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In accordance with Section 8(e) of the Toxic Substance Control Act (TSCA), Clariant Corporation is

submitting the following final report of a sensitization study in guinea pigs. The test material is 2,2-

Dimethoxy ethanal (CAS:51673-84-8).

In this study, 2,2-Dimethoxy ethanal elicited a positive response, indicative of skin sensitization (delayed

contact hypersensitivity) in thirteen of the test animals following the challenge application. An
inconclusive result was seen in a further six animals and a negative result in the remaining test animal.
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STUDY DIRECTOR AUTHENTICATION 5@
AND GLP COMPLIANCE STATEMENT &
O
2,2-Dimethoxy ethanal 60% (water solution) Czé\
Skin Sensitisation Study in the Guinea Pig §’
»- é’
o3

I, the undersigned, hereby declare that the work described in this repor:{?%vas performed
under my supervision, as Study Director, and that the report provides, gfrue and accurate
a

record of the results obtained. é‘
(2

The study was performed in accordance with the agreed protocol@ﬁless otherwise stated,
and the study objectives were achieved. The study was also pex@fmed in accordance with
Corning Hazleton (Europe) Standard Operating Procedureé‘and the principles of the

following codes of Good Laboratory Practice: ‘J\O

£
UK Principles of Good Laboratory Practice 45(/
The UK Compliance Programme ‘S‘/"

Department of Health "
London 1989 L
<
@)

OECD &
Good Laboratory Practice in the Testing ogXhemicals
Final Report ISBN 92-64-12367-9 g
Paris 1982 ‘ 55‘
)

United States Environmental Protegffon Agency

Title 40 Code of Federal Regulatidhs part 792

Toxic Substances Control Act

Good Laboratory Practice Stagdards

Issued 29 November 1983 Federal Register, plus subsequent amendments

&
Q
Q.
S M Denton BSc Cgfol MiBiol /6 phovemboe (78S
Study Director 630 Date:
O

<
2
&
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&
2,2-Dimethoxy ethanal 60% (water solution) ,\§
Skin Sensitisation Study in the Guinea Pig &
<
. 8
The following staff were responsible for key elements of the study: %(J‘g)
s
Animal house supervisor : Dggé" Moss
Animal health and welfare : ony Basford
Formulation : is Wood

<
&
X
&
SCIENTIFIC REVIEW ©
&
Qx
I, the undersigned, hereby declare that T have reviewed é’xs report in conjunction with the
Study Director and that the interpretation and presengtion of the data in the report are
consistent with the results obtained. A

é’
m’w— Jed’ 13 Moveade~ 1915

J R Gardner/ BSc CBiol MIBiol Date:

§
ARCHIVE STATEMENT
%

S
All primary data, or authentifted copies thereof, specimens and the final report will be
retained in the Corning H\Qz'leton (Europe) archives for three years after the submission
of the final report. At tl@ time the Sponsor will be contacted to determine whether data
should be returned, reﬁﬁned or destroyed on their behalf.
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QUALITY ASSURANCE RECORD &
AND AUTHENTICATION STATEMENT 0
£
G
2,2-Dimethoxy ethanal 60% (water solution) p"
Skin Sensitisation Study in the Guinea Pig &
i

QY%(..
The study described in this report was subject to audit by the jq&‘ependent Quality

Assurance Unit as indicated below. The findings of each audit were ggported to the Study
Director and management as prescribed by Standard Operating Prf&cedures.

&
The report audit was designed to confirm that as far as can b %amnably established the
methods described and results incorporated in the report aggfﬂrately reflect the raw data

produced during the study. ‘;\
S
Inspection programme Inspection date q‘ss’ Report date
&
N
Protocol review 8 August 1992,Y 8 August 1995
Procedure inspection 5 Septembe8~°1995 5 September 1995
<
L
&
£
Data review G?vember 1995 8 November 1995
Draft study report & ovember 1995 8 November 1995
&
§€
&
%
§
&
S
Cod Loeed (55
G Wood OQQ
Section Hea ﬁuality Assurance Date: 16 November 1995
K
o
&
L
&

&
&

§
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1 SUMMARY

This study was conducted to assess the potential of 2,2-dimethoxy ethanal to ehq'? skin
sensitisation (delayed contact hypersensitivity) in the guinea pig. The methocb‘&bllowed
was based on the procédures developed by Magnusson and Kligman (1,2 3x§and was in
compliance with that described in US EPA TSCA Health Effects Tesugg Guidelines,
Section 798.4100; Annex to Commission Directive 92/69/EC, MethoeB%6 and OECD

Guidelines for Testing of Chemicals, Method 406 (4,5). @
o)
Based on the results of the preliminary screening studies, the fo wing dose levels were
chosen: Q;Y
S
Intradermal injection: 20% m/v in &tllled water and/or adjuvant
Topical induction: undiluted 13§md test article
Challenge application: undllutea’ test article and 50% m/v
in dl‘sgﬁed water
L
Twenty test and ten control animals were us;éz in this study.
@

e
2,2-Dimethoxy ethanal elicited a positive%tgponse, indicative of skin sensitisation (delayed

contact hypersensitivity) in thirteen of fie test animals following the challenge application.
An inconclusive response was seeg/sj a further six animals and a negative result in the

remaining test animal. \y
S
&
Based on the results of this sﬁfdy, the General Classification and Labelling Requirements
for Dangerous Substanc@ and Preparations, as stated in Annex IV to Commission
Directive 93/21/EC (6) §ndxcate that the risk phrase R43 "May cause sensitisation by skin
contact” is required f@? 2,2-dimethoxy ethanal in respect of its skin sensitisation potential.
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L
2 INTRODUCTION S

The study was designed to assess the skin sensitisation potential of 2,2-dimethoxy e;ﬁanal.
The study objective was 10 assess the potential of the test article to elicit delay?c/contact
hypersensitivity in gumea pigs using methods based on those first de\aé’eloped by
Magnusson and Kligman. Determination of the sensitisation potential Qﬁ“a particular
chemical is among the first investigations carried out to assess the hazg/ it presents to
manufacturer and consumer populations, providing information on hksfif consequences to
man of exposure to the chemical during handling or use and is a’ common basis for
classification and labelling. §
@g
The study was conducted in compliance with US EPA 'I‘;ié—A Health Effects Testing
Guidelines, Section 798.4100; Annex to Commission Dlreglve 92/69/EC, Method B6 and
OECD Guidelines for Testing of Chemicals, Section 4<,.,°1\'Iethod No 406.
v

EC and OECD guidelines for the Magnusson & B‘Hgman test method specify use of the
albino guinea pig as the only appropriate specn@ The strain of guinea pig selected for

this study has been subject to regular (six m y) testing to confirm its susceptibility to
a moderately strong skin sensitiser 2-mech§§tobenzothiazole.
<
A

The dose levels for the main studx)&vere selected on the basis of screening studies
conducted in compliance with the %ﬁdelines. The maximum practical concentrations that
could be achieved in the opginum vehicle for intradermal injection or topical
administration were detennirzgg:c‘)r to conducting the screening studies.

The protocol was approvgﬁ:y the Study Director and CHE Management on 31 July 1995
and by the Sponsor on\$ August 1995. A protocol amendment was issued on 9 October
1995 and countersigg®d by the client on 19 October 1995. The study was undertaken
between 23 Angugand 29 September 1995. The study completion date is considered to
be the date on ﬁfuch the Study Director signs the final report. All phases of the study
were compleied at Corning Hazleton (Europe), Otley Road, Harrogate, North Yorkshire,

England. 5

&
o~
F
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3

MATERIALS AND METHODS

3.1

Protocol adherence

The study was “conducted in accordance with the agreed protoqgf and one
amendment. Deviations from the protocol are detailed in Appendix §4

3.2

L&

Test article and vehicle Oé‘,
S

3.2.1 Description, identification and storage & ,\%
The test article was identified as 60% m/m 2,2- d@ethoxy ethanal in water.
A consignment of 3 kg of the test article, ﬁatch number D43221, was
received at Corning Hazleton (Europe), Halﬁsgate [CHE] on 28 July 1995
and was given the CHE Dispensary numge“i‘ 0628/95-1433.
v
The test article was a yellow liquid§ The sponsor advised that it had an
active component purity of 60% cﬁ’/m in aqueous solution and an expiry
date of 1 December 1995. The @:nmy, stability, purity and composition or
other defining characteristics é?' the test article remained the responsibility
of the sponsor. When not jffuse the test article was stored in a refrigerator.
The vehicle used in thggfﬁduction phase for intradermal injection was distlled
water. Freund’s C@plete Adjuvant (FCA) emulsion was prepared for
injection by mmxg approxxmately equal volumes of water and FCA.
<
The vehlcle é’rsed in the challenge phase was also distilled water. The
undiluted §3t article was administered in the topical induction phase.
e
Test Qﬁ\xcentrations are expressed in this report in terms of the test article as

suwxed, no correction for the active component has been included.
Q.

A
3.3 (§°Experimental design

£

&

g

&

¢
&

5

&

3.3.1 Screening test for intradermal injection phase of induction

The vehicle and six formulations were selected. The dorsum of two guinea
pigs were clipped on the day prior to dosing. On Day 1, intradermal
injections (0.1 mL per site), incorporating a range of concentrations
from 0.1% m/v to the maximum practical concentration, 20 % m/v test
article in distilled water, were made into the scapular zone of the denuded




Société Frangaise Hoechst

CHE Study Number 1433/4

10

. 'S

dorsum. Dermal reactions were assessed and recorded individugdhy
approximately 24 and 72 hours later. O$%

3.3.2 Screemng test for topical application phase of mdugzﬁ‘()n
Three formulations incorporating the test article at concentratiogf’from 40%
up to 80% m/v test article in distilled water were selected t ¢ er with the
undiluted test article as supplied. Two guinea pigs %éfe prepared by
receiving two 0.1 mL intradermal injections of FCAb mulsion into the
suprascapular dorsum at least five days prior to gpphcatxon of the test
formulation. The dorsum and flanks were cllpped\“and shaved on the day
before application of the test formulations. legy ammals were subject to
occluded, topical application of four 20 x 20 n@l patches of Whatman No 4
filter paper each saturated with approxun@y 0.2 mL of one of the test
formulations. Occlusion was effected by cg‘%enng the Whatman patches with
successive layers of "Blenderm" aﬁhesxve dressing from 3M Co,
Loughborough, aluminium foil an@; "Steroban" open-weave, elasticated
bandage from Steroplast Ltd, Bred@ry The last layer completely enveloped
the torso to ensure the patches r@amed secure. The dressings and bandages
were removed approximatel hours after application and the location of
each patch was marked wj K indelible ink. Dermal reactions were assessed
approximately 24 and 9'g§hours after removal of the patches.
§
3.3.3 ScreeningXtest for topical application at challenge
Four formulatiugﬁlvere chosen to identify the maximum non-irritant
concentration oftest article after occluded, topical application to skin. Two
guinea pigs@ere prepared by receiving two 0.1 mL intradermal injections
of FCA eghulsion into the suprascapular dorsum at least fourteen days prior
to applidation of the test formulations. The flanks were clipped on the day
befogd application. The same areas were shaved approximately two hours
be@’re treatment. Each animal was subject to occluded topical application of
our 12 mm Finn chambers from Biodiagnostics Ltd, Upton-upon-Severn,
‘g}‘ each loaded with approximately 0.1 mL of one of the four selected test
Q}Q formulations. The Finn chambers were secured by successive applications of
> Blenderm and Steroban. The dressings and chambers were removed after 24
g hours and the treated areas of skin were washed with water. The location of

'\é" each challenge site was marked on the skin using indelible ink. The treated
z .,55' areas of skin were reshaved 21 hours after removal of the chambers. Dermal
z &\7 reactions were assessed 24 and 48 hours after removal of the chambers.
& .
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. . . 3 %
3.34 Criteria for selection of main study treatment regime .eé&
O

A
Treatment should not cause systemic toxic effects. d‘?
&
. Q:Z‘
The highest concentration of test article that caused no more @gn moderate
irritation (Grade 3 erythema) and no more than minute@fentral foci of
necrosis or other marked tissue damage at sites of injectiojgin the first screen
N
was selected for the intradermal injection phase of indgi’tion.
,3,%'
The highest concentration of test article that cause@'no more than moderate
irritation (Grade 3 erythema) and no indicationéf' necrosis or other marked
tissue change at the site of application in the ,gAcond screen was selected for
the topical application phase of induction. é(?
&
The highest concentration of test arti%)Le that caused no skin irritation in the
third screen was selected for challc:g’ge.
L
&
3.4 Main study ~
e
‘33’
The main study consisted of a tes\&roup of twenty female guinea pigs and a control
group of ten females. Each ghimal was weighed on Day 1, before induction
commenced; with one excepﬁ‘én (No 395 = 502g) initial body weights were less
than 500g. éo“
&
<&
3.4.1 Indyction phase - intradermal injection
The dorsunprdf each test and control guinea pig was clipped on the day
before tr ent commenced. The denuded area was confirmed to be free
from jyury or irritation. On Day 1 single, straight rows of three
intragg€rmal injections (0.1 mL per site) were placed parallel to and on either
si@% of the dorsal mid-line of each guinea pig. The anterior and posterior
Q{ijection sites marked the corners of a 20 x 40 mm area of the clipped
p&’ dorsum overlying the scapulae. The middle injection sites were positioned

& close to the anterior sites.
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g

&
§

K
&

The concentration of test article selected after the first screen 3&3
K

administered as follows: o
£
&
. @)
Site - Test group Control %ﬁup_
N
Anterior FCA emulsion FCA Qg;fgrulsion
<
Middle Test article digilled water
e C
20% m/v in distilled water 5O
Posterior Test article @ﬁ v/v distilled water
20% m/v in FCA emulsion gf’ in FCA emulsion
Q.
kY
Irritation or other dermal changes at the iéﬁ«éction site were recorded by
group on Day 2. «fﬁ'
N

3.4.2 Induction phase - topicaBé\pplication
On Day 7 the areas of dorsum den\;ﬁ!ed for the first phase of induction were
clipped. On Day 8 the dorsum &f all animals were shaved. At least two
hours later the area of skin ‘%luding the intradermal injection sites was
subject to application of a 25 x 45 mm patch of Whatman No 4 filter paper
loaded with approximatecg) 0.5 mL of undiluted test article as supplied (test
animals) or distilled g@ot’er alone (control group). Occlusion of the treated
skin was effected @r successive layers of Blenderm, aluminium foil and
Steroban. The hes and dressings remained in place for 48 hours.
Irritation or oth& dermal changes at the sites of occluded topical application
were record§' by group on Day 11.
&
3.4.3 5 Challenge phase
On %ﬁ; 21 both flanks of all guinea pigs were clipped. On Day 22 the
deg\%ed flanks were shaved. At least two hours later the left flank of each
Qr‘f’imal was subject to application of a 12 mm Finn chamber loaded with
(}‘?approxirnately 0.1 mL vehicle. Finn chambers containing the formulation
selected for challenge, undiluted test article and a second, lower
concentration, 50% m/v test article in distilled water, were applied to the
right flank. The chambers were kept in place by successive layers of
Blenderm and Steroban. The chambers and dressings were removed 24
hours after application and the treated areas of skin were washed with water.
The location of the challenge sites were marked with indelible ink
immediately after the washing procedure. The challenge sites were reshaved
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approximately 23 hours after removal of the chambers. Dermal responseg¥o
challenge were assessed 24 and 48 hours after removal of the char\@\ers.
Responses to challenge were recorded individually. 02‘3\
3.5  Test article formulation &
%(y
Concentrations were expressed gravimetrically and in terms of ge,gf‘frticle received
(without regard to purity or active content). All formulations ?Oé}«'e used on the day
of preparation. ‘
&
oy
The test article was prepared at various concentrationstA emulsion or distilled
water as indicated under 3.4 Main Study. %AO
S
3.6  Test system §,
3.6.1 Species, strain and supg{/&r
Male and/or nulliparous, non-pregﬁant female Dunkin-Hartley guinea pigs
were obtained from D Hall Ltcg}ﬁ%urton on Trent on 10 and 31 July and 14
August 1995 for the prelimi‘réfy study and on 14 August 1995 for the main
study. é,&

&

S
The condition of ghe animals was assessed daily throughout an

acclimatisation pe@ of at least nine days. A clinical inspection was
performed prior gestudy commencement to ensure the animals were suitable
for the study. &O‘?/ertly healthy animals were arbitrarily allocated to the study
groups on L@é\ day prior to commencement of treatment.
N

Animaé@em the main study were in a body weight range of 307 to 502 g
prioS}% dosing on Day 1. Based on information from the supplier the guinea
pi@q'were six to eight weeks old on Day 1.

&

2 .
6&3.6.2 Caging .
¥ Up to five guinea pigs were accommodated in suspended polypropylene

&
&
d\ cages (six per battery) with open tops and stainless steel mesh front panels

f providing minimum internal dimensions of 61 x 81 x 25 cm. The cage had

'\é" a solid floor which was relined with a whitewood bedding, Grade 10

f 955/ Woodflakes from Datesand Ltd, Brooklands, three times each week. Each
% ¥ batch of bedding had been analysed for specific constituents.

Société Francaise Hoechst Hoechst (:/
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3.6.3 Diet and water
SQC FD1 (pelleted) diet from Special Diets Services Ltd., Wlthangh'as
freely available to the animals at all times. Each batch of diet h@P been
analysed for specific constituents. Oé/
é,f
Mains water was provided, ad libitum, via cage mounted wa@r bottles. The
water is periodically analysed for specific contaminants. 0 contaminants
were expected to be present in diet or water at levels w@«h might interfere
with achieving the objective of the study. ff?
3

3.6.4 Environment Q;YV
The animal room used during the acclimatiszgﬁ?n and observation periods
was designed to permit at least 10 air cha\g‘ges per hour and to maintain
environmental conditions of 16 to 22°¢(.’J Humidity was not actively
controlled but was expected to rema§1' within the range 40-80% RH
Recordings of maximum and mmlmug}temperature and humidity were made
twice daily. The rooms were 11Q§mmated by fluorescent strip-lights for
fourteen hours daily. é,

&
3.7 Animal health and welfare®

&

All procedures carried out oql_lg; animals as part of this study were subject to the
provisions of United ngc@?n National Law, in particular the Animals (Scientific

'ﬂy&/p

-

Procedures) Act, 1986. é\°
&
<b
3.8 Identificati%#vof the test system
&£

The guinea p1%§>were individually identified by a number tattoed on the ear. A
colour codecghard on each cage gave information including study number, cage

number, a@nal numbers and sex.
Q_

3.9 &%xperimental observations

<
£

dgf 3.9.1  Clinical signs

§ Test and control guinea pigs were observed daily for clinical signs of

<

&
K

reaction to treatment.
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¥
&

3.9.2  Body weights g
The guinea pigs were weighed on Day 1 (day of dosing) and D@é’ 25
following completion of the challenge phase.

3.9.3  *Dermal reactions &
Changes at sites of intradermal injection or occluded topical agﬁication were
made in a well-illuminated area. Dermal changes were geégrded using the
following scheme: éé"

&

Dermal change

No erythema

Slight erythema

Well defined erythema
Moderate erythema
Severe erythema
In-depth damage/eschar
Desquamation
Discoloration

Any other lesions not covc&e‘g by this scheme have been described in detail.

&)

3.10 Terminal procedures‘&"’
S

N
3.10.1 Necm@?
Guinea pigs wegéokilled by intraperitoneal injection of sodium pentobarbitone
following coglpletion of the challenge procedure. No tissue preservation or
histopathc@ical assessment of tissues was undertaken.

\O%
3.11 Data ﬁterpretation
S
&

g
Dermal ;‘géctions to challenge among test animals were compared with those of the

A : . . - .
contrgis. The response of each test animal was classified as positive, negative or
< . .

eq@ocal according to the following system:

&

S

test animal developing a dermal response to challenge that was more marked or

more persistent than the maximum reaction apparent among controls was considered
sensitised to the test article (individual result - positive).
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If the challenge response of a test animal was only marginally more marke%%r

marginally more persistent than the maximum reaction among controls, th&t\ewas
considered to be equivocal evidence of sensitisation (individual result - ecgfi?mcal).
&
A test animal deVeloping no reaction to challenge, reactions that wergithe same as
the maximum control response or reactions that were less marked qgess sustained
than the maximum reaction apparent among controls was consi,gered not to have
become sensitised to the test article (individual result - negati\éé;\.
<
Where there was evidence of a reaction to the vehicle§ either test or control

. Y .
animals, assessment of the challenge responses to the te@mcle among test animals
&

took account of the vehicle effect. O

095 / IMPR. 952
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4 RESULTS

4.1  Screening studies

4.2 Clinical observations

No clinical observations of ill health or toxicity were noted during the study.
4.3 Body weights (Table 7) @*
Loy
O
K\

Body weight increases were recorded for all anima {_sj%'n Day 25 in comparison with
Day -1.

4.4 Induction reactions

A summary of reactions seen in the ir(x%ﬁ’ction phase is presented in Table 4.
e
4.4.1 Intradermal injgftion
&

Slight erythema was @o&ed at both anterior and posterior injection sites

(treated with Freungés Complete Adjuvant) for both test and control animals.
&

Dark foci with a‘Ssocmted necrotic tissue was observed at the middle injection

sites in test @mals receiving 20% m/v test article in water and also at the

posterior éte injected with 20% m/v test article in FCA emulsion.

s

N
No e@hema was observed at the middle injection site in control animals
ret&%ling water alone.

& |
34.4.2 Topical application

Slight erythema, desquamation and yellow discoloration of the dose site was
f apparent for the test group animals following application of the undiluted test
<

article, as supplied.

Slight erythema was apparent at the topical application sites in the control
guinea pigs.

095 / IMPR. 962
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4.5 Challenge response

Individual test and control reactions are presented in Tables 5 and 6. Thgf’i(l)ermal
reactions in thirteen test animals were greater than in the controls. Ge@prally for
these animals well defined erythema was apparent within 24 hourg(of bandage
removal and commonly accompanied by eschar and in one animal ﬁgsuring of the
dermis and necrosis at the site of application. In the six animals w}iSse response was
considered to be inconclusive, slight erythema was present at ﬂz';él'\application site of
the undiluted test article at the 24 hour assessment but had re§olved by the 48 hour
assessment. lig

Ny
é’gy
L
AO
5 CONCLUSION &
&
%
&

N
The results from the challenge procedure indicated m\'at thirteen animals gave a positive

response indicative of delayed contact hypersensi(t:fv*ity, the response for six animals was
inconclusive and the result for the remaining gzﬁhea pig was negative.

&
Based on the results of this study, the Gené‘éTI Classification and Labelling Requirements
for Dangerous Substances and Prepargfions, as stated in Annex IV to Commission
Directive 93/21/EC, indicate that theggsk phrase R43 "May cause sensitisation by skin
contact" is required for 2,2-dimeth§§°§l ethanal in respect of its skin sensitisation potential.
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TABLE 1 ‘8‘9
$%
Results of first screening study éO
S
)
Concentration - Animal number &‘2‘
% mlv 315F 3168Y
RS
24 hours 72 hours 24 hours x! 72 hours
5
N
20 2 1 1 & 1
10 2 1 03 0
$
6 1 0 égv 0
Q.
3 0 0 Lo 0
&
1 0 0 Q‘Sg/ 0 0
¥
0.1 0 0 "?' 0 0
Vehicle 0 0 & 0 0
&
Key: ‘f
0 No erythema (3{?
1 Slight erythema <
2 Well defined erythema _‘;3?
§
(:9
K
$
&
<
&
5
&
N
&
fon
oY
&
£
<
@)
Q;Z“
<
%d
&
e
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TABLE 2
Results of second screening study
A
. . e
Concentration Animal number 2@
/ 7
% m/v 273M 274M ¥
—S
24 96 24 &
hours hours hours | Wours
100 1 0 1 ‘9} 0
80 0 0 0 3 0
&
60 0 0 0 Qg\-' 0
40 0 0 % 0
&
Key: C}é‘,
0 No erythema &
1  Slight erythema éﬁ’
é,\'
o3
TABLEQ
&
Results of thirgxcreening study
Concentration (‘{.Z,& Animal number
o)
Rmiv. B 260F 261F
&
S 24 48 24 48
é\ hours | hours hours hours
so‘f 0 0 0 0
7 0 0 0 0
0 0 0 0
5\ 50 0 0 0 0
&
Key
0.4 No erythema
Q°
£
<
£Y
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TABLE 4 S
%‘8_
Summary of induction phase dermal reactions ,\\6‘\
£
Site Intradermal injection Topical applicatiolpzp
o
Test Control Test animals CeRtrol animals
animals animals ég%
Anterior |  Slight Slight Slight erythema with " Slight erythema
erythema erythema desquamation and §

low di .

Middle N+ No erythema yellow 1scolorai,1§n
&
Posterior N+ Slight é,z‘
Slight erythema O
erythema &
&

N+ Dark foci present at injection site, sumémding tissue appeared necrotic

X

to

&
@)
Q:Z*
2
K,
&
Q..
&
S
&
@)
&
&
&
<
S
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TABLE 5 By
&
Dermal reactions observed after challenge ,\§
Q‘?
Controls C‘D‘(’J
. T
&
. R
Guinea Score S
pig 24 h 48 bigurs
number ours 8 l%@urs
and sex A P C A é’p C
370F 0 0 0 0 | o 0
371F 0 0 0 o & o 0
@)
372F 0 0 0 Qo 0 0
=
373F 0 0 0 &0 0 0
374F 0 0 0 ¥ 0 0 0
375F 0 0 o & o 0 0
@)
376F 0 0 0% 0 0 0
377F 0 0 g Q 0 0
S
378F 0 0 & 0 0 0 0
379F 0 o & o 0 0 0
] &
Key: N
ES
A Anterior site e 85ed to undiluted test article
P Posterior site @xposed to 50% m/v test article in distilled water
C Control siteé_é)(posed to distilled water
$
0 No erythema
Q Desquognation
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$
TABLE 6 &£
&
Dermal reactions observed after challenge Q{,}o
S
Test . &
&
Guinea Score Q_\ﬁesult
pig Rositive[ +]
number 24 hours 48 hours onclusive [+]
A P C A P C | .7 Negative [-]
380F | 0 0 o | @ | o | of .
381F 1 1 0 Q Q f +
382F 1 0 0 Q Q Zé" 0 +
v
383F 1 0 0 Q 0 Sf" 0 +
384F 1 0 o | @ |.d | o +
385F | Q2 1 0 Q & Q 0 +
‘c
386F 1 0 0 Q¥ Q 0 +
@]
387F | Q2 2 0 |§2 [ Q| o +
AS
388F 1 0 0. Q 0 0 +
389F 2 2 & Ql Q1 0 +
QV
Key: §€
&

A Anterior site exposed to undiluted test article
P Posterior siteexposed to 50% m/v test article in distilled water
C Control si xposed to distilled water

0 No eryfhema

1 Slig l?%rythema

2 W defined erythema
Q D&squamatlon

;g ped
;
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TABLE 6 g
&
Dermal reactions observed after challenge ,\\§
L
O
T &
est . QQ
&
. X
Guinea Score sult
pig PSsitive[ +]
number 24 hours 48 hours é@oncl usive [£]
A P C A p C | & Negative []
30F | @ | Q@ | o | « Q| 0§ +
391F 2FN 0 0 QE Q §§ +
32F | Q1 | Q1 | o | Q@ | Q |go +
393F | Q2 1 0| QE Q¥ o +
S
34 | @ | @ | o] @ | @& | 0 +
395F | 2 o o] o fFo | o +
\@L
396F Q2 Ql 0 Q« | Q 0 +
v
397F 2 2E | 0 & QE | © +
Q—)
308F | @2 | Q | 0 |«QE Q| o +
200 | 28 | 28 | o Q& | QE| 0 +
Q(Z}“
Key: N
S
A Anterior site exé&sed to undiluted test article
P Posterior sitegkposed to 50% m/v test article in distilled water
C Control sit%@xposed to distilled water
N
0 No eryt®ma
1  Slight@rythema
2 Welf§tefined erythema
E Ir@epth eschar

Q égesquamation
N &Necrosis
I}ﬁ’ Fissuring

&

&
# fey
| N4
£
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L
TABLE 7 S
&
Body weights 5\\
8
Controls 64(/
NS
&
Guinea pig Day 1 Day 25 F
number 5 September 1995 29 September 19_9523'
Y
370 474 646 &é
371 487 670 <
372 450 590>
373 468 63§
374 446 Q4
375 415 5357
376 442 & 627
377 418 < 576
378 430 & 533
379 395 N 525
AN
T &
est éo
RS
&
Guinea pig Day k¥ Day 25
number 5 Septen’él 1995 29 September 1995
380 &4 604
381 §472 574
382 & 446 640
383 S 459 638
384 N 408 563
185 £ 307 446
386 < 333 527
387 & 330 511
388 & 345 558
38 385 589
390 434 626
o<:?591 413 625
& 392 435 615
& 393 387 580
) 5 394 407 580
4 395 502 643
& 396 462 606
£ 397 475 599
& 398 471 620
g 399 450 617
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APPENDIX 2

Deviations from protocol

The animal holding reom was expected to maintain temperature and humé,ﬂ?ty in the
ranges 16° to 22°C and 40% to 80% RH. On two occasions during @e study the
e
maximum temperature exceeded the expected range by 1°C. ThesgSenvironmental
conditions had no overt effect upon the study animals and were not g%nsidered to have
compromised the study integrity. &
&
Only two suitably prepared animals were available for the thig,grscreening study.
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