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study No。 :nΙED2o2008586-08ˉ EN

sUMMARY

1. Purpose

To evaluate the p。 tenJa1oftest删 c1e exiacts tO Gauso skin sensitization in the guinea pig「

2. Proces§ DescoptioⅡ

Test artic1e、 Ⅴas whole sa1npled by3clu9∶ 1mL,extracJon condition was37° C,72h。 Exi洫on solvents were

0.9%sodium chloode(sC)and sesazne oi1(Co).

A pa△ of0.1mL intrademd顶 eGtions was made into each anim扭 in the Glipped in“ ascapular region.At7d

after GOmpleton ofthe intradα 1I】al hduCtbn phase,adm山 泌tered the test剐 附cle extracts by to9cal appl忆 aton

to the intasGapular regon of each animal,lIsed a patch ofarea approxlmately8Gm2rabsorbent gauze、 so as tO

oover the intrade1..1al顶 eGtion血es.seGured wi伍 an OGclt1s卜 e dressing.Removed the dress1ngs and patGhes

after g8±⑷h.TⅡated the negaJve coniol a血 mals蛀mⅡarly,used the negathe Ⅱq碰d alone.If the test artide

eX廿aGts did not produce i彐 H位沈ion,pretreated the area with10o/o sodi1Ⅱ n dodecyl sulfate rnassaged into1he skin

⑿4±2)h before the patGh was applied。                   ¨

Magnusson and Kliglman gradhg.

3: Results

The pos⒒ive rate ofa1l test groups、 vas O%。

The po⒍dve rate of all negathe contol groups was0%.

No abnOI111al Clh记 al sy obseⅣed in all animals except sⅡ n reaGjons.

4. Conclusi① Ⅱ

Under the article ex饣 act showed no s诬 姿1if1cation evidenGe of causing skin

sensijzation in the

Page5 of17 TRF Vcrson∶ 20



study No。 :MED202008586ˉ 08ˉEN

1.sTUDY sUMMAⅡ Es∶

1.1。 stu-yNamefstudy N①。)

Ehsposable№dρal Face M灬ksˉ sk血 senshization TQst(MED20200858⒍ 08-EN),

1.2。  smdy Purp① se

To evaluate the potential oftest引 盯cle extracts tO Gause skn sens⒒ ization h the guhea pig,

1.3。  Refefped standard              ∷

> Iso1o993ˉ 10∶ ⒉λ0

Bdo婪cal evalmton ofmedcal deⅥ ces-P盯 t1⒍ Tests foF i耐 忱ton and skh sens△ izaton

> Iso10993△ 2∶ 2012

Bologkal evaluation∷ ofmedcal dev忆 es Pad1⒉ sample oreparaton and reference血 aterials

> Iso10993~2:2006

N
 

Α

1。5. sp①Ⅱ§oⅡ

Nahe:

Address∶

ATΠΨ

Contact,hfoΙ IIIadon:

Changzhou Huankang Medicd Device Co” Ltd.

22Changhe R。ad,Chanmou,Jiangsu,China

YeGheng Zh耐

|861sO21665265/s1988909gO0/hkOhmnkang。 9om

1.6。 ,study Pr① t①col AIteraJ①Ⅱ Treat■meⅡ t

BGforc thg smdy stm,the study卩 do∞1was aPpmcd by study ⅡFdOr and sponsoE Any stJdy aIlteratoⅡ

should be approved盱 smdy DireGt⒇

⒈⒎ Dev△ⅡntΘ aⅡ￠IncⅡe11《sI Treatment

If any deVia饪 on or incident OGcuⅡ ed duong the te盹 曲e related hfo【 ⅡIa刂on would be recorded血 ne1y and a

d。诫碰on repo⒒ shodd be subm“ ed w姒⒒he Ⅱnal reporttO如屺rpretate the spe0￡ c efFect【 s,on山e flnal resuh

Page 6 of 17 TRF Vcrso△ 2.o



∷   :Ⅱ          o ry卩 ers
|   Ⅱ∶·                   ∷∷

=●

·             ∶∷Ⅱ      ∷Ⅱ.∶ |

∷ -∶ |∵

∶
|∶∶∶∷∶
·
  (∶         ∶Ⅱ       .i|||∷∶̂|  ∶.f∶∶∶|∶∶、  ∴∶∶∶Ⅱ∶∶∶∶

Tec烛Ⅱcal hⅡ:;1tJ1on Date:

∵Teclm忆al   hon Date∶

Am弘吧,Cheery∶ zhou

2020o09ˉ 11

羽 0ˉ 10-O5 ∷

Test A⒒icle R。 ce,ived Date;∷ ∶   2020|08-26

∶Protocol EfeGt卜e DateⅡ     ∷2020ˉ09-O⒈ .∷

Final Repo⒒ Completon Date∶   2020-10ˉ28

挖∷TE畲TM   ⅡAL

⒈亻ode⒈
;|Ⅱ          ∶∷
∷Ⅱ
.     Batch敝

,∵

9|∶ ∶·;∶            I: ∶∶

Phys忆 al state:

∷∷∶Ⅱ.            I∵ |∶             ●|ˉⅡ             ·9 ∷

Pac咂ng Mateod:  N/s

`∷

·               :  ∷Ⅱ                al     o.,   Ⅱ

|      i∶∶∷            t.∶ i                             ·

∵

〓〓〓“〓·

r
￠
Ⅰ

 
〓△

F
〓

(                   Ι     Pagq∷ 7 of17  Ⅱ         ∶         TRF version∶ 2,o

∷∷∶∷  ∶∷|||∶·
∶̄∶
  Ⅱ△∶∶

-∶

  IⅡ∷  ∶●∷  ,∷∶Ⅱ   .∷∷∶
(∶∵∶  ⅡⅡ|Ⅱ   ,∶ ||∷

∶∴∷
Ⅱ∷∶∷、∵   Ⅱ|·Ⅱ∵∷

’   ∶I||∶∷∷∷   -∶。∷∷    .∷ |{Ⅱ
∷

hⅢaI state:



∶      ∶Ⅱ∷       ∷      ∷

∷∶ №。∷盅1”0200  :~EN·

10pcs∷

smpIe Rese阝勺Roo1n

Tested AdGle【 s):

sted Ad   :

2。2。 Nq卩Ⅱve CoⅡ饣o1

●         ̄                        '∷       '∷ 0      △∶=      .

囗

 
丶
冖
丶
丶

r

`
‘

■
■
■
囗
 
 
 
"
"
刂

·
I

 

 

 
●

〓〓〓〓〓一〓^
〓
 
 
 
 
 
 

〓〓〓〓〓〓^
·

·

〓
.
〓

〓〓〓〓≡≡∷≡〓〓〓〓〓一〓≡〓≡〓〓
 
〓〓〓〓〓≡〓〓〓〓〓〓≡〓〓〓〓〓〓

Page;8of17  ;



study No。 :

2.⒋Ⅱ∴AⅡ血nI

·
2.4.1。  AⅡ :iⅡaI iⅡ formati①Ⅱ

HadIey mineaH色

Conven刂ond

犰血 w讪 neuial”
呷
enta amd呷叩浙led by a?age c盯 d∴    Ⅱ    |

At⒗asi5days mderthe s ∷“nd⒒ions∶as for the aCtualte哎  ∷,  ∷̄Ⅱ

Nalne:Gonea pig rnaIn痂 feed

。盗△。O g quant栅屺 uptake per血 mal

Na【ne∶,Com cob ∴Ⅱ    ∷I∷ I
∶∶;I;I          ·∶IⅡ  I        ;I1|ˉ {∶

l∶

facmrer⒈ suzhou A

PeⅡod△∶rplaceme哎      i.

Page 9



Vegetable/Frj⒒ ∶

2.4.3。

Mmufac扯∝ supemark9t∷

Every afternoon rationing

A【lIrEaI rcxDⅢ  eoψ△oⅡme△ ta⒈峦0Ⅱ西toη§

Temperame∶

Re1ati、
`eH11IΙ

li(lit∶ /∶

VentⅡaton Rate∶

0吵炽

18°Cˉ29°C     ∶∷

40o/o-70o/oRH ∶         ∷

≥8/h

⒓hows light/dark oyGle,叫 :speGmm ⅡP⒍escent η典“

2.5。  Main IⅡβtm111eⅡ ts卩Ⅱd IReag。口ts

a。5.1。  Ma1E iⅡ strⅡⅡ△eIlts       ∷

Calibrat“Ⅱ Due-Da‘e

Elecion1c Balancg 2021η 2ˉ24

LOt/Batch# Ma口 ufacturer

FCA ∶

sodhm pⅡccyl sdfate

sLCC6223

2017o712

s1GMA   ∵∶∷

sinophaFm Chemicd Rcagcnt Co.,Ltd

⒉6。 JustⅡha“①Ⅱ ofthe Test sy§tem

The albino guinea pig has bρ en l烬 ed histoⅡ cally1or sensi住 zation smdies.The guinea pig is beⅡ eved∷ to be the

most sensit卜e animd model forthis type ofsmdy。 2,⒋Dhi甘oChloroben刃 ne CDNCB)、 recommended as the

pos⒒ive substance by guid山 名 pⅡnople.2,4ˉDin山⒃chIoroberlzene(DNCB)has been substantiated at EPIN

suzhou LTD,0noe every3m9n伍s withms method.

Page 10 of 17 W Vcrs1on:2。 o



study No。 :MED2021,1,g58⒍08-EN

3.TEsT DEsIGN

3.1, ExtraCt PreparaJ① m

3.1.1。  ExtractioⅡ process

Test phase
samPlⅡ gˉ

MaⅡ 口er

ActⅡaI

sampⅡⅡg☆
Rat:o AI口ouⅡ t CoⅡdi"ong

IntFadcmal

inducdon

332.5cm2

332.5cm2

3cm2∶ 1mL

3cm2∶ 1mL

110.8mL

110,8mL

37°C,72h

37卩C,72h

sC

Co

Tou涮

induction
Whole

332.5c∏ 12

332.5c∏ 12

3cm⒎ 】mL

3ˇΙII2:1mL

1108【nL

I10.8mL

37°C,72h

37°C,72h

sC

Co

ChaⅡengc

332.5αn2

332.5cmz∶

3cmz:1mL    sC

3撼 ·~1mL     Co

110.8mL

110.81nL

37°C,72h

37°C,72h

Note:ηⅡ vehic1e(wi伍out伍c tcst aiiClc)lvas“milarly prepared to serve as伍 e negat~e Contro1

驷
`per

sponsoo  ∴Ⅱ

P犭le yellow and ClearNot

NOtc:Uscd u10丘 nal Cxtractsi羽nmcdiatcIy∷

3.2。  GroupiⅡε

Took30吵heaⅡgs and dMdedthe1rl hto four gro叩 s·

CroⅡ p No。 GⅡoup Na"e ArⅡoumt∶ sex N刂mbered l:s饣

1

2

3

4

Ncg耐vc∞ntro16Q

Tcst group(sC)

Neg茁ive contol(Co)

Test group(Co)

5

I0

5

10

d

d

d

d

1101-1105

2106ˉ 2115

3116ˉ 3120

4121ˉ 4130

TRF Vcrson∶ 2.oPage 11 of 17



study No。 :MED202008s8⒍ Og~EN

3.3。  ExpeHⅢ eⅡtal Pr①ce§ s

3.3。 1。  IⅡtrademaIiⅡ ductioⅡ phase I

Ap缸 r of0,1mL in饣me1IIIal珂ections was made foF each ofthe fo11owing,into each animal,at the h刂 eGtion

sites(A,B aIld C)as shown h Figure1h the clipped intrascapular region.     ,

Cranial cnd 2.0.1mL1△ radcr1nal i刂 Cctions

3.3.2。  TopicaIiⅡ ductioⅡ phase II

At7d after completion of the intrade】 Ⅱ1al inducjon phase, administered伍 e test anicle extraGt by topiGal

applic耐 on to the h饣 ascapular region of each an血甜,used a p茁 Gh of area apprσ蛀mate灯 8G′ (absorbent

gauz⑶ ,so as to coveF the intrade1..【di刂 eGt0ns⒒es.secured with an occlus卜 e dresshg.Removed the

dres蛀ngs and patches after⒁ s±9)h.Treated山 e negat卜e control湎 mals⒍mⅡarly,used the negat~e Ⅱqod

alone。 ·r曲e lest anide exiact dd not produce hnmton,pretreated the are弘 wi伍 10%sodum dodecyl sulfate

massaged into the skin@4±2)h before the patch was applied.

3?3.3。  ChalleⅡ ge phase

At 14d after GOmploσon of the topiGa1 induction phase, cha11enged aⅡ  ani1nals Ⅵ庄th曲e test article extract,

Admhistered a11animals by to"Gal app1k泅 Ⅱon to s⒒ es that we∞ not teated duHng the hducton stage,used

absorbent gauze@.5cm*2.5cm)soaked.secLlred w“ h an occlushe dressing。 RenloVed the dressin捏阝ano

patches after(24± 2)h,

Page 12 of 17 TRF Vcrslon∶ 2.0



study No,:B江 ED202008586ˉ 08-EN

3.3.4。  obseⅣ atioⅡ of aⅡ iⅡⅡal

observed the appearance ofthe Ghallenge skin s⒒ es of the test and GOntrol animals(24± 2)h and(48±2)h aIter

removal ofthe dressings.Full-spec如 m Ⅱghting was used to visua姒 e the啪n reaG妯11s,DescⅡ bed and graded

山e skh reactons for σ莎hema and oedema accOrdng to the MagnLIsson and Kl圯 man gradng ghen in Table1

for each cha1lenge s⒒e and ateaGh jme inteⅣ a1,

Tab1e1MagⅡusson aⅡ d K1】 gmaⅡ scale

Patch test reactio口 Gr臼 JiⅡg scale

No visiblc change

Di“rctc Or patc” cW山Cma

Modcr扯c and∞ nnucnt c。thCma

Intcnsc cr1/tⅠ 1Cma and/or swe11“ g

3.3.5。  other obseⅣed emdpoints

Clin忆 al symptoms except de1II】 al reaGtions were observed eveFy day。

Wci

④If grades of1or greater are noted in control an血 aIs,then tlle reactions ofte“ animak which exceed the mo“

severe reaction in control anhnals are presLllned to be due to senskization,

3)Ifme respo11se o equhocal,rechallenge`recommended to conf1I11the resu⒒ s from the fIrst challenge,

0oCGas0nally,the test group has a greater number of animals showing a response山 an the GOntrols,although

the intenζty of tlle reaGton k not greater than伍 at exhbited by伍 e coniols。 In these hstances,a rechallenge

Ⅱlight be necessary to deflne1he response GlearIy.A rechal1enge shal1be carrIed out1week to2weeks after the

丘rst Goallenge,The method used shall be as descⅡbed forthe丘rst challenge,ushg a nove sⅡ e on the animal。

0The outcome ofthe test、 presented as the frequency ofpos⒒卜e Ghallenge results in test and con廿 ol a血mals.

5。 ALTERATION AND DEVIATION

Alterati(冫 n and devh刂 on clio not happen in山凼 stud≯

6。 REsULTs

The pos⒒ive fate of al1test groups was0%.
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Ⅱ
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(Co)

4191∶

∷ⅡⅡ41力

4123

亻釜Ⅱ●∷.∷
∷
i∷
∷∶∷∷
Ⅱ∶∷●

·
    4126           0            0            0          0

"'.   
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A“man Number
∶∴Ⅱ
· Tcst   -

Weight(g)Ⅱ
CIiniqaIpbserv耐 on eXcept

Ⅰ...咖 Re

1101 346

1(102        (∶       319  ∷∶

∷∷   ∷∷ Neg碰ivc Ⅱntrd   ∷i103  ∴   3疣
(sC)

2106

210巾△

ⅡⅡ,108

2109

2110

∷ 2111

350

341  ∵∷Ι|

33,∶
Ⅱ

320

338Ⅱ∷Ⅱ∷∷

307

11z

3117           .    308                  411

∶       ∶∶Ⅱ    k△v丿 ∷
3119               320                  4o3

= N咖凼CcontroⅡ   ∷   ∷
 ;49∷∷∷  ∶Ⅱ∶狃7 ∷

∷|∷
 ∶
·
    ∶∷∷
∵
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∷Ⅱ      3∶118     ∶∷    ￡
∵∶
.   ∴      ∷Ⅱ

∷       3120          .   338                 415
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I∷∶         Ⅱ∶ `         ∷∷1
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9j。  Atta00j0TabI0j∶ seⅡ由由±蓖tioⅡ DeFmal Re叩出“is①fP钛酬由沱 Gr口00

Group
An硫d

Numbcr

lz4±0廴0eforC phasc Ⅱ

p-itch app1icEJ11on∷

HOurs followhg Cha1lenge

phasc Pos⒒ ~c ratc aftcr

challcnξeph孙C
Ⅱght (20±2)h (4B±2)h

oo/o

0
0
0
ο

ο

0
0
ο

ο

ο

0

o

0

o

o

o

o

o

θ∶

o

5131

5132

5133

5I34

⒌1⒊5

Ncgative conio1

fDNCB) ∶

Po蚯σvc control

(DNCB)

6136

6137

6138

6139

6140

3

3

3

3

2

3

2

3

3
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ⅡNcgativc contro1
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5131

5132
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5134

432

418

417

405

7
 
3
 
4

3
 
2
 
2

I NOmal

Ⅱ  Normal

NorInal

5135            316                  393                      Nomal393

驴

冫

矽

6136 338

6137            349

416

424

Nomal

NOrmal
p。 sⅢve con△ ol

ONCB)
6138

6139

614θ

310

356

340

∷ 388

432

417
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