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STUDY SCHEDULE

White Rabbit Intracutaneous Irritation Test
EASTDERM HYDROGEL WOUND DRESSING

Report N o.: U B /2016/30966A -03
T es t A rticleReceiv edD ate: 2016.03.16
Experim entals tartingdate: 2016.04.22
E xperim entalcom pletion date:
Stu dy com pletion date:

2016.04.28
SeeStu dy D irector’s s ignatu redatein thereport

ADDRESS INFORMATION
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Name: SG S T A IW A N L T D .U ltraT race& Indu s trialSafety H ygiene
Address: N o.38,W u C hyu an 7th R d.,N ew T aipeiIndu s trialPark,W u K u D is t.,

N ew T aipeiC ity,14890,T aiw an.

Name: B iocom patibility L ab.ofL EON B iotech.C o.,L td.
Address: 4F.-2,N o.288-8,X inyaR d.,Q ianzhen D is t.,K aohsiu ngC ity 806, T aiw an

Study Director
Name: B enson L iu

Address: N o.38,W u C hyu an 7th R d.,N ew T aipeiIndu s trialPark,W u K u D is t.,
N ew T aipeiC ity,14890,T aiw an.

Sponsor
Name: Eas tingB iotech C o L td
Address: 3F.,N o.49,X iw eiSt.,SanchongD is t.,N ew T aipeiC ity 24155, T aiw an

(R .O.C .)
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INFORMATION FOR TEST ARTICLE
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OBJECTIVE

T hecons titu ent m aterials ofm edical dev ices areconsidered potentially produ ceirritation.
W hen direct contact w ith hu m an tis s u es is anticipated, m edical dev iceshou ld becarefu lly
tes ted for biocom patibility according to the natu re and du ration ofthe contact to av oid
potential physiological dam agecau sed by irritativ e s u bs tances produ ced or contam inated
du ringm anu factu re. T es t procedu reofin viv o is describedin ISO 10993-10;albino rabbit u se
is s u gges ted to ev alu atethepos s ibility ofirritant reaction.

T he tes t w as perform ed follow ing ISO 10993-10 and L eon B iotech.C o., L td. internal
docu m ent of s tandard operating procedu re SOP-T 03, to inv es tigate the response of
intracu taneou s irritation of“E A ST D E R H YD ROG E L W OU N D D R E SSIN G ” extract on N ew
ZealandW hiteRabbits.



SGS Taiwan Ltd. No. 38, Wu Chyuan 7th Rd., New Taipei Industrial Park, Wu Ku District., New Taipei City, 24890,Taiwan /新北市新北產業園區五權七路 38號

台灣檢驗科技股份有限公司 t (886-2) 2299-3939 f (886-2) 2298-1338 www.sgs.com.tw

Ultra Trace & Industrial Safety Hygiene Report No.: UB/2016/30966A-03 Page 7 of 13

EXPERIMENTAL DESIGN

1. Test System
A .Species/Strain:N ew ZealandW hiteRabbit (N ZW )
B .Resou rce:T aiw an L iv es tock Research Ins titu te(basedon L eon B iotech SOP-Q 02)
C .Reason:A ccordingto ISO10993-10
D .B ody w eights /A ge:> 2 kg/2-12 m onth
E .Sex:Fem ale.T hefem aleanim als w erenu lliparou s and not pregnant.
F.N u m ber:3
G .Q u arantine/acclim ation:Onceanim als w ereintrodu ced in-hou se, they w eres u bjected

to qu arantineandacclim atizebeforetreatm ent.A nim als w ereselectedbased on health
s tatu s by qu alified s taff.(accordingto L eon B iotech SOP-A 02 )

H .A nim al res traint:T he res traint ofanim als w as according to L eon B iotech internal
docu m ent ofs tandardoperatingprocedu reSOP-T 00

I. Identification
(1)Indiv idu alidentification:A nim als w ereidentifiedby ear-m arking.
(2)G rou p identification:C ages w ere properly labeled for identification inclu ding
species/s train,sex,in-hou s ingdate,IA C U C nu m ber,anim alI.D .nu m ber.

J. H ou s ingcondition
(1)E nv ironm ent tem peratu re:20~26℃

(2)H u m idity:30~70%
(3)C ageandanim alnu m ber:1anim als/cage
(4)Fodder/Su pply:L abD iet;adlibitu m
(5)D rinkingw ater/Su pply:T ap w ater;ad libitu m

2. Reagents
A .0.9% norm alsaline(T aiYu Pharm aceu ticalC o.,L td.L ot N o.Q B 0604)
B . C ottonseedoil(SIG M A C 7767,L ot N o.M K B S9702V )

3. Extraction
A ccordingto ISO 10993-12 gu idelines and L eon B iotech.C o., L td.internaldocu m ent of
s tandard operatingprocedu reSOP-T 01, theratio ofthetes t articleto theextractant w as
6cm 2/m L .In this s tu dy, 204cm 2 tes t articlew as im m ersed in 34m L of0.9% saline(T ai
Yu Pharm aceu ticalC o., L td.)and 204cm 2 tes t articlew as im m ersed in 34m L cottonseed
oil(SIG M A C 7767).Extract condition of72±2 hou rs at 37℃ w ith cons tant agitation w ere

execu ted in this s tu dy. T he pH adju s tm ent, filtration and centrifu gation w ere not
condu cted.A fter polar and non-polar extraction, theappearanceofextracts w ere not
different from thecontrol s olu tion, clear.T heextracts w erenot s tored longer than 24
hou rs.

4. Grouping
Test group Control group

3anim als
Polarextract oftes t article 0.9% Saline

N on-polarextract oftes t article C ottonseedoil
N ote:T hecontrols olu tion and thetes t articleextract w ereapplied on different regions of
thesam erabbit.
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5. Test Method
A . W ithin a4h to 18h periodbeforetes ting,fu rs ofN ZW rabbit backs idefrom scapu la

to m iddleback w ereclippedw ith an electricanim alshav er.C lippedzoneareabou t
8cm x 15cm to expos u reskin s u rfacealongthespineto execu teintra-derm alinjection.
A nim als w ith scratches or s kin diseases in theclippedzonew ererejectedfrom s tu dy.

B . On thetreatm ent day,am akerpen w as u sed to div ideclippedzoneinto fou rregions ,
and therew erefiv einjection s iteofeach tes t andcontrolgrou p (seefigu reabov e).

C . T es t articleandcontrols olu tion adm inis tration
(1) C ontrol s olu tion w as condu cted in the right s ideofclipped zonew ith 0.9%

salinein theanteriorandcottonseedoilin thepos teriorregion.
(2) T es t articleextract w as condu cted in the left sideofclipped zonew ith polar

extract in theanteriorandnon-polarextract in thepos teriorregion.
(3) Each injection s itew as injected0.2 m L s olu tion.

D . Irritant reaction ev alu ation
(1) T hederm al reactions at thetreated areas w ereobserv ed and recorded based on

“G radingsys tem for intracu taneou s reaction” (seeT able1)at thetim epoints of
24th,48th and72ndhou rs afteradm inis tration.

(2) T heobserv ation item s inclu dederythem a,oedem a,irritation,corros ion,recov ery
andothertoxicity reactions.

E. D eterm ination ofderm alreaction
(1) In theend ofthetes t,each region in onerabbit, grades oferythem aand oedem a

w eres u m m edand then div idedby 15 (3gradingtim epoints m u ltiply 5 injection
s ites). T o determ inethem ean scoreforeach tes t sam pleandeach corresponding
blank, add the scores for the three anim als and div ide by three. T he
requ irem ents ofthetes t w illbem et ifthediffers betw een tes t articleand control
s olu tion m ean scores les s than 1.0.

(2) Ifat any observ ation period theav eragereaction to thetes t articleis qu es tionably
greater than theav eragereaction to control s ide, thetes t w illrepeat u s ingthree
additionalrabbits.

C ranial
end

C au dal
end

‧‧‧‧‧

‧‧‧‧‧ ‧‧‧‧‧

‧‧‧‧‧

PolarE xtract
injection site

N on-PolarE xtract
injection site

0.9% saline
injection site

C ottonseedoil
injection site
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RESULTS

D u ringthes tu dy,therew ereno significant clinicalsigns andgros s findings in eitherthe
controlor tes t grou p,and therew ereno m ortalities also.

1. Fiv einjection s itegrades in clinicalobserv ation ofindiv idu alrabbit w ereas below (polar
grou p).

Treated
article

Sex Animal No.
Items for
Grading

Clinical Observation
(time point/h)

24 48 72

T es t article
Polar
extract

F R B -160218-07

E rythem aand
escharform ation

0 0 0

Oedem aform ation 0 0 0

F R B -160218-11

E rythem aand
escharform ation

0 0 0

Oedem aform ation 0 0 0

F R B -160218-12

E rythem aand
escharform ation

0 0 0

Oedem aform ation 0 0 0

0.9%
norm al
saline
(control
s olu tion)

F R B -160218-07

E rythem aand
escharform ation

0 0 0

Oedem aform ation 0 0 0

F R B -160218-11

E rythem aand
escharform ation

0 0 0

Oedem aform ation 0 0 0

F R B -160218-12

E rythem aand
escharform ation

0 0 0

Oedem aform ation 0 0 0
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2. Fiv einjection s itegrades in clinicalobserv ation ofindiv idu alrabbit w ereas below (N on-
polargrou p).

Treated
article

Sex Animal No.
Items for
Grading

Clinical Observation
(time point/h)

24 48 72

T es t article
N on-polar
extract

F R B -160218-07

E rythem aand
escharform ation

5 4 4

Oedem aform ation 2 3 2

F R B -160218-11

E rythem aand
escharform ation

5 2 2

Oedem aform ation 5 2 1

F R B -160218-12

E rythem aand
escharform ation

10 5 4

Oedem aform ation 10 8 4

C ottonseed
oil(control
s olu tion)

F R B -160218-07

E rythem aand
escharform ation

5 3 3

Oedem aform ation 2 0 0

F R B -160218-11

E rythem aand
escharform ation

2 1 1

Oedem aform ation 0 0 0

F R B -160218-12

E rythem aand
escharform ation

10 5 5

Oedem aform ation 10 5 5

F:Fem ale

Som eerythem aand oedem aw ererecorded in non-polar grou p, bu t therew ereno difference
betw een test andcontrolgrou p. It cou ldbethebackgrou nd reaction ofcottonseedoilandanim al
indiv idu aldifference.

Finalcalcu lated scorev alu ew as les s than 1.0in both tes t grou ps (polar grou p:0/45-0/45= 0;
non-polargrou p:78/45-57/45= 0.466),w hich indicatednegativ eres u lts.

� � � � � � � � � � � =
Total scores of test group

15 ∗ 3
−

Total scores of control group

15 ∗ 3
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CONCLUSION

T hes tu dy res u lts s how ed that asingleapplication of“EA ST D E R H YD ROG E L W OU N D
D R E SSIN G ”extract indu ced neither significant clinical signs nor derm al gros s changes on
N ew Zealand W hiteRabbits at each tim epoint. Fu rtherm ore, thefinal scorev alu eoftes t
articleextract w as les s than 1.0. T herefore, s ingleintracu taneou s application w ith 0.2 m L of
“EA ST D E R H YD ROG E L W OU N D D R E SSIN G ”extract did not cau se irritation on N ew
ZealandW hiteRabbits.
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TAB LES

1.G radingSystem forIntracu taneou s R eaction

Reaction
Primary
Irritation

Score

Erythema and eschar formation

．N o erythem a 0

．V ery slight erythem a(barely perceptible) 1

．W ell-definederythem a 2

．M oderateerythem a 3

．Sev ereerythem a(beet rednes s)to escharform ation prev entinggradingorerythem a 4

Oedema formation

．N o oedem a 0

．V ery slight oedem a(barely perceptible) 1

．W ell-definedoedem a(edges ofareaw ell-definedby definiteraising) 2

．M oderateoedem a(raisedapproxim ately 1m m ) 3

．Sev ereoedem a(raisedm orethan 1m m andextendingbeyondexposu rearea) 4
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