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QUALITY ASSURANCE INSPECTIONS 

Dates (Day/Month/Year) 

Report t o  Report t o  
I nspec t i on  Study Management 

D i r e c t o r  

I n s p e c t i o n  o f  p r o t o c o l  was made 
i n  accordance w i t h  LSR Standard 
Opera t ing  Procedure QAU/020. Dates 24.9.86 26.9.86 
f o r  i n s p e c t i o n  o f  p r o t o c o l  
amendments i n  accordance w i t h  t h i s  
S.O.P. a r e  n o t  quoted 

DATA - 
I n s p e c t i o n  o f  da ta  generated on 
t h i s  t y p e  o f  s tudy was made i n  13.10.86 
accordance w i t h  LSR Standard 
Opera t ing  Procedure QAU/050 

PROCEDURES 

I n s p e c t i o n  o f  procedures on 23.9.86 
t h i s  t ype  o f  s tudy  was made i n  23.9.86 
accordance w i t h  LSR Standard 16.10.86 
Opera t ing  Procedure QAU/040 4.11.86 

Other  r o u t i n e  procedures used i n  t h i s  type o f  study, and f a c i l i t i e s  were 
inspected r e g u l a r l y  and r e p o r t s  made i n  accordance w i t h  LSR Standard 
Opera t ing  Procedure QAU/040. 

Th i s  r e p o r t  has been rev iewed by t h e  LSR Q u a l i t y  Assurance U n i t  employing 
methods l a i d  down i n  LSR Standard Operat ing Procedure QAU/060. The 
repo r ted  methods and procedures were found t o  d e s c r i b e  those used and t h e  
r e s u l t s  t o  c o n s t i t u t e  an accura te  r e p r e s e n t a t i o n  o f  t h e  da ta  recorded.  

r 
- Th i s  rev iew  was completed on: 19 January 1987 

D. J. Ford, B.Sc . ,  Ph.D. . . . . . . . 
(Head o f  Q u a l i t y  Assurance U n i t )  
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1. SUMMARY 

The potential of RC9927 to cause inflammatory or corrosive changes 
upon first contact with skin was assessed by semi-occluded 
application of 0.5 ml of the test material to the closely-cl ipped 
dorsa of six New Zealand White rabbits for four hours. Dermal 
reactions were assessed 1, 24, 48 and 72 hours after removal of 
the dressings. 

Very slight erythema was observed at three test sites one hour 
after removal of the dressings, and in one animal only at the 
24- hour examination. No other changes were apparent. 

All dermal irritation responses had resolved by the 48-hour 
examination. 

Under the conditions of this test, RC9927 was 'very slightly 
irritating' to skin. 



2. INTRODUCTION 

The objective of this Acute Dermal Irritation/Corrosion Test was to 
assess the potential for inflammatory or corrosive activity of the test 
material upon first contact with skin. 

This study was designed to conform with Section 4, sub-section 404 of 
the O.E.C.D. Guidelines for Testing of Chemicals (1981) and the EPA 
Toxic Substances Control Act Test Guide1 ines (1985). 

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

24 September - 27 September 1986 

3. MATERIAL 

A consignment of 502 g (stated nett) RC9927, a slightly viscous, light 
yellow liquid, was received at the Elm Farm Laboratories on 1 September 
1986. It 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 
responsi bi 1 i ty of the Sponsor. 



4. METHODS 

4.1  Animals and husbandry 

Young a1 bin0 r a b b i t s  of an outbred New Zealand White s t r a i n ,  
suppl ied  by Ranch Rabbits, Crawley Down, Sussex, England, were two 
and ha l f  t o  t h r e e  months of age on a r r i v a l  and within t h e  
bodyweight range 1.86 - 2.74 kg. They were ind iv idua l ly  housed in 
suspended s t a i n l e s s  s t e e l  cages i n  b a t t e r i e s  manufactured by Cope 
and Cope Limited. The cages measured 0.6  x 0.6 x 0 .4  m high and 
were f i t t e d  with mesh f l o o r s  and automatic watering. A s ledge 
running t h e  length of the  ba t t e ry  removed waste mat ter  as  
r equ i red .  Animals had f r e e  access t o  a commercially a v a i l a b l e  
s tandard pe l l e t ed  r a b b i t  d i e t  (SQC Rabbit Diet ,  Special  Diet 
Se rv ices  Limited, Wi tham, Essex, England). The manufacturer 
suppl ied  ana ly t i ca l  da ta  with each batch of d i e t .  This included 
t h e  concentra t ions  of n u t r i t i o n a l  components, a f l a t o x i n s  and 
s e l e c t e d  heavy metals ,  pes t i c ides  and micro-organisms. The d i e t  
contained no added a n t i b i o t i c  o r  o the r  chemotherapeutic o r  
p rophy lac t i c  treatment.  The r a b b i t s  had f r e e  access t o  t a p  water 
suppl ied  t o  each cage by an automatic piped system. The water was 
der ived from a protected subterranean source and met t h e  World 
Health Organisation European Standard. Reports from t h e  local  
Water Authori ty recorded t h e  chemical and bacter i  01 ogi ca l  qua1 i t y  
of t h e  water.  There was no information ind ica t ing  t h a t  normal 
l e v e l s  of common contaminants would influence t h e  outcome of t h e  
s tudy.  

4 .2  Envi ronmental control  

The animals were housed i n  a lagomorph room within a 
1 imited-access bui ld ing.  The room was kept a t  s l i g h t  p o s i t i v e  
p ressure  r e l a t i v e  t o  t h e  ou t s ide  and had i t s  own f i l t e r e d  a i r  
supply giving approximately 12 complete a i r  changes per hour 
wi thout  r e - c i r c u l  a t ion .  

The maximum and minimum temperatures of t h e  previous 24-hour 
per iod and re1 a t i v e  humidity were recorded a t  t h e  beginning of 
each working day. Environmental control  equipment was s e t  t o  
achieve t a r g e t  values of 18'C (range 15"-23°C) and 55% R . H .  ( range 
40%-70% R.H.), r e spec t ive ly .  E l e c t r i c  time-switches operated a 
1 i g h t i n g  cyc le  of 12  hours of a r t i f i c i a l  1 ight  per day. An 
emergency generator  was avai 1 able  t o  maintain the  e l e c t r i c i t y  
supply in  t h e  event of a power f a i l u r e .  

A1 1 personnel enter ing t h e  building changed i n t o  c lean p ro tec t ive  
c l o t h i n g  and wore an addi t ional  gown, p l a s t i c  over-shoes,  gloves 
and a f a c e  mask t o  se rv ice  the  rabbi t -holding a reas .  



4.3 Pre-exposure period 

Each animal was inspected on arrival and unsui tab1 e individual s 
were rejected. Individual bodyweight was recorded on the day of 
arrival and at regular intervals thereafter. All animals were 
identified by a uniquely numbered ear-tag within 24 hours of 
arrival. An accl imatisation period of at least six days was 
a1 lowed between arrival at the 1 aboratory and administration of 
the test materi a1 . 
Daily checks of the general condition of each animal were made and 
the record was consulted before the final selection of each 
animal . 
Twenty-four hours before dosing, the dorsum between the limb 
girdles was cl i pped (chemi cal depi 1 atori es were not used) . Any 
animal displaying abnormal ity or irritation of the dermal test 
site was replaced by another acclimatised animal. 

Home Office requirements were satisfied by the 1 abell ing of each 
cage with details of the schedule number, ear-tag number, sex, 
route of administration, treatment level, licensee and day of 
dosing of the cage occupant. 

Bodyweight on the day of dosing was within the range 2.08 - 
3.14 kg. The rabbits were approximately three months old at this 
time. 

4.4 Constitution of treatment groups 

Six accl imati sed rabbits (three males and three females) were 
allocated to this study. 

4.5 Preparation of test material 

An appropriate quantity of the test material as supplied by the 
Sponsor was dispensed on the morning of Day 1. 

4.6 Administration of test material 

The rabbit was securely restrained by a technician. Two test 
sites (6 x 6 cm) were marked on either side of the clipped area of 
dorsum. A single dose (0.5 ml) was impregnated onto an 
unmedicated gauze patch (3 x 2 cm) and was held in place on the 
left test site by strips of Blenderm (3-M Company). The right 
test site, acting as a control, was covered by a similar 
semi-occlusive dressing but otherwise remained untreated. Pads of 
cotton wool and elasticated bandage were used to protect the 
patches and ensure good contact between the skin and the test 
materi a1 during the four-hour exposure period. 



4.7 Observat i on period 

The dressings were removed after four hours exposure. Where 
necessary, the treatment sites were gently washed with warm water 
and dried with paper towels to remove excessive amounts of test 
material adhering to the skin. 

Assessment of skin irritation responses at the control and treated 
test sites were made one hour, 24, 48 and 72 hours after removal 
of the dressings. Reactions of the test sites were assessed 
according to the criteria of Draize (section 4.8). 

4.8 Criteria for assessment of skin irritation responses 

Erythema and eschar formation 

No erythema 

Very slight erythema (barely perceptible) 

We1 1 -defined erythema 

Moderate to severe erythema 

Severe erythema (beet redness) to slight eschar 
formation (injury in depth) 

Oedema formati on 

No oedema 

Very sl ight oedema (barely perceptible) 

Slight oedema (edges of area well-defined by 
definite raising) 

Moderate oedema (raised approximately lrnm) 

Severe oedema (raised more than 1 mm and extending 
beyond the area of exposure) 

4.9 Name and address of facilities 

Life Science Research Limited 
Eye, Suffolk, IP23 7PX 

Engl and 

Value 

0 

1 

2 

3 

A full list of apparatus, diets, etc., and names and addresses of 
the suppliers concerned is maintained by the Chief Animal 
Techni ci an, Department of Animal Management, Li fe Sci ence 
Research, Eye, Suffol k.  

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



5. RESULTS (Tables  1 and 2) 

Very s l i g h t  erythema was observed a t  t h r e e  t e s t  s i t e s  one hour a f t e r  
removal of t h e  d r e s s i n g s ,  and i n  one animal o n l y  a t  t h e  24-hour 
examinat ion.  No o t h e r  changes were appa ren t .  

A1 1 dermal i r r i t a t i o n  responses  had r e so lved  by t h e  48-hour 
exami n a t i  on. 

The c o n t r o l  s i t e s  d i d  not  show any response  t o  t h e  c o n t r o l  procedure.  

6 .  CONCLUSION 

Under t h e  c o n d i t i o n s  of  t h i s  t e s t ,  RC9927 was ' v e r y  s l i g h t l y  
i r r i t a t i n g '  t o  s k i n .  



TABLE 1 

Mean values for  erythema and oedema recorded 
one hour, 24, 4 8  and 72  hours af ter  treatmentt 

Type 
0 f 

response 

Time a f t e r  removal of dressings 

1 hour 2 4  hours 4 8  hours 72 hours 

Test 0.5 0.2 0.0 0.0 
Erythema 

Control 0.0 0.0 0.0 0.0 

Test 0.0 0.0 0.0 0.0 
Oedema 

Control 0.0 0.0 0.0 0.0 

t The mean values were calculated using the individual scores for  a1 1 
rabbits  on each occasion of examination. 
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TABLE 2 - continued 

\ 

Scoring o f  i rri tance responsest e l  i c i  t e d  by s i n g l e  dermal a p p l i c a t i o n  o f  
0.5 ml RC9927 t o  the dorsa of  New Zealand White r a b b i t s  under a semi-occlusive dress ing 

Score 1 hour Score 24 hours Score 48 hours Score 72 hours 
Type a f t e r  removal o f  a f t e r  removal o f  a f t e r  removal o f  a f t e r  removal o f  

Animal o f  dressing dressing dressing dressing 
number Response 

Test Control Test Control  Test Control  Test Control  
Skin Skin Skin Skin Skin Skin Skin Skin 

12TX Erythema 0 0 0 0 0 0 0 0 

866 Oedema 0 0 0 0 0 0 0 0 
UJ 

12TX Erythema 1 0 1 0 0 0 0 0 

859 Oedema 0 0 0 0 0 0 0 0 

12TX Erythema 1 0 0 0 0 0 0 0 

868 Oedema 0 0 0 0 0 0 0 0 

t C r i t e r i a  documented i n  Sect ion 4.8 


	
	
	
	
	
	
	
	
	
	
	
	
	
	

