose: 40 mg/kg 

Administration: oral in food 

Species : Beagle, EQlish Week : Preliminary value 

Animal lie. 
. 

SCX Appearance 
. . 

Color 
. 

Spec, Grav. P’ 1 
. 

Sediment 

706 bl slightly turbid yellow 1.036 6.4 21, 30, 50, 70, 72, 73,’ 90 

70: Cl slightly turbid yellow 1.048 6.4 20, 30, 50, 72, 90 

708 El clear yellow 1.052 . 8.2 20, 30, 51) 70 

709 I\1 slightly turbid yellow 1.046 6.4 10, 21) 30, 50, 70, 90 

722 F slightly turbid yellow 1 .a5 
723 F slightly turbid yellow 1,045 

724 F clear yellow 1.036 

725 F slightly turbid yellow 1.046 

6.7 30, 36, 70 

6.4 20, 72, 73, 90 

7.0 10, 20, 30, 72, 90 

6.2 20, 30, 72, 73, 91 
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Urinalysis Compound: Octopirox 

Species: 

Animal No. 
. 

706 
707 
708 
709 

722 
723 
724 
725 

E;szg!e, English Week: Preliminary value 

Sex 
. 

Protein Glucose Hemoglobin Bilirubin Ketone Bodies 
. . . . . 

Dose: 40 w/kg 

Administration: oral in food 



( “-::I Ir ,’ 

Urinalysis conpourKi : Octopi rox 

Species : Beagle, English Week : Preliminary value 

Animal No. Sex AIrpearance Color Spec. Grav. 
. . . . . 

710 M clear yellow 1.034 

711 M slightly turbid yellow 1.043 

712 M slightly turbid yellow 1.037 - 

713 M slightly turbid yellow 1 .OSl 

726 F clear yellow 1.034 5.8 20, 30, 90 

727 F clear yellow 1 .oss 6.4 21, 30, 70 

728 F Clear yellow 1.045 6.4 10, 30, 36, 90 

729 F slightly turbid yellow 1.044 6.7 20, 31, 70, 72, 73, 90 

PH 
. 

6.6 20, 30, SO, 70, 72, 90 

6.4 20, 30, 70, 72, 90 

6.2 10, 20, 32, SO, 90 

6.4 10, 20, 30, 72, 90 

Dose: 100 w/kg 

Administration: oral in food 

Sediment 
. 
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Urinalysis 

Species : 

Animal Ko. 
. 

698 
699 
700 

701 

714 

715 

716 

717 

Beagle, English 

COITJXJ~ : Octopi rox 

Week : 45 days 

Dose : Control 

Administration: untreated 

Sex 

. 

M 

bl 

M 

M 

F 
F 
F 
F 

Appearance 
. 

clear yellow 1.049 6.4 10, 20, 30, 50, 70, 72, 90 

slightly turbid yellow 1 .oso 6.2 20, 30, 50, 72, 90 

slightly turbid yellow 1 .o!io 6.2 

1.049 - 

10, 20, 30, 50, 70, 72, 90 

slightly turbid yellow 5.4 10, 20, 50, 72 

clear ye1 low 1.040 6.4 20, 30, 70, 72, 90 

clear bright yellow 1.035 5.8 20, 31, 70, 72, 90 

clear yellow 1.048 7.0 20, 30, 72, 90 

clear yellow 1.051 6.7 10, 20, 30, 70, 72, 90 

Color 
. 

Spec. Grav. P’l 
. . 

Sediment 
. 

. 
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Urinalysis colTpollrd : Octopi rox 

Species : Beagle, English Week : 45 days 

Animal Ko. 
. 

ses Appearance 
. . 

Color 
. 

Spec. Crav. 

702 M clear yellow 

703 M clear yellow 

704 M slightly turbid yellow 

705 M clear yellow 

1.053 

1.028 

1.054 

1.052 

718 

719 

720 

721 

F clear 
F clear . 
F slightly turbid 

D slightly turbid 

yellow 1.046 5.8 20, 30, 72 

yellow 1.056 6.7 10, 20, 30, 72, 90 

yellow 1.065 6.2 20, 30, 70, 90 

yellow 1.047 5.8 20, 30, 72, 90 

PII 

Dose: 16 my/kg 

Administration: oral in food 

7.0 10, 20, 30, 50, 70, 72, 73, 90 

6.2 10, 20, 30, 50, 70, 72, 90 

6.2 10, 20, 30, 50, 70, 72, 90 

6.4 10, 20, 30, 70, 72, 73, 90 

Sedimcn t 
. 
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Urinalysis 

Species : Beagle, English 

Animal No. 
. 

706 

707 

708 

709 

clear ye1 low 1.047 4.7 

slightly turbid yellow 1.041 5.8 

clear yellow 1.048 - 6.7 

clear yellow 1.058 6.7 

722 
723 
724 
725 

Sex 
. 

M 

M 

M 

M 

F 

F 

F 

F 

Appearance 

clear yellow 1.047 6.4 10, 20, 30, 72, 90 
clear . yellow 1.049 6.7 10, 20, 30, 70, 72, 90 

clear yellow 1.045 6.4 10, 21, 31, 72, 90 

clear yellow 1.038 7.0 20, 30, 72, 90 

collpould : Octopi rox Dose : 40 me/kg 

Administration: oral in food 

Week : 45 days 

Color 
. 

Spec. Grav. PIi 
. . 

Sediment 
. 

20, 30, 50, 72, 90 

20, 30, 90 

20, 30, 50, 70, 72, 90 

10, 20, 30, 70, 72, 90 
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Urinalysis Compound: Octopirox 

Species: Beagle, English Week: 45 days 

Animal No. 
. 

Sex 
* 

Protein Glucose Hemoglobin 
. l . 

706 M 0 0 0 
707 M 0 0 0 
708 M 0 0 0 
709 M 0 0 0 

722 F 0 * 0 0 
723 F *a 0 0 
724 F 0 0 0 
725 F 0 0 0 

Dose: 40 mg/kg 

Administration: ora1 in food 

Bilirubin Ketone Bodies 
. . 
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Urinalysis 

Species : Beagle, English Week : 45 days 

Animal Ko. 
. 

9s 
. 

!I 
hl 
!I 
!I 

F 
F 

F 

F 

Appearance Color 
. 

Spec. Grav. 

710 

711 

712 

713 

slightly turbid yellow 1.044 6.2 20, 30, 70, 72,’ 73, 90 

clear yellow 1.054 6.4 10, 20, 30, 50, 70, 72, 90 

clear bright yellow 1.059 - 6.7 20, 30, 50, 70, 72, 90 

clear yellow 1.047 6.2 20, 30, 72, 90 

726 

727 

728 

729 

clear yellow 1.038 6.4 20, 30, 72, 90 

clear yellow 1.035 5.8 10, 20, 30, 70, 72, 73, 90 

Lear yelluw 1.052 6.4 30, 36, 72 

slightly turbid bright yellow 1.040 5.8 20, 30, 70, 72, 73, 90 

Corrpourk3 : Octopi fox Dose : 100 mg/kg 

Administration: oral in food 

PIi Sediment 
. . 
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Urinalysis CONTROL& : Octopirox Dose : Control 

Species : Beagle, English Week : Final value 

Animal No. 
. 

%X 
. 

M 

M 

M 
M 

F 
F 
F 
F 

Appearance 
. 

Color Spec. Grav. Pll Sediment 
. . . . 

698 
699 
700 

701 

slightly turbid yellow 1.054 6.2 10, 20, 30, 50, 70, 72, 90 

turbid ye1 low 1 .oso 6.7 10, 20, 30, 50, 70, 91 

slightly turbid yellow 1.049. 6.4 20, 30, 50, 70, 72, 90 

slightly turbid yellow 1.042 5.8 10, i0, 30, 36, 50, 72, 90 

714 

715 

716 

717 

slightly turbid yellow 1.049 6.7 10, 20, 30, 70, 72, 91 

clear - yellow 1.051 6.2 20, 30, 72, 90 

slightly turbid yellow 1.051 6.4 10, 20, 30, 70, 72, 90 

clear yellow 1.052 6.4 10, 20, 30, 70, 90 

Administration: wrested 
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Urinalysis Compound: Octopirox Dose: Control 

Administration: untreated 

Species: Beagle, English Week: Final value 

Animal No. 
. 

Sex Protein Glucose Hemoglobin Bflirubin Ketone Dodies 
e . . . . . 

698 M 0 0 0 0 
699 M 0 0 0 0 
700 M 0 0 0 0 
701 M 0 0 0 0 

714 F 0 * 0 0 0 
715 F ' 0 0 0 0 
716 F 0 0 0 0 
717 F p? 0 0 0 
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Urinalysis 

Species : Beagle, English 

Animal No, ses warance 
. . 

iO,7 
703 
704 

705 

. 718 F clear 
719 F clear 

720 F ilightly turbid 

721 F slightly turbid 

bl slightly turbid 

bl slightly turbid 
bl slightly turbid 
!I slightly turbid 

corrpoulxl : Octopirox 

Week : Final value 

Color 
. 

Spec. Grav. 
. 

yellow 
yellow 
yellow 
yellow 

1 .oso 7.6 20, 30, 50, 70, 72, 90 

1.038 5.8 10, 20, 30, SO, 70, 72, 90 

1.040 - 5.8 20, 30, 50, 72, 73, 90 

1.048 6.2 10, 20, 30, 36, 72, 90 

bright yellow 1.029 5.8 10, 20, 31, 36, 72, 73, 90 

bright yellow 1.032 6.2 10, 20, 72, 73, 90 

yellow 1.051 5.8 10, 20, 30, 70, 73, 90 

yellow 1 .OSl 6.4 10, 30, 70, 72, 90 

Dose: 16 mgjkg 

Administration: oral in food 

PII 
. 

Sediment 
. 
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Urinalysis 

Species : 

Animal No. 
. 

706 M  slightly turbid 

707 M turbid 

708 M  slightly turbid 

709 M  clear 

722 F slightly turbid 

723 F turbid s 

724 F slightly turbid 

725 F slightly turbid 

Beagle, English 

Sex Appearance 
. . 

ColTpowrl : Octopirox 

Week : F inal Value 

Color 
. 

Spec. Grav. 
. 

yellow 1.043 
yellow 1.042 

ye1 low 1.045 - 

yellow 1.046 

yellow 
yellow 
yellow 
yellow 

1.048 , 6.4 20, 30, 72, 90 

1.045 6.7 10, 20, 30, 70, 72, 73, 90 

1.048 6.7 11, 30, 36, 70, 72, 90 

1.046 6.4 10, 20, 31, 70, 72, 90 

Dose : 40 w/kg 

Administration: oral in food 

Plf 
. 

Sediment 
. 

6.7 10, 30, so, 70, 73, 91 

5.8 30, SO, 72, 73, 90 

6.7 20, 30, 50, 70, 72, 73, 90 

6.7 10, 20, 30, 50, 70, 72, 90 
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Urinalysis Conpouxl : Octopirox 

Species : Beagle, English Week : Final value 

Animal Ko. 
. 

710 

711 

712 

713 

sex 
. 

I4 
M 
M 
M 

F 
F 
F 
F 

Appearance Color Spec, Grav. P” Sediment 
. . . . . 

turbid yellow 1.050 6.2 10, 20, 30, SO, 72, 73, 90 

clear yellow 1.033 5.8 10, 20, 30, 50, 72, 90 

slightly turbid yellow 1.052 - 6.7 20, 30, 50, 70, 72, 90 

clear yellow 1.042 6.4 20, 30, 50, 72, 90 

726 

727 

728 

729 

slightly turbid yellow 1,044 6.7 10, 20, 30, 70, 72, 90 

slightly turbid yellow 1.049 5.8 10, 20, 30, 72, 73, 9i 

slightly turbid yellow 1.052 5.8 10, 30, 72, 90 

slightly turbid yellow 1.052 7.0 20, 30, 70, 72, 90 

Dose : 100 mg/kg 

Administration: oral in food 
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3oz!y k:eig3t, Orpcn weight 

in g 

Species : Eeagle, Ec:glish 

Corcound: Octopimx 

. . 

698 bl 

699 bl 

700 bl 

701 N 

714 F 

715 F 

716 F 

717 F 

23q wt. heert Lungs Liver Kidneys Spleen Brain 

. . . . . . . 

15980 115.0 

17060' 137.0 

15410 134.0 

17090 142.0 

14250 111.0 122.0 400.0 50.0 43.0 

13550 97.0 103.0 359.0 53.0 36.0 

13240 114.0 112.0 420.8 54.0 55.0 

14axI 120.0 122.0 378.0 54.0 50.0 

117.0 

130.0 

135.0 

142.0 
. 

389 .O 46.0 35.0 89.0 36.0 17.0 0,799 0.045 1.228 

423.0 57.0 50.0 99.0 32.0 21.0 1.099 0.089 0.959 

490.0 58.0 37.0 92.0 25.0 20.0 1.082 0.115 1.299 

541.0 60.0 61.0 92.0 34.0 25.0 1.200 0.135 1.149 

95.0 

86.0 

92.0 

86.0 

Dose : Control 

Administration: retreated 

Pancreas Testicles/ Adrenals Pitultcrl 5 liylWirl 

Ovary 
. . . . . 

27.0 0.963 1.011 0.088 0.761 

28.0 0.834 0.973 0.079 0.666 

29.0 1.295 1.013 0.090 0.792 

32.0 0.990 1.216 0.107 0.644 



Conpound: Octopirox 

in is 
Species : Beagle, English 

A~l.l-l_t: Sex Body wt. Heart Lungs Liver Kidneys Spleen Brain 
I\.-?. 
. . 

Pancreas Testicles/ Adrenals Pituitilrj Tt:y:*oid 
Ovary 

. . . . . . . . . . . . 

702 N 17180 132.0 149.0 399.0 55.0 42.0 89.0 30.0 

703 N, 14280 119.0 132.0 422.0 54.0 31.0 87.0 30.0 

704 El 17530 156.0 152.0 467.0 54.0 45.0 87.0 32.0 

705 bl 17770 139.0 147.0 528.0 60.0 42.0 96.0 33.0 

25.0 0.732 0.085 0.996 

21.0 1.128 0.089 1.062 

19.0 0.79s 0.099 1.483 

20.0 0.989 0.099 1.146 

718 ‘F 11860 100.0 120.0 413.0 47.0 25.0 85.0 31.0 1.705 0.944 0.099 0.586 

719 F 12740 105.0 114.0 390.0 56.0 33.0 76.0 24.0 0.941 1.057 0.105 0.899 

720 F 13430 107.0 113.0 406.0 53.0 41.0 8310 37.0 0.999 1.071 0.096 0.765 

721 F 14430 111.0 112.0 360.0 50.0 35.0 76.0 32.0 0.768 1,352 0.099 1.163 

Dose : 16 mg/kg 

Administration: oral in food 



Ewy weight, Organ weight Compound: &tOpirOX Dose: 40 mg/kg 

in g Administration: oral in food 

Species : Beagle, English 

Animal Sex 
PlO. 
. . 

. 
eocly wt. Heart Lungs Liver Kidneys Spleen Brain Pancreas Testicles/ Adrenals Pituitsry Tbyrold 

ovary 
.  .  ‘ .  .  .  . . . . . . 

706 M  17650 121.0 127.0 467.0 57.0 65.0* 94 .o 29.0 19.0 1.143 0.078 0.769 

707 M  17120 142.0 145.0 478.0 62.0 33.0 97.0 38.0 24.0 1.237 0.086 1.070 

708 hi 16ONI 119.0 137.0 439.0 42.0 37.0 90.0 32.0 22.0 1.157 0.099 1.040 

709 M  16280 126.0 135.0 428.0 58.0 39.0 83.0 31.0 21.0 1.199 0.113 0.983 

722 F 15620 112.0 137.0 407.0 58.0 87.0” 87.0 

723 F 13050 87.0 107.0 347.0 56.0 80.0” 82.0 

724 F 12940 107.0 117.0 386.0 56.0 42.0 89.0 

725 F 14100 119.0 130.0 462.0 54.0 46.0 88.0 

29.0 1.415 1.042 0.109 0.939 

28.0 1.064 0.999 0.097 0.641 

32.0 1.762 1.172 0.129 0.788 

29.0 1.141 1.127 0.087 1.143 

. 

+conges tion 
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Eddy weight, Organ weight Corrpound : Cktopirox Dose : 100 w/kg 

SpECTES : Beagle, English 

Animal Sex 
b. 
. 

710 

711 

712 

713 

726 

727 

728 

729 

. 

M 

M 

M 

M 

F 
F 
F 
F 

l conges tion 

GG 

Body wt. Heart Lungs Liver 

. . 6 . 

16700 137.0 

16620 126.0 

15650 133.0 

15580 115.0 

40.0 508.0 

41.0 554.0 

30.0 491.0 

30.0 425.0 

13210 111.0 113.0 453.0 

14150 121.0 122.0 424.0 

13070 111;o 118.0 371.0 

15070 126.0.d 146.0 392.0 

Kidneys Spleen Brain 

. . . 

69.0 41.0 

62.0 42.0 

63.0 34.0 

53.0 36.0 

45.0 34.0 

61.0 29.0 

53.0 64.0" 

47.0 36.0 

88.0 30.0 22.0 1.074 0.105 0.827 

78.0 41.0 23.0 1.009 0.075 0.741 

89.0 27.0 20.0 0.999 0.090 1.374 

94.0 34.0 11.0 1.027 0.066 1.427 

76.0 28.0 0.928 1.169 0.068 1.004 

84.0 35.0 0.862 1.158 0.097 1.053 

85.0 25.0 0.844 1.208 0.123 0.775 

79.0 30.0 0.936 1.099 0.095 0.800 

Administration: oral in food 

Pancreas Testicles/ Adrenals Pituitary r::yr:.id 
Ovary 

. . . . . 
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Appendix I 

Composition of the prepared food Latz FF 

Manufacturer: Latz Purina GmbH 
5350 Euskirchen 
Federal Republic of Germany 

Composition: SS.5 t Cereals 
14.4 P Animal protein fodder 
14.0 \ Oil cake 

7.4 % Fat 
3.2 % Mineral fodder 
2.5 0 Dried vegetables 
1.0 t Whey powder 
1.0 1 Yeasts 
1.0 $ Vitamin pre-mix 

100.0 % 

Vitamin A 24,000 I.U. per kg 
Vitamin D3 2,000 I.U. per kg 
Vitamin E 24 mg per kg 

-. ? Content of critical constituents: 

21.0 (1 Raw protein 
11.0 \ Raw fat 

1.0 % Calcium 
0.7 1 Phosphorus 



Appendix II 

PREPARATIOX FOR KILLING ANIMALS 

T-61 HOECHST@ 

Composition (per 1 ml) 

200 mg N-[2-(m-methoxyphenyl)-2-ethylbutyl-(1)1-y- 
-hydroxybutyramide 

50 mg 4,4'-methylene-bii-(cyclohexyltrimethylammonium 
iodide) 

5 w 4'-butylaminobenzoyl-2-dimethylaminoethanol 
hydrochloride 


