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1. SUMMARY 

1.1 The acute oral toxicity of RC9927 was investigated in a group of 
five male and five female rats of the Charles River CD strain at a 
dosage of 5000 mg/kg. The test material was administered at a 
volume-dosage of 10 ml/kg in maize oil. Mortality and signs of 
reaction to treatment were recorded during a subsequent 14-day 
period of observation. The animals were killed on Day 15 and 
subjected to necropsy. 

1.2 No death occurred and there were no signs of reaction to treatment 
with RC9927. 

All animals achieved anticipated bodyweight gains during the study 
and necropsy findings on Day 15 were unremarkable. 

1.3 It is concluded that, under the conditions of this study, the 
acute oral median lethal dosage (LD50) of the test material was 
greater than 5000 mg/kg. Accordingly, RC9927 was assigned into 
the class 'low oral toxicity'. 



2. INTRODUCTION 

The objective of this study was to determine the acute median lethal 
dosage, 95% confidence limits and slope of the dose response curve of 
the test material, or to demonstrate its low toxicity at the maximum 
practicable dosage following a single oral admini stration to rats; to 
identify any target organs or systems; to assess the time course of 
response; and to identify any delayed or irreversible effects resulting 
from sub-1 ethal dosages. 

The study was designed to conform with Section 4, sub-section 401 of 
the OECD Guidelines for Testing of Chemicals (1981) and the EPA Toxic 
Substances Control Act Test Guidelines (1985). 

The experimental work was carried out at the Elm Farm Laboratories of 
Life Science Research during the period: 

17 September - 1 October 1986 

MATERIAL 

A consignment o f  502 g (stated nett) RC9927, a slightly viscous, light 
ye1 1 ow 1 iquid, was received at the Elm Farm Laboratories on 
1 September 1986. The test material was further identified by the 
Code No. 6159-199-3. 

The material was kept at ambient temperature, in the original 
container. 

The identity, strength and purity of the test material received, and 
its stability under the storage conditions above, were the 
responsibility of the Sponsor. 



4. METHODS 

4.1 Animals 

Young adult rats of the CD strain (remote Sprague-Dawley orig 
supplied by Charles River (U.K) Limited, were about one month 
on arrival. The animals were bred under barriered conditions 
travelled from the supplier to the animal-holding room in sea 
boxes with filter protected air-vents. The albino rat was 
selected for this study as it has been widely accepted as the 
standard laboratory species for use in acute toxicity tests. 
strain has been used for toxicological purposes since its 

The 

in), 
01 d 
and 

1 ed 

establ i shment under S. P. F. conditions in 1955. There is extensive 
knowledge of the biology of the individual animal. 

The animals were housed in Type RC1 cages consisting of a high 
density polypropylene body, measuring 56 x 38 x 18 cm, with 
stainless steel grid floors and tops (North Kent Plastics 
Limited). The grid floor ensured rapid removal of waste material 
to undertrays which were cleaned as necessary. Five animals of 
the same sex were housed in each cage. The cages were held in 
mobi 1 e tubul ar steel racks. 

4.2 Husbandry 

The animals were held in a limited-access rodent facility. All 
rooms were kept at slight positive pressure relative to the 
outside and each had its own filtered air supply giving 
approximately 17 complete air changes per hour without 
re-circulation. The maximum and minimum temperatures of the 
previous 24 hour period and the relative humidity were recorded at 
the beginning of each working day. Environmental control 
equipment was set to achieve target values of 21°C (range 
18'-25'C) and 55% R.H. (range 40%-70% R.H.), respectively. 

Electric time-swi tches regulated a 1 ighting cycle of 12 hours of 
artificial 1 ight per day. An emergency generator was available to 
maintain the electricity supply in the event of a power failure. 
A1 1 personnel entering the building changed into clean protective 
clothing and wore an additional gown, gloves, pl astic over-shoes, 
and face mask to service animal -holding areas. 

A commerci a1 ly-avai 1 able complete pel 1 eted rodent diet (Laboratory 
Animal Diet No. 1 from Labsure, Manea, Cambridgeshire, England) 
was fed without restriction, except for the removal of food for 
approximately 18 hours before administration of the test material. 

The manufacturer suppl i ed analytical data wi 
which included concentrations of nutritional 
afl atoxins and selected heavy metals, pestic 
mi croorgani sms. The diet contained no added 
chemotherapeutic or prophylactic treatment. 

th each batch of diet 
components, 
ides and 
antibiotic or other 



Animals had free access to tap water supplied in two bottles per 
cage and re-fi 11 ed as required. The water was suppl i ed by the 
East Anglian Water Company from a protected subterranean source to 
meet World Health Organisation European Standards for quality of 
drinking water. Reports from the local Water Authority recorded 
the chemical and bacteriological quality of the water. There was 
no known information to indicate that normal levels of common 
contaminants or any specific contaminants, would influence the 
outcome of the study. 

4.3 Pre-exposure period 

Clean cages were prepared the day before delivery of stock 
animals. Stock labels were affixed specifying the date of 
arrival, requested bodyweight range, strain, number and sex of 
cage occupants. 

On arrival, each animal was inspected before being accepted. All 
animals were weighed on arrival and the range of bodyweight was 
recorded. Five rats of the same sex were allocated to each cage. 
An acclimatisation period of at least six days was allowed between 
arrival at the 1 aboratory and administration of the test material . 
Ear-marks identifying each individual within the cage were made 
within one day of delivery. The sex of each animal was checked at 
the same time. A daily check on the general condition of the 
animals was recorded by the technical staff and this record was 
consulted before each cage of animals was accepted for use in the 
study. 

Food was removed from the hoppers at approximately 1700 hours on 
the day before dosing to ensure the stomach was void of food at 
the time of dosing. Each cage was re-labelled with details of the 
schedule number, unique cage reference, treatment regime, ear-mark 
numbers and sex of occupants, responsible licensee and date of 
administration of the test material. 

Pre-fasted bodyweight was recorded and ranged for males from 113 - 
127 g and for females from 106 - 138 g. At the time of 
administration of the test material males were within the 
bodyweight range 101 - 116 g and females 96 - 122 g. The animals 
were about five weeks old at this time. 

Preparation of test materi a1 

The test materi a1 was prepared as a 50% w/v solution in maize oi 1 . 

Dosages were calculated and expressed gravimetrical ly in terms of 
the material as received. A fresh preparation of the test 
material was prepared on the morning of administration and any 
surplus remaining after dosing was destroyed on the same day. 

No attempt was made to measure the stability, dose homogeneity or 
absorption of the test material from the solvent system employed. 



Treatment qroups and sizes 

A single group of five male and five female rats was given the 
maximum practicable dosage of RC9927 at a volume-dosage of 
10 ml/kg. Since no rats died as a result of treatment the low 
toxicity of RC9927 was demonstrated and no further groups of 
animal s were empl oyed. 

Administration of test materi a1 

Dose-volume was determined for animals according to the fasted 
bodyweight on the morning of dosing. Dosing commenced at 
11.24 hours on Day 1. 

A flexible catheter (8-choke) was passed down the oesophagus 
allowing instillation of the dose into the lumen of the stomach. 
Each animal was returned to its cage and food hoppers were 
refi 11 ed approximately three hours after dosing. 

Observation period 

The animals were returned to their cages immediately after dosing. 
Three separate inspections were made during the first hour after 
administration and at intervals up to five hours after dosing. 
From Day 2 onwards the animals were inspected twice daily. The 
type, time of onset and duration of reactions to treatment were 
recorded. 

The period elapsing between the death of an animal and discovery 
of the carcase was minimised by technical staff inspecting the 
cages for decedents at approximately 0900, 1200 and 1600 hours 
daily, except for weekends when two inspections were made each 
day. 

Bodyweight of each animal was recorded on the day before dosing 
and Days 1, 8 and 15. The test was terminated on Day 15. 

Necropsy 

Animals were killed at termination of the study by carbon dioxide 
asphyxiation. Each animal was weighed and thoroughly examined at 
necropsy for abnormality of tissues or organs. All body cavities 
were opened, larger organs were sectioned and the gastro- 
intestinal tract was opened at intervals for examination of the 
mucosal surfaces. All abnormalities were described or the normal 
appearance of major organs was confirmed. 

A1 1 macroscopically abnormal tissues were preserved in 4% buffered 
formaldehyde saline and retained for future possible 
histopathological examination. 



4.9 Treatment of data 

An adaptation of the classification of Hodge and Sterner (1949) 
was used in assessing the toxicity rating of the compound. The 
acute toxicity is expressed descriptively according to the LD50 
value, as follows: 

TEXT TABLE 1 Classification of acute toxicity 

LD50 (rng/kg) Classification 

extreme toxicity 
high toxicity 

moderate toxicity 
slight toxicity 
low toxicity 

4.10 Name and address of facilities 

Life Science Research Limited, 
Eye, Suffol k, IP23 7PX. 

Engl and. 

Original data pertaining to this study are held in the archives 
of Life Science Research. 

4.11 Reference 

HODGE, H. C. and STERNER, J. H. (1949).  American Industrial 
Hygiene Association Quarterley, 10, 93. 



5. RESULTS 

Mortal i ty (Tables 1 and 2) 

No animals died during the course of the study. 

Signs (Table 2) 

There were no signs of reaction to treatment with RC9927. 

Bodywei ght (Tabl e 3) 

All animals achieved anticipated bodyweight gains during the 
14-day observation period. 

Macroscopic path01 ogy (Tabl e 4) 

Necropsy findings on Day 15 were confined to single observations 
of occasional dark areas on the thymus and fluid distension of the 
uterus. Neither of these lesions were considered to reflect an 
effect of treatment with RC9927. 

6. CONCLUSION 

Under the conditions of this study, the acute oral median lethal dosage 
(LD50) of the test material was greater than 5000 mg/kg. Accordingly, 
RC9927 was assigned into the class 'low oral toxicity'. 



TABLE 1 

Mortal i t y  i n  a group o f  ma1 e and femal e 
r a t s  g iven  a s i n g l e  o r a l  dosage o f  RC9927 
a t  a volume-dosaqe of  10 ml/kg i n  maize o i l  

Mortal i t y  
Dosage 
(mg/kg 1 

Ma1 e Female Combined 



TABLE 2 -- 

Distribution of signs among a group of male and female rats given a 
single oral dosage of RC9927 at a volume-dosage of 10 mg/kg in maize oil 

Dosage: 5000 mg/kg 

Signs of reaction 
to treatment 

Cage, animal Number showing effect at time after dosing 
number and sex Hour - Day 

L971 Male 
I l l 3 5 2  3 4  5  6 7  8 9 1 0 1 1 1 2 1 3 1 4 1 5  

71 72 73 74 75 a 2 a p a p a p a ~ a p a ~ a ~ a ~ a ~ a ~ a ~ a ~ a ~ a  

CLINICAL SIGNS 

None 
U3 

Animals surviving 
at Day 15 

No abnormal i ty detected 5  5  5  5  5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5  

Total number of survivors: 5  



TABLE 2  - cont inued 

D i s t r i b u t i o n  o f  s igns among a  group o f  male and female r a t s  g i ven  a  
s i n g l e  o r a l  dosage o f  RC9927 a t  a  volume-dosage o f  10 mg/kg i n  maize o i l  

Dosage: 5000 mg/kg 

Signs o f  r e a c t i o n  
t o  t reatment  

Cage, animal Number showing e f f e c t  a t  t ime a f t e r  dosing 
number and sex Hour Day 

L972 Female 
I l l 3 5 2  3  4  5 6  7 8  9 1 0 1 1 1 2 1 3 1 4 1 5  

76 77 78 79 80 a a P a P a P a P a P a P a P a P a P a P a P a P a P a  

CLINICAL SIGNS 
Decedents 

None 

Animals s u r v i v i n g  
a t  Day 15 

No abnormal i t y  detec ted 

- 
Tota l  number o f  su rv i vo rs :  5 

I 



TABLE 3 

Individual bodyweights in a group of male and 
female rats given a single oral dosage of RC9927 
at a volume-dosage o f  10 ml/kg in maize oil 

Animal number and sex 
Bodywei ght (g) 

Day - 1  
Day 1 
Day 8 
Day 15 

Increment 135 138 123 116 129 
Mean of Increment 128 

Day -1. 
Day 1 
Day 8 
Day 15 

Increment 6 4 7 8 57 59 5 1 
Mean of Increment 6 2 



TABLE 4 

Necropsy obse rva t i ons  among a  group of  male and 
female r a t s  given a  s i n g l e  o r a l  dosage of RC9927 
a t  a vol ume-dosage of 10 ml/kg i n  maize o i l  

Dosage: 5000 mg/kg 

An i  ma1 Died o r  Time of  
number S a c r i f i c e d  dea th  Necropsy o b s e r v a t i o n  

and s e x  Day 

71M Sac r i  f  i  ced 15  External  
No s i g n i f i c a n t  l e s i o n  

I n t e r n a l  
No s i g n i f i c a n t  l e s i o n  

72M Sac r i  f  i  ced 15  ' External  
No s i g n i f i c a n t  l e s i o n  

I n t e r n a l  
No s i g n i f i c a n t  l e s i o n  

73M Sac r i  f  i  ced 15  External  
No s i g n i f j c a n t  l e s i o n  

I n t e r n a l  
No s i g n i f i c a n t  l e s i o n  

74M S a c r i f i c e d  15  External  
No s i g n i f i c a n t  l e s i o n  

I n t e r n a l  
No s i g n i f i c a n t  l e s i o n  

75M S a c r i f i c e d  15  External  
No s i g n i f i c a n t  l e s i o n  

I n t e r n a l  
No s i g n i f i c a n t  l e s i o n  



TABLE 4 - cont inued  

Necropsy o b s e r v a t i o n s  among a  group of male and 
female  r a t s  g iven  a  s i n g l e  o r a l  dosage of  RC9927 
a t  a  volume-dosage o f  10 ml/kg i n  maize o i l  

Dosage: 5000 mq/kq 

An i ma1 Died o r  Time of 
number S a c r i f i c e d  d e a t h  Necropsy o b s e r v a t i o n  

and s ex  Day 

76F S a c r i  f  i  ced 15 External  
No s i g n i f i c a n t  l e s i o n  

In t e rna l  
No s i g n i f i c a n t  l e s i o n  

77F S a c r i  f i  ced 15 External  
No s i g n i f i c a n t  l e s i o n  

I n t e r n a l  
No s i g n i f i c a n t  l e s i o n  

78F S a c r i f i c e d  15 External  
No s i g n i f i c a n t  l e s i o n  

I n t e r n a l  
Thymus: Occasional  d a r k  a r e a s  

79F S a c r i  f i  ced 15 External  
No s i g n i f i c a n t  l e s i o n  

In t e rna l  
Uterus :  F lu id  d i s t e n s i o n  

80 F S a c r i f i c e d  15 External  
No s i g n i f i c a n t  l e s i o n  

I n t e r n a l  
No s i g n i f i c a n t  l e s i o n  
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1 .  INTRODUCTION AND OBJECTIVES 

The study i s  designed t o  conform with Section 4 ,  sub-sect ion 401 of the  
O E C D  Guidelines f o r  Testing of Chemicals (1981) and the  EPA Toxic 
Substances Control Act Test Guidelines (1985). 

The acu te  t o x i c i t y  of the  t e s t  material under the  condit ions of 
adminis t ra t ion  t o  the  r a t  wi l l  be assessed from the  r e s u l t s  of t e s t s  of 
14 days dura t ion .  The f i n a l  repor t  wil l  d e t a i l  the  charac ter  and time 
course of immediate, delayed or  p e r s i s t e n t  tox ic  e f f e c t s ,  i d e n t i f y  the  
t i s s u e s  o r  organs v i s i b l y  changed a t  necropsy and r e l a t e  these  
r eac t ions  t o  t h e  administered dosages. 

The study wi l l  comprise e i t h e r  a demonstrat 
the  t e s t  compound or  a determination of the  
with 95% confidence l i m i t s .  

ion of the  low t o x i c i t y  of 
medi an 1 ethal  dosage (LDS0) 



2 .  METHODS 

The s t u d y  w i l l  be c a r r i e d  o u t  us ing  t h e  o r a l  r o u t e  o f  a d m i n i s t r a t i o n ,  
a c c o r d i n g  t o  t h e  S t a n d a r d  Opera t ing  Procedure  ISTT 180i e x c e p t :  

8.  NECROPSY ( T h i r d  pa ragraph)  

Macroscopic a b n o r m a l i t i e s  from a l l  an imals  w i l l  be p rese rved  i n  
f i x a t i v e ,  a t  a d d i t i o n a l  c o s t .  These t i s s u e s  may be examined 
h i s t o l o g i c a l l y  f o l l o w i n g  c o n s u l t a t i o n  wi th  t h e  Sponsor ( a t  
a d d i t i o n a l  c o s t ) .  

3 .  SCHEDULED TIME-PLAN 

The s t u d y  w i l l  be performed and r e p o r t e d  t o  a t ime  s c h e d u l e  des igned  t o  
minimise  d e l a y s .  Due t o  t h e  s h o r t  d u r a t i o n  o f  t h e  t e s t ,  no d e t a i l e d  
t i m e - p l a n  w i l l  be i s s u e d  u n l e s s  s p e c i f i c a l l y  r e q u e s t e d .  

4 .  COMPOUND IDENTITY : FR 45D 

5 .  SPONSOR 

6 .  MONITOR 

7 .  STUDY MANAGEMENT 

7 . 1  S tudy  d i r e c t o r  

7 . 2  Qua1 i  t y  a s s u r a n c e  
Manager 

: Pennwal t Corpora t ion  
900, 1 s t  Avenue 
P.O. Box C 
King of P r u s s i a  
Pennsylvania  19406-00181 

: Dr J S e c k a r .  

: H A Cummins, B.Sc. 
(Telephone no: 0379 4122) 
(Te lex  no: 975389 LIFSCI G )  

: D J Ford,  P h . D .  

8 .  A P P R O V A L  O F  PROTOCOL 

For LIFE SCIENCE RESEARCH LIMITED 

. . Date : ..?.'.[.%/.YL . . . . .  I s sued  by : . . . . . .,,,. .c. 

Approved by : . . . . . . . . . Date : . . . . 2.2 . . . . - . 5-a . . . . . . . . . --r I 
For PENNWALT CORP AT1 N ~ & . I A L  Date : . . 



LIFE SCIENCE RESEARCH @% 
Ref: ISTT 180i  

ACUTE TOXICITY STUDIES IN  THE RAT 
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ANIMAL SPECIES AND STRAIN 

A1 b i  no r a t s  o f  the  Charles R i v e r  CD s t r a i n  (remote Sprague-Dawley 
o r i g i n )  are used unless t h e  Sponsor s p e c i f  i cal  l y  requests an 
a v a i l a b l e  a1 t e r n a t i v e .  These are bred under b a r r i  ered cond i t ions  
and t r a v e l  f rom s u p p l i e r  t o  animal-hold ing room i n  sealed boxes 
w i t h  f i  1 t e r - p r o t e c t e d  a i  r -vents.  The s u p p l i e r  i s  Char1 es R i v e r  
(U.K.) L imi ted ,  Margate, Kent. 

As an experimental animal t he  a l b i n o  r a t  i s  amenable t o  
manipulat ion,  i s  a v a i l a b l e  i n  l a r g e  numbers a t  sho r t  n o t i c e  and i s  
w ide l y  accepted as the standard l abo ra to ry  species f o r  use on acute 
t o x i c i t y  s tudies.  The s t r a i n  has been widely  used f o r  
t ox i c01  og i ca l  purposes s ince i t s  e s t a b l i  shrnent under SPF cond i t ions  
i n  1955, and t h e r e  i s  ex tens ive  knowledge o f  t h e  b i o l o g y  o f  t h e  
i ndi v i  dual animal . 



ISTT 180i  

2. HUSBANDRY 

2.1 Caging 

Rats are housed i n  h i g h  d e n s i t y  polypropylene cages measuring 
56 x  38 x 18 cm, w i t h  s t a i n l e s s  s t e e l  g r i d  f l o o r s  and tops  
(North Kent P l a s t i c s  L im i ted ) .  The g r i d  f l o o r s  ensure r a p i d  
removal o f  waste m a t e r i a l  t o  undert rays which are  cleaned out  

2 as necessary. A minimum f l o o r  area o f  250 cm p e r . r a t  i s  
prov ided by grouping no more than  s i x  animals o f  t h e  same sex 
i n  each cage. Mob i le  t u b u l a r  s t e e l  racks h o l d  21 suspended 
cages each. 

2.2 Environmental c o n t r o l  

The animals a re  housed i n  a  1  i m i t e d  access b u i l d i n g .  A1 1  
rooms a r e  kept  a t  s l i g h t  p o s i t i v e  pressure r e l a t i v e  t o  t h e  
ou ts ide  and each has i t ' s  own f i l t e r e d  a i r  supply g i v i n g  
approximate ly  17 a i r  changes pe r  hour w i t h o u t  re -  
c i  r c u l  a t i on .  The maximum and mi nimum temperature o f  t h e  
prev ious 24 hour  p e r i o d  and r e l a t i v e  humid i t y  a re  recorded a t  
t h e  beginning o f  each work ing day. Envi ronmental c o n t r o l  
equipment i n  each r a t  room has t a r g e t  va lues f o r  temperature 
o f  21°C (range 18"-25°C) and humid i t y  o f  55% R.H. (range 40% 
- 70%). E l e c t r i c  t ime-swi tches c o n t r o l  a  l i g h t i n g  c y c l e  o f  
12 hours a r t i f i c i a l  l i g h t  per  day, t h e r e  i s  no source o f  
n a t u r a l  1  i g h t .  A stand-by generator  ma in ta ins  e l e c t r i c i t y  
supply i n  t h e  event o f  mains power f a i l u r e .  

A1 1  personnel e n t e r i n g  t h e  b u i l d i n g  change i n t o  c lean 
p r o t e c t i v e  c l o t h i n g  and wear an a d d i t i o n a l  gown, a1 t e r n a t i  ve 
footwear, g l  oves and face  mask t o  s e r v i c e  animal -hol d i  ng 
areas. 

2.3 Food and water 

A commerci a1 l y  avai  1 abl e  compl e te ,  pe l  1  eted rodent d i e t ,  
(LAD 1, f rom Labsure, K and K Gree f f  Ltd., C-oydon, CR9 3QL) 
i s  provided. The manufacturer  supp l i es  a n a l y t i c a l  da ta  w i t h  
each batch o f  d i e t  which i nc ludes  t h e  concent ra t ions  of 
n u t r i t i o n a l  components, a f l  a t o x i  ns and se l  ected heavy metal s  , 
p e s t i c i d e s  and micro-organisms. The d i e t  conta ins  no added 
a n t i b i o t i c  o r  o t h e r  chemotherapeutic o r  p r o p h y l a c t i c  
treatment.  



Animals have f ree  access to tap water supplied t o  each cage 
in polythene bot t les  with sipper tubes. Mains water i s  
derived from a protected subterranean source and meets World 
Health Organisation European Standards f o r  qual i ty  of 
drinking water. Reports from the local Water Authority 
record the chemical and bacteriological quality of the  water. 

The Sponsor i s  requested t o  provide information concerning 
any contaminants and t h e i r  concentrations in  d ie t  o r  water, 
which may influence the outcome of the study. Specific 
assays for  such contaminants may be conducted a t  t he  Sponsors 
request, a t  additional cost. In the absence of such 
information i t  i s  assumed tha t  normal levels of common 
contaminants will not influence the study. 

3. PRE-EXPOSURE P E R I O D  

Clean cages are prepared the day before a del ivery of stock 
animals. Stock labels are affixed specifying the  date of a r r iva l ,  
requested bodyweight range, s t r a i n ,  number and sex of cage 
occupants. On arrival each animal i s  inspected before being 
accepted f o r  use and unf i t  individuals are culled. An appropriate 
number of healthy animals of the same sex i s  assigned t o  each cage 
by use of a random number sequence. Ear-marks identifying each 
individual within a cage are made within one day of delivery. A t  
the same time the sex of each animal i s  confirmed and i t ' s  
bodywei ght recorded. 

A daily check on the general condition of the animals i s  recorded 
by the technical s ta f f  and t h i s  record i s  consulted before each 
cage of animals i s  accepted f o r  use on study. An acclimatisation 
period of a t  least  s i x  days i s  a l l  owed between arr ival  a t  the  
1 aboratory and admi nis t rat ion of the t e s t  compound. 

3.1 Percutaneous t e s t  

For percut aneous toxicity studi es,  the dorsum between the 
limb girdles i s  clipped f ree  of hair  as close t o  the skin as 
possible using Oster small animal el ec t r i c  cl i ppers 24 hours 
before dosing. Chemical depi lator ies  are  n o t  used. The 
treatment s i t e  i s  examined, any animal showing abnormal i ty o r  
i r r i t a t ion  of the dermal t e s t  s i t e  i s  rejected and replaced 
by another accl imati sed animal . 
Bodyweight immediately before dosing i s  usual ly within the 
range 200 - 280 g .  The animals are about eight weeks old at 
t h i s  time. 



3.2 Oral t e s t  

Food i s  removed from the hoppers of ra t s  assigned t o  oral 
toxici ty  studies a t  approximately 1700 hours on the  day 
before dosing t o  ensure the stomach i s  void of food a t  the 
time of dosing. 

Bodyweight immedi ately before dosing i s  usual ly within the 
range 100 - 140 g and the animals are approximately 5 weeks 
old a t  t h i s  time. 

3.3 Intraperi toneal , i ntramuscular, 
subcutaneous or intravenous t e s t s  

S i t e s  of injection are shaven, where appropriate, on the day 
before dosing. Any animal showing abnormality or  i r r i t a t i o n  
of the s i t e  of injection i s  rejected and replaced by another 
acclimatised animal. 

Bodywei g h t  immedi ate1 y before commencement of dosing i s  
usually within the range 100 - 140 g and the animals a re  
approximately five weeks old a t  t h i s  time. 

4. PREPARATION OF TEST COMPOUNDS 

The identity , strength. stabi 1 i ty and purity of the t e s t  compound 
received and the s t ab i l i t y  of the t e s t  compound under the  
conditions of formulation here described i s  the responsibil i ty of 
the  Sponsor. Information concerning necessary storage conditions 
o r  known hazards should be included w i t h  any consignment, otherwise 
the t e s t  compound i s  stored a t  ambient temperature and assigned t o  
Class 3 of the LSR t e s t  compound hazard c lass i f ica t ion  system. 
Large quantit ies of the t e s t  compound remaining a f t e r  completion of 
the study are  returned to  the suppli er. 

Proof of absorption of the t e s t  compound from the vehicle, 
homogeneity and achieved concentration of the material administered 
or s t a b i l i t y  of the t e s t  compound under the conditions of storage, 
may be necessary to  fu l f i l  the requirements of G.L.P. Samples of 
body f lu ids ,  t e s t  doses or stored t e s t  compound are  sent t o  the  
Monitor at  intervals  specified by the Monitor before commencement 
of the study. No t e s t s  of compound absorption, s t a b i l i t y  or dose 
homogenei ty are undertaken without the instruct ions of the Monitor 
and, in a l l  cases, are a t  additional cost t o  the  Sponsor. 



Sol id t e s t  compounds may be subject t o  dry mil ling (17-40 Ultra- 
centrifugal Mi 1 1 ,  Glen Creston Limited) t o  improve the homogenei ty  
of prepared suspensions. 

Fresh solutions or  suspensions of the t e s t  compound are  prepared on 
the morning of administration. Any dose remaining a t  completion of 
administration i s  disposed of on the same day. 

Dosages, in terms of the material as received, are normally 
expressed gravimetrical ly. When volumetric units are  used f o r  
l iqu ids ,  the density of the t e s t  compound i s  reported so tha t  
equivalent gravimetric units can be calculated. 

4.1 Percutaneous t e s t  

Liquid t e s t  compounds are administered without d i lu t ion  and 
dosages are expressed vol umetri cal ly. Sol id t e s t  compounds 
a re  applied t o  the dorsum and then s l ight ly moistened with a  
known quantity of d i s t i l  led water t o  maximise contact with 
the skin, b u t  dosages, expressed gravimetrically, a r e  in 
terms of the dry weight of the t e s t  compound. 

4.2 Oral, intraperi toneal ,  subcutaneous or intramuscular t e s t  

Solid t e s t  substances are finely ground in a  mortar and 
pestle.  Physiologically compatible vehicles are used t o  
produce overtly homogenous suspensions or solutions sui table  
f o r  parenteral administration, these are commonly maize oi l  , 
d i s t i l  led water or 0.5% w/v  methylcel lulose in water. Less 
usual sol vent systems are used only af te r  consultation with 
the Sponsor. Vehicles may be requested or provided by the 
Sponsor where necessary. 

4.3 Intravenous t e s t  

Physiologically compatible vehicles such as water fo r  
inject ion ( B P )  or physiological sal ine are  used t o  produce 
solutions suitable fo r  intravenous perfusion. 



5. ADMINISTRATION PROCEDURES 

5.1 Oral a d m i n i s t r a t i o n  

Dosages a r e  g i ven  a t  a constant volume-dosage o f  10 ml /kg o r  
20 ml /kg  where an aqueous v e h i c l e  i s  used. Dose-volume i s  
determined f o r  each r a t  according t o  bodyweight on the 
morni ng o f  dosing. The f i  r s t  dose i s  administered on Day 1 
o f  t he  study. 

A f l e x i b l e  ca the te r  i s  passed down the  oesophagus a1 lowing 
i n s t i l l a t i o n  o f  t e s t  compound i n t o  t h e  lumen o f  t h e  
s tomach. Where the  t e s t  compound i s suspected o f  reac t  i ng 
w i t h  t h e  p l a s t i c  o f  t he  syr inge and ca the ter ,  a  g lass syr inge 
and r i g i d  metal cannula are used. 

Food-hoppers are r e - f i l l e d  approximately t h r e e  hours a f t e r  
dosing i s  completed. 

5.2 Int ravenous a d m i n i s t r a t i o n  

Prepared s o l u t i o n s  o f  the  t e s t  compound a re  administered a t  a 
cons tant  v o l  ume-dosage o f  10 rnl /kg. Dose-vol ume i s  
d e t e m i  ned accordi ng t o  i n d i v i d u a l  bodywei ght on the morning 
o f  dosing. The dose i s  adminis tered i n t o  a t a i l  v e i n  on Day 
1 o f  t he  study. 

I n j e c t i o n  i n t o  the  t a i l  v e i n  i s  made w i t h  the beve l led  edge 
o f  t h e  hypodermic needle uppermost. Care i s  taken t o  exclude 
a i r -bubb les  from t h e  dose and t o  avoid subcutaneous 
a d m i n i s t r a t i o n  as i n d i c a t e d  by b lanching a t  t h e  i n j e c t i o n  
s i t e .  The t a i l  i s  cleansed and the  blood vessels d i l a t e d  by 
immersion i s  warm water be fore  i n j e c t i o n .  The i n j e c t i o n  s i t e  
i s  swabbed w i t h  aqueous ethanol and t h e  dose administered. 
Excess b lood i s  wiped f rom t h e  t a i l  ~ e f o r e  rep lac ing  t h e  
animal i n  t he  appropr ia te  cage. The dose i s  administered a t  
a constant  r a t e  o f  2 m l  e r  minute by use o f  an i n f u s i o n  
c a t h e t e r  (Por tex  L i m i t e d  7 coupled t o  a syr inge pump (Sage 
Ser i  es 355, Or ion  Research Inc., Cambridge, Mass., USA). A 
new c a t h e t e r  i s  used f o r  every 5 animals o r  each cage as 
appropr i  ate. 

5.3 I n t r a p e r i  toneal  a d m i n i s t r a t i o n  

Dose-volume i s  determined f o r  each animal according t o  
bodyweight on t h e  morni ng o f  dosing. The dose i s  
adminis tered on Day 1 and a t  a constant v o l  ume-dosage o f  
10 ml /kg o r  20 ml /kg where an aqueous veh ic le  i s  used. 



The r a t  i s  grasped f i r m l y  by  t h e  s k i n  f o l d  ove r l y i ng  t h e  nape 
and t h e  scapulae. The h ind- l imbs and t a i l  a re  a l s o  
res t ra ined  so t h a t  the v e n t r a l  sur face  o f  the animal i s  
uppermost. The i n j e c t i o n  s i t e ,  a p o i n t  approximately 10 mm 
t o  one s ide  o f  t he  ven t ra l  m i d - l i n e  and mid-way between the 
diaphragm and vul  va i s  prepared by swabbing w i t h  aqueous 
ethanol.  The hypodermic needle i s  in t roduced a t  a shal low 
angle and passed towards t h e  a n t e r i o r  o f  t h e  animal be fore  
the  measured dose i s  i n j e c t e d  i n t o  the  i n t r a p e r i t o n e a l  
cav i t y .  

5.4 Subcutaneous admi n i  s t r a t i o n  

Dose-volume i s  determined f o r  each animal according t o  
bodyweight on t h e  morning o f  dosing. The dose i s  
adminis tered on Day 1 and a t  a constant volume-dosage of 
10 ml/kg. 

The r a t  i s  res t ra ined  and t h e  s k i n  o v e r l y i n g  t h e  scapulae i s  
swabbed w i t h  aqueous ethanol .  The dorsum i s  gen t l y  pinched 
t o  r a i s e  the  cleansed area o f  skin. I n s e r t i o n  o f  a 
hypodermic needle through t h e  base o f  t h e  s k i n - f o l d  and 
para1 l e l  t o  the spi  nal co l  umn a1 1 ows subcutaneous i n j e c t  i o n  
o f  t e s t  ma te r i a l .  

5.5 In t ramuscu lar  a d m i n i s t r a t i o n  

Dosages are g i v e n  a t  a constant  volume-dosage o f  4 ml/kg on 
Day 1 o f  t h e  study. Dose-volume i s  determined according t o  
i ndi v idua l  bodyweight on t h e  morning o f  dosing. 

The r a t  i s  r e s t r a i n e d  w i t h  one hind-1 imb extended. Gent1 e 
pressure i s  app l i ed  on the  ou te r  and i n n e r  aspects o f  the 
t h i g h  t o  f o r c e  t h e  musculature f i rmly against  t h e  dermis. 
The i n j e c t i o n  s i t e  i s  swabbed w i t h  aqueous ethanol before a 
f i n e  gauge hypodermic needle i s  i n s e r t e d  i n t o  t h e  muscle-bed 
and the  dose i s  administered. Excess blood i s  wiped from t h e  
i n j e c t i o n  s i t e  be fore  t h e  r a t  i s  re tu rned  t o  t h e  appropr ia te  
cage. 

5.6 Percut aneous admi n i  s t r a t i o n  

The requ i red  dose i s  determined f o r  each animal according t o  
bodyweight on t h e  morni ng o f  dosing. The dose i s  
administered on Day 1 o f  t h e  t e s t .  



The dose i s  app l ied  as a t h i n  l a y e r  t o  t he  shaven area o f  
dorsum and i s  covered w i t h  an unmedicated gauze dress i  ng. 
The gauze i s  kept  i n  p lace and p ro tec ted  by a sheet o f  
aluminium f o i l  and a bandage o f  waterproof  p l a s t e r  ( "Sleek" ,  
Smith and Mephew L im i ted )  wrapped t w i c e  around t h e  t runk  o f  
t h e  body w i t h  s u f f i c i e n t  t e n s i o n  t o  ensure t h e  dose remains 
securely  i n  p lace  and i n  contact  w i t h  the  skin. The use o f  
an impermeable occ lus i ve  d ress ing  maximises t h e  absorb t ion  o f  
t e s t  compound across the dermal b a r r i e r .  The f o i l  forms an 
i n e r t  1 ayer p reven t i  ng chemi ca l  i n t e r a c t  i on between t e s t  
compound and bandage m a t e r i a l  and i s  n o n - i r r i t a n t  t o  the  
shaven sk in.  S o l i d  m a t e r i a l s  a re  a p p l i e d  as d ry  powders but  
t h e  dose i s  moistened w i t h  d i s t i l  l e d  wa te r  immediately be fore  
a p p l i c a t i o n  o f  t h e  occ lus i ve  dressing. 

A uniform th i ckness  o f  t e s t  compound i s  app l ied  t o  the  skin, 
increased dosages are achieved by spreadi ng t h e  dose across 
t h e  same sur face area o f  the  dorsum, b u t  w i t h  increased 
th ickness.  

A f t e r  dosing t h e  r a t s  are housed i n d i v i d u a l  l y  i n  type RM2 
cages measuring 38 x 25 x  18 cm (Nor th  Kent P l a s t i c s  Ltd.)  t o  
prevent cage-mates i n t e r f e r i n g  w i t h  the  occ lus i ve  dressing o r  
i ngest i  ng t h e  t e s t  compound. 

A f t e r  24 hours, t h e  bandage i s  removed, g rea t  care  being 
taken t o  avo id  damaging t h e  t e s t  s i t e .  The exposed s k i n  i s  
gen t l y  wiped w i t h  wet d isposable towels t o  reduce the r i s k  o f  
o r a l  i n g e s t i o n  o f  t h e  t e s t  compound th rough grooming. The 
r a t s  a re  re turned t o  t h e i r  o r i g i n a l  cages, w i t h  up t o  f i v e  
animals per  cage, a f t e r  t h e  bandages have been removed. 

6. STUDY DESIGN 

When the p o t e n t i a l  t o x i c i t y  o f  the  t e s t  ma te r i  a1 i s  unknown o r  i s  
suspected o f  being of s l i g h t  o r  1 ow t o x i c i t y  t h e  study i s  conducted 
according t o  Opt ion  A. When it i s  known o r  suspected t h a t  the  t e s t  
mater i  a1 i s  o f  moderate o r  h igh  t o x i c i t y  Opt ion  B i s  undertaken. 

Opt ion A 

The maximum p r a c t i c a b l e  dosage i s  taken as 5000 mg/kg except i n  the 
case of percutaneous t e s t s ,  when t h e  maximum p r a c t i c a b l e  dosage i s  
taken as 2000 mg/kg, unless reduced by the  physico-chemical 
charac ter i  s t  i cs o f  t h e  t e s t  compoud. 



One group o f  f i v e  male and f i v e  female r a t s  a re  sub jec t  t o  
a d m i n i s t r a t i o n  o f  t h e  maximum p r a c t i c a b l e  dosage. I n  t h e  event 
t h a t  no death, o r  not more than two deaths, occur t hen  no f u r t h e r  
i n v e s t i  ga t i on  i s  performed. 

When more than two deaths occur a minimum o f  t h r e e  f u r t h e r  groups 
of f i v e  ma1 es and f i v e  females a r e  t r e a t e d  a t  dosages arranged t o  
span the  median l e t h a l  dosage (LD5 ). The f i r s t  o f  these 
a d d i t i o n a l  dosage groups i s  t r e a t e 8  w i t h  a dosage one o r  more l o g  
i n t e r v a l s ,  below t h e  maximum p r a c t i c a b l e  dosage i n  o r d e r  t o  
determine a minimal e f f e c t  1 eve1 . Two o r  more groups a re  then  
t r e a t e d  a t  appropr iate i n t e r v a l s  between the maximum p r a c t i c a b l e  
dosage and the  minimal e f f e c t  l e v e l  i n  o rde r  t o  d e f i n e  t h e  LOs0 and 
95% conf idence i n t e r v a l .  

Opt ion  B 

Three groups o f  one male and one femal e r a t s  a re  t r e a t e d  w i t h  a 
range o f  dosages considered t o  span t h e  median l e t h a l  dosage. A 
minimum of f o u r  f u r t h e r  groups o f  f i v e  male and f i v e  female animals 
a re  then t r e a t e d  a t  dosages arranged, as f a r  as poss ib le ,  i n  a 
geometric progression t o  span the  rnedi an l e t h a l  dosage (LOs0). 

OBSERVATION PERIOD 

The animals are returned t o  t h e i r  cages immediately a f t e r  dosing. 
On Day 1 a l l  animals a re  examined t h r e e  t imes i n  t h e  f i r s t  hour 
a f t e r  dosing and a t  i n t e r v a l s  up t o  a t  l e a s t  f o u r  hours a f t e r  
dosing. The study i s  inspected t w i c e  d a i l y  f rom Day 2 u n t i l  
t e rm ina t i on .  The type, t i m e  o f  onset and d u r a t i o n  o f  reac t i ons  t o  
t reatment  a re  recorded. I n  t h e  case o f  percutaneous t o x i c i t y  
s t u d i  es, separate d a i l y  records are  kept  o f '  the e f f e c t s  and 
reac t i ons  o f  t h e  dermal t e s t  s i t e  f o l l o w i n g  removal o f  t h e  bandage 
24 hours a f t e r  dosing. Local reac t i ons  a t  the  s i t e s  o f  i n j e c t i o n  
are  a l so  recorded, where appropr iate.  

The per iod  e lapsing between the death o f  an animal and d iscovery  o f  
carcase i s  minimised by t e c h n i c a l  s t a f f  i n s p e c t i n g  a1 1 animal rooms 
f o r  decedents a t  approximately 0900, 1200 and 1600 hours d a i l y ,  
except a t  weekends when two i nspec t i ons  a r e  made each day. 

Bodyweights are recorded on the  day be fo re  dosing, on Day 1 and a t  
seven day i n t e r v a l s  t h e r e a f t e r .  The t e s t  i s  t e rm ina ted  on Day 15 
un less  recovery from t o x i c  e f f e c t s  i s  incomplete. 



8. NECROPSY 

Carcases are stored in a refrigerator a t  approximately 4 O C  until  
trained necropsy s t a f f  are available. A1 1 decedent animals a re  
thoroughly examined a t  necropsy for  abnormality of t issues or 
organs. All major body cavities are  opened, larger  organs a re  
narrowly sectioned and the gastro-intestinal t r a c t  i s  opened a t  
intervals  fo r  examination of the mucosal surfaces. Abnormalities 
a re  described or the normal appearance of the major organs 
confi rmed for  each animal. Sites of i  njection or percutaneous 
application of the t e s t  compound are examined by palpation, and in 
section t o  ascertain local effects  of treatment. 

Animals are ki l led at  termination of the study by C02 asphyxiation 
and are  examined a t  necropsy by the same procedure used f o r  
decedents. 

No macroscopical ly abnormal t issues are retained nor 
histopathol ogi cal examination undertaken unless specif i  cal ly  
requested by the Sponsor (additional cos t ) .  Tissue samples are 
preserved in 4% buffered formal sal ine and stored in t h i s  medium. 
After dehydration in a series of concentrations of alcohol and 
embeddi ng in paraffi n wax, histological sections approximately 5 p 
thick are  cut, permanently mounted on glass s l ides  and stained with 
haematoxylin and eosin. The sections are examined by a 
path01 ogi s t .  

APPRAISAL OF DATA 

The acute medi an lethal dosage ( L D 5 0 ) ,  95% confidence l imi ts  and 
sl ope of the dose-response curve are usual ly calculated by probi t 
analysis (Finney, D .  J . ,  1952, Probit Analysis, pp. 236-245, 
Cambridge University Press) or by Logit analysis (Finney, D .  J . ,  
S t a t i s t i ca l  Method in Biological Assay, Griff in ,  London, 1971). 

Alternatively, the  LD50 and 95% confidence l imits  may also be 
calculated using the  method of moving average interpolation a f t e r  
Thompson, 1947 (Biometries, 8 ,  51-54) for  comparison o r  where the  
1 og dosage versus probi t of mortali ty i s  not adequately represented 
by l inear  regression. 

values are determined f o r  e i ther  sex and f o r  both 
ination wherever possible. 

r 

A n  appendix detai l ing bodyweight, mortality, signs of reaction to 
treatment and necropsy reports of each treated animal i s  included 
i n  the final report. 



The c l a s s i f i c a t i o n  o f  Hodge and Sterner ,  1949 (American I n d u s t r i  a1 
Hygeine Assoc ia t ion  Quar te r l ey ,  10, 93.) i s  u s u a l l y  used i n  
assessi ng t h e  t o x i c i t y  r a t i n g  ofcompounds administered by t h e  o ra l  
rou te .  Other c l a s s i f i c t o r y  systems may be used as appropr ia te  o r  
as i n d i c a t e d  by the  Sponsor. These w i l l  be documented i n  the f i n a l  
r e p o r t .  

l o .  QUAL ITY ASSURANCE 

T h i s  s tudy i s  conducted i n  accordance w i t h  cu r ren t  i n t e r n a t i o n a l  l y  
recognised Good Laboratory P r a c t i c e  Regulat ions and i s  subjected t o  
t h e  f o l  lowing qua1 i ty assurance procedures. 

- t h e  pro toco l  i s  inspected f o r  compliance 

- procedures and data as used and produced on t h i s  type o f  
s tudy  are  p e r i o d i c a l  l y  inspected 

- t h e  f i n a l  r e p o r t  i s  reviewed t o  ensure t h a t  i t  accura te ly  
describes t h e  methods and r e l e v a n t  Standard Operat ing 
Procedures and t h a t  the r e s u l t s  are i n  accord w i t h  the 
pr imary data. 

P e r i o d i c  repor ts  on these a c t i v i t i e s  are made t o  management and t h e  
Study D i rec to r .  

A1 1 raw data  p e r t a i n i n g  t o  the  study a r e  a v a i l a b l e  f o r  i n s p e c t i o n  
by t h e  s tudy  mon i to r  ( f o r  s c i e n t i f i c  mon i to r ing)  o r  t h e  Q u a l i t y  
Assurance U n i t  of the  Sponsor (compli  ance moni to r ing) .  I n  
add i t i on ,  spec i f i ed  s c i e n t i s t s  designated by t h e  Sponsor may, upon 
appointment, examine any se t  of data. 

11. NAME AND ADDRESS OF FACILITY 

L i f e  Science Research L im i ted  
Eye, Suf fo lk ,  IP23 7PX 

England 



12. RECORDS KEPT 

T i t l e  

Animal r e c e i p t  form 

Observat i ons d u r i  ng 
a c c l i m a t i s a t i o n  

Animal room day book 

Recorded d e t a i l  s 

Date o f  d e l i v e r y ,  s u p p l i e r  and mode 
o f  t r anspo r t .  Numbers and sex o f  
animals ordered and received.  
Weight o f  animals ordered and range 
o f  bodyweight f rom a sample weighed 
on r e c e i p t .  Comments on t h e  
general c o n d i t i o n  o f  t h e  animals on  
a r r i v a l  . A n t i c i p a t e d  a1 l o c a t i o n  o f  
animals t o  s p e c i f i e d  schedule 
numbers. Order number. (Record 
mai n t a i  ned by Department o f  Animal 
Management). 

D a i l y  record  o f  t h e  general  
c o n d i t i o n  a t  commencement o f  the 
study. Withdrawals o f  s tock  
animals f o r  use on s p e c i f i e d  
schedule numbers. (Record 
mai n t a i  ned by Department o f  Animal 
Management). 

Rout ine occurences o f  study, i .e. 
r e c e i p t ,  randomi sa t ion ,  weighing, 
food consumption and dosing i n  
chronol og i  c a l  sequence, excludes 
t imes o f  observat ions and removal 
o f  decedents. Exc l  udes da ta  
s p e c i f  i ca l  l y  entered i n 
experiment a1 record. 

Envi ronmental c o n t r o l  record  D a i l y  maximum and m i  nimum 
temperature record i  ng ,  humid i ty  
record. (Record rnai n t a i  ned by 
Department o f  Animal Management). 

Formul a t  i on reques t  Concent r a t  i on requ i  r e d  f o r  each 
group, q u a n t i t i e s  o f  t e s t  compound 
and v e h i c l e  t o  be used i n  
f o rmu la t i ng  doses. 

Speci a1 precaut i on, hazards o f  
measurements t o  be taken by  
f o r m u l a t i o n  s t a f f .  (Record o f  
p repa ra t i on  o f  doses a re  rnai n t a i  ned 
by Short-Term Toxi c o l  ogy 
Department ) . 



Experimental  record 

Necropsy record  

Necropsy request  

Hi s t01 ogi  c a l  request  

Qua1 i t y  assurance records 

Study i d e n t i t y ,  s tudy superv isor ,  
p ro toco l  i dent i  t y  and concen t ra t i on  
o f  t e s t  compounds, veh i c le ,  
l o c a t i o n  of study, day of dosing. 
Observations o f  c l i n i c a l  s igns and 
dermal reac t  ions a t  s p e c i f i e d  
t imes. Bodywei ght record  a t  week1 y 
i n t e r v a l  s. Reasons f o r  premature 
s a c r i f i c e s .  

Route o f  admin i s t ra t i on  and dos ing  
record. Despatch o f  animals t o  
necropsy record. 

I n d i v i d u a l  repo r t s  on every animal 
exami ned by necropsy s t a f f ,  g i  v i  ng 
carcase weight and desc r ib ing  a1 1 
abnormal i t ies  o r  con f i rm ing  normal 
appearance o f  major organs. 
Decedent and animals k i l l e d  a t  
t e rm ina t i on  are recorded i n  t h e  
same f i l e .  

Where re1  evant , i ns t  r u c t i  ons t o  
necropsy s t a f f  t o  take and preserve 
s p e c i f i e d  t i s s u e  samples f rom 
s p e c i f i e d  animals. 

Where re1  evant, i n s t  r u c t i o n s  t o  
h i s t o l o g y  s t a f f  t o  process and have 
i n t e r p r e t e d  h i s t o l o g i c a l  s l i d e s  o f  
s p e c i f i e d  animal t i ssues .  (Records 
o f  necropsy t i s s u e  preserva t ion ,  
h i s t o l o g i c a l  processes and t h e  
r e p o r t  o f  t h e  Pa tho log i s t  a re  
mainta ined by t h e  Dept. o f  
Pathology) .  

Records o f  p ro toco l  check f o r  
compl i ance, i nspect i o n  records o f  
procedures used and data generated 
on t h i s  type o f  study and t h e  f i n a l  
r e p o r t  r e v i  ew. 

A f u l l  l i s t  of apparatus, d i e t s  etc., and t h e  name and address o f  
t h e  supp l i  ers concerned i s  mainta ined by the  Ch ie f  Technician, 
Department of Animal Management, L i f e  Science Research. 



13. REPORTING 

T h i s  study i s  conducted according t o  the  precepts o f  Good 
Labora tory  P r a c t i c e  and t h e  f o l l  owi ng i nformat ion and data a r e  
inc luded i n  the  f i n a l  repor t .  

i )  Name and address o f  the f a c i l i t y  performing t h e  study and the  
i n i t i a t i o n  and t e r m i n a t i o n  dates. 

i i )  Ob jec t i ves  and procedures s ta ted  i n  the approved p ro toco l ,  
i n c l u d i n g  any changes subsequently made. 

i i i )  Empi r ica l  data generated w h i l e  conduct ing t h e  study, 
i n c l  ud i  ng any t rans format ions ,  c a l c u l a t i o n s  o r  operat ions 
performed on the  data. Tabulated mean values and standard 
devi a t  i ons where appropr i  ate. 

i v )  S t a t i s t i c a l  methods employed f o r  analys ing t h e  data. 

v) T h e t e s t c o m p o u n d i d e n t i f i e d b y n a m e a n d o r c o d e n u m b e r ,  
s t rength ,  s t a b i l i t y  and p u r i t y ,  as i n s t r u c t e d  by the  
Sponsor. Phys ica l  na ture  and, where app l icab le ,  
concen t ra t i on  and pH value o f  the  t e s t  substance. 

v i )  The Sponsors i nformat ion regard ing  s t a b i l i t y  o f  t h e  
compound under the cond i t ions  o f  admin is t ra t ion .  

v i i )  Methods used. 

v i i i )  Animals used. The number i n  the study, sex, bodywei 

t e s t  

gh t  
range, source o f  supply, species, s t r a i n  o r  sub-s t ra i  n, age 
and procedure used f o r  unique i d e n t i f i c a t i o n  and where 
appropr ia te ,  randomisat ion o f  t h e  animals. Du ra t i on  o f  
acc l  i m a t i s a t i o n  period. Control  l e d  parameters o f  environment 
(photoperiod, temperature, humidi t y ,  d i  e t ,  water, beddi ng and 
cont ami nant s) . 

i x )  Dosage, dosage regime, r o u t e  of admi n i  s t r a t i o n  and durat ion.  

x )  Frequency and modes o f  observat ion.  Observations recorded. 

x i )  Any unforeseen circumstances which may have a f fec ted  the  
q u a l i t y  o r  i n t e g r i t y  o f  t h e  study. 

x i i )  The name o f  t he  study d i r e c t o r .  

x i i i )  A summary o f  t h e  data, an ana lys i s  o f  t h e  data and a s ta te -  
ment o f  the  conclus ions drawn from t h e  analys is .  



x i v )  The r e p o r t s  o f  each o f  t h e  i n d i v i d u a l  s c i e n t i s t s  o r  o t h e r  
p r o f e s s i o n a l s  i n v o l v e d  i n  t h e  s tudy,  e.g. p a t h o l o g i s t  o r  
s t a t i s t i c i a n .  The da ted  s i g n a t u r e  o f  t h e  s t udy  d i r e c t o r  and 
o f  a1 1 s c i e n t i s t s  and o t h e r  p r o f e s s i o n a l s  on t h e i r  r e s p e c t i v e  
segments o f  t h e  r e p o r t .  

x v )  The l o c a t i o n  where a l l  raw da ta  and t h e  f i n a l  r e p o r t  a r e  t o  
be s to red .  

x v i )  A  s ta tement  by t h e  Q u a l i t y  Assurance U n i t .  

C o r r e c t i o n s  o r  a d d i t i o n s  t c  a  f i n a l  r e p o r t  a re  i n  t h e  f o r m  o f  an 
amendment by t h e  s tudy  d i r e c t o r .  The amendment c l e a r l y  i d e n t i f i e s  
t h a t  p a r t  o f  t h e  f i n a l  r e p o r t  t h a t  i s  b e i n g  added t o  o r  c o r r e c t e d  
and t h e  reasons f o r  t h e  c o r r e c t i o n ,  o r  a d d i t i o n ,  and i s  s igned  and 
da ted  by t h e  person  respons ib l e .  

BJH 28/2/86 


	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

