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FEE., 2N EME OIS BRELREND, BB A7 EFHET 5 Z & 3 A
LD, EBANEDERIND | YL OBAEAL (BRIEK) K OBl i 1 xt
LCHleboa@&IRT 5, ERRENAY AT BFEELRWVERBEISICH L, R



PR 2 EhE I 2 LB FEWE B 5N D, KGO NAERBRNLETH
6&4:IJL)?§%L6&E'/\ 1. B2 7 L=° OECD iR A A h74/4534>c;ua
B EN TV DM EME & BT 2 RBRIEN S Z IR D,

7) wETR Y A 7§¥ﬁﬁczow(

FIEFR Y A7 FEMICIE 1SO 10993-17 NEWATHETH 5, L4k Tik, EmRESs
> B DY H DM HERR éa”btﬂ:%%%f@fa PEFHIBIE 22 E DIF®RZE T U X7 3 i %
FENRGHI ST\ 5, 2018 4 11 A BifE, &K% Establishment of allowable limits for
leachable substances| 7>% [Toxicological risk assessment of medical device constituents |
~ZEH LT, ISO/TC 194/WG 11 IZB W CKETEENHED ST 5,

MICBEE LT, TTC (Threshold of Toxicological Concern : #2205k & o> B i)
@1‘E¥EA7§> BEi7e, TTC &k, ®EDOFERLANDILTFHME T, BT D/ LN
oo TRBICEET 22 TOMTFMEZ R E LT, TORERB THNITE h~
DEERELZ Eﬁ%iw‘oe) AT RSBV ESINDHEIKBEREDZ L TH L, EFEMLAMY

DFME ONEET A K742, BRICBIT 2 FE L ORI ORI < 8 BIE
SDDOIBPUZ TTC RHWHLNTWD, —F T, EFEELRE TIX ISOITS 21726 23517
SNz,

1 1. JEAHEF 0301 %5 20 5006 DA R
ISO 10993-1:2018 KL U hind 5 JIST0993-1) L offnz2EE L, £ LTUTFOH
ExiT-o7-,
1) EERREE &S O AW 2 VR AY JIS T 14971 XX 1SO 14971 DY AT ~ RV A v
N 7ot 2B ORIEEED —BRE L TITORLD2 LD THLZ E2BRLE
(118, 41E» 1), 10HD 1)) ,
2) 1SO 10993-1 & Y JIS T 0993-1 IZHLE Sz EFK. HEELK QM OED )7 & 0¥
o7 (2D 2), 2TED5), 4THD 2), 4% @3) 5IH, M1, #1) .
3) I P RE R R AR (2D 4)) . T/ 77)7/1/ (5IHD 1))

Transitory-contacting medical device (10 TH® 2)) . A fEMREM (10 IHD 4)) |
AGEFE A ENE (10ZHD 5)) KON AJEME (10 HD 6) OFHMEIZIIT 5 EEFIHE
ZaiE L7z,
4) ARBRITHH] GLP IZHE > THEMET 5 Z & B L7 (83H)
1 2. &
1) FEBREY) O R K ORE I QN M ORI B 2 A UE ofFai (2017 4F 10 H &
BA)

2) U.S. Food and Drug Administration (2016): Guidance for Industry and Food and
Drug Administration Staff Use of International Standard ISO 10993-1, "Biological
evaluation of medical devices - Part 1: Evaluation and testing within a risk
management process"

3) International Agency for Research on Cancer (IARC) monograph chemicals

4) OECD Guidelines for the Testing of Chemicals, Section 4: Health Effects Test No. 453
(2018): Combined Chronic Toxicity/Carcinogenicity Studies

5) ICH M7 “Assessment and Control of DNA Reactive (Mutagenic) Impurities in
Pharmaceuticals to Limit Potential Carcinogenic Risk” (June 2014)

6) JECFA: Evaluation of Certain Food Additives and Contaminants - Forty-fourth report of



the Joint FAO/WHO Expert Consultation on Food Additives, 1995
7) FDA: Food Additives: Threshold of Regulation for Substances Used in Food Contact
Articles; Final Rule, 21 CFR Part 170.39
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55 1E A ER AR

B1E AR TR R

1. JE FH P

ARRBRIE L, ERBEE SR B O Ml 51 2 | LB S A M 22 VTR 2
Db DTHL (41HBH) |

ISO 10993-5, Biological evaluation of medical devices - Part 5: Tests for in vitro
cytotoxicity (Z1%, filiftiik (Testonextracts) . [EFEHZfiliyL (Test by direct contact)
f#E4ZffyL (Test by indirect contact) RAEFEN TS (A2 HZM) ., bR
Bifid s oIz, BRI oMotk ofE, RBREM, Mmoo EELE D
FHIE R L2 K - T 2L L 753, 1SO 10993-5 TILE & HY I 7l AT RE 723t
Bk HERE L T D, o0& s eilBik s L TARBEORRE (==2—F7 L
Ly Rk, avg=—EiE, MTTIERO XTT ) A% Annex A~D IZRR# ST
% (4.3THEBM) , Oz H | 1S010993-5 235 3% [Guidance Document on Using
In Vitro Data to Estimate In Vivo Starting Doses for Acute Toxicity, 2001. NIH
Publication No. 01-4500] Tl&, MTT &, XTT LW MTSEENTH STV D,
Z 2 TlE, 1SO 10993-5 [ZRE# S AL TV HRBIED NG | EE O SV RERIETH
Lan=—BRIEICOWT, B K D56 &Mk s o BRI L D R LT
fli Cx 2 EBEEMEICLD2GAICONWTHN TS A4THSR) |

I, EFRMESR O BRI 2 B A U7 Ry, B AR - BB ST B AR A
RS AVALIE, 1SO 10993-5 (ZHEHL L 7o fth oD J7 ik TRl 2 FEhi L TH L,

2. Sl HE%
2.11S0 10993-5:2009, Biological evaluation of medical devices - Part 5: Tests for in vitro
cytotoxicity

3. au=— AT L DR R

31 H®
ARBRIE, RBREUE (BB SUTRAM R O EBRIR (FhHR) SUTEEREE}
FOHD LA SEMEIETEETLIZLICL RBRABL ST 2HED
M EEE R T 270 0RBRTH D,

3.2 R DO ER
FERE L 72 &2 SRR O BB IR (B HR) CALBR, X, REBREUR LI iE R
AREZEEL, TEOHIRIEEEZD e =—kEZ 2 hr—/L &g L CRE
flid 2%,

3.3 ABREEL (test sample) K& U HEELEL (control sample) D H#f W
3.3.1 HBEREE
BB 2 PR (4.5 THBHR) OGA 1L, MU R 22 K Ay
WL TR+ 2, LETHHIE, BIEOLEZ BTl 2 EE £ AR L TR
B L., i LI ELZH LT 5,
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55 1E A ER AR

3.3.2 & Rkt
1) EMExT R (negative reference material)

PEPEX R EHE., 2 2 TR LI HIEICE - TREBR L2 FF, BLE S - BB YEE
W THMEITHY LTOLDONBAFEHRETH D,

HHER  @EER)=F L — b (BEFHZO LD, 4.6 THSR)

EREEEAER  EEMBH T T ATy 7B AN—2 ) v T — b (R

FNLSRE A i 723 AR, 4.6 THEZ )
2) Bkt BEASEL (positive reference material)

BEPEXE R BN, 2 2 T Lo HIRICHE » TREBR L7, R E o Mfn
Ze s Bk A EE A K OV Wl 2 1 2 n T M IR EE B 0 2 FEA T H U |
UTObLDNRAFARETHL MEFADL D, 4THER)

Bt BRATE A 2 0.1% Y = F L F A BN UERElEL (zine diethyldithio-

carbamate, ZDEC) ARV UL X7 4 LA

Bt BRASEL B 2 0.25% Y 7 F LT F A N2 EEHEER (zine dibutyldithio-

carbamate, ZDBC) BRIV UL X T 1)L
3) Bt xt R )’E  (positive control substance)

IR OREE R OREE 2P SN T 2720 HlT2HETHS, LFOLO
MAFHRTH D, FEHME W E O M mERER 2 i3 255121, BiExt
BE L L CHWS,

BotExt A4S« ZDBC

3.4 W

RBRBEHT, B & A CIET 5. WEFEREE > TOARVES
(TIEL AL SR B S 2 U E I L Y AR B BT D
TFLUAFIA RHAWEZ LTeHaIcid, = F Lo d$H% A PRI F L
vrEME FY CBSERLRV L LA >R LT, RIS 5.
SR G AL AT 2 0 & L7 BRBRAORHE . SBERICI 0. v L,
W X AIEENA Ui R o 2RI BN 5 2 b, 2D L9
IRVEYL AT A7 DI IR E T AONRZ Y TH D, 77 L. WEEREIC L - TH
B LAV FIEE BIRT <X Th 5,

PR ORENT, FEEAICIR0 5,

3.5 A RE K& OV O B
3.5.1 A AE Ak
LLFIR LIz fiiask 2 66 4 5, oo ffakk & OwI s 3 M 2 65 3 5 4
BT, E ORAE T O R & B I K- THB L, —iE L~V D%
EROEEND D Z 2R THILERNDD (A8HSMH) |
(DL929 #Mf : ATCC CCL 1 (NCTC clone 929)
©@Balb/3T3 clone A31 #i 1 : JCRB9005 X % ATCC CCL 163
@V79 g : JCRB0603
AREBICH WD MRIZ DN TIE, 2 r=—JEkEE (3.6.6 HEM) NEIFTH
D EEERT D,
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55 1E A ER AR

3.5.2 Kis®ik (kih)

LEEM e A AR - AR 2 A 13 AR Y &2 10vol% s L 72 Eagle @
Minimum Essential Medium (MEM10 £5#1) #5925, MIICEEE MIF S
RVRE CTHAME ZIRML TH K,

3.5.3 i@ D Bk v

1) AWM L D25 <, & CTEEMICERIET S,

2) Wik 7e ElE, Ml AR ST SRS, HH0 U 3TCHIEICRD Tk <,

3) HEAGN THMIE HE THIZE L, fafCmVIREEORE, h U 7o e &
(2 K0 MR 2 S L) — 2 AR R iR & L. MARARIC e b L 7o Al R B B
DUV RITHE > T, B LW ERARITHE 2 A Ty,

4) BEFRUR O A OREAZ, 8 9 2 MR ik 123 B0 722 FET R C1T 9.

5) AMARRIE, T ER O M0 AR RS R AT IR ST RS R A & & T B 3 i P CUlAS R
%, —80°CLL F O BIKIRM CTITEMIM (LAFRMRE) RIFIIRETH L, EY
MRFITRERERRER BT & T 5,

6) AL DB RE & Fidk T 5,

7) WASRAAMIRIX, WSROy N v a ST AHEROERET = v
T 5,

3.6 LI K D o v =—FEakik

3.6.1 i Hi A itk
ARERGUEL O RIPER A2 B L CH VAL 2 38 4R35 Z & S RHITTH 5 23,
IEFLEV R A A O B I R R Tl 5 72V L 10 vol% D IfiiE & & Te
BREEZHEHTS (4.9 HBMR) , 28506, MiEFESABERIIEIEYE &I
T M) E O 5 2 T & 5 &[RRI O HEIZ S WHEDO T Th b,
REREHC X o i, WmtEmE (B X, A UMEmE) AT a5 A %
FMEEEERVERBEOBRGEBETHILERD L, TOft, APREIEIR,
FERUK X A F L Z LR F 2 K (DMSO) 72 88 Z O #kER 0 8 9] 72 4l H s ik
IZEENDI D A ~DIXL FBEEEE L CTHIHREEZEIRT 2 (4.10 HZHR) ,
M5 & A B LS O 3 HHIR I 2 4R L7288 120%, £ OB 2 G 050 #
T 5,

3.6.2 fill i 51
e R RS O S0tk & 5 B L CHI SR 238 IR R & TH 2 28, il
TR L U CREBRIR 2T 2 Mia sl Tk, 3721°C o 242 WefEfhH 23
— RSt TH B,
B, EWEEH D OVITHEO LR IS O A ERE LB Lo E RS
(BFEREAREART 2% 4 BERTRG) (2o Tk, 4 BRI LA B 24 BRI RN T L7z
R CORBR L AR TH 5, — et S LA CORBR 2R INT 555
X, ERERE O AREL BB L, Mlasric B4 22 eM 2 M\ulcqE
i X 2 Mt St TR 2 M3 5, -2 OB AR EEICTERT 5,

3.6.3 il Hi#AE
1) AIRECTH UL, R Z UMW (2 x 15 mmBEEORE X) 25, Kl
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55 1E A ER AR

MALER 2 L 7-3lBRaeH X, MuLen b Dz oW TR A2 i3 5,

2) RBAEHEI, A7V a—F ¥ v M EPEY 7 ARHK I T T AF v 7 EFIZA
AU, 1g IR % B JE LI /G RT O 32K HmiAE 60 cm? (Z%F L CHll A it 4 10 mL
DEETHZ, B<tE2TDH, LEIZLLT, 8 1 0HEESRLTHLEL
X2,

3) WEKEANDHEAITIE. £ O pH BN (o @ THlE) ThHZ Lk
s th, 37T=1°C T, FRESIIMIE L CTHitH3 2 (GBWIX 2422 KRR . 728,
FHHIE O pH ASEEPE XTI IEME 2R L, > oMl mEN RO S - 546 . HEE{E
FHDORNEE R 72 & & W TBINERERIC L 0 pH DB AR L. il oM &
THIENARETH D,

4) XFRRBEHZ DWW TIE, 1 g TR ERERE 60 cm? (2%t L TI{E & A H &K % 10
mL OFAE T A, 37£1C T, FFE IR L T 242 325 (4.81HS
)

5) A Z O, RO A ZEY 19 (100%HHHE) . 100%4H R 2 At
ks, B D VIEREBRIK & BRI E 2 RNt O FIEIC K B 5 OB & 4T
STEGEAITIE, £ OFEME O Y 2 f SIS T 5,

3.6.4 S BRi ER Y

1) HHIASE & U CIiig & A58 2 WO 2358 121E. 100%4h ik 2 100% 3 BRik
EL. EHITHEHEKE T, FAIE LT3 HUTORE CEREAIRL, RBRICH
A+ 2 BEEEORRK 2T 5,

2) M7 & A B2 R LA O Fh A SE 2 WO 7235 A1, 100%4H H iR & il R I8 TR
BEAIR LT 2RI D2, X%, 100%h H i 2 B &= i s s L
THBEOMMEE 2 5 O RIKR CERMAR L T, BEREORBRIK 2T 5,
B, HRIE, FAIE LT3RHBUTOEE LT 5,

3.6.5 ik B AE

1) MRS LMD B Y 7o VB Bl X0 BRI 2 TR L RS IR R
T 5,

2) HAE 60 mm > v — L 21X 100~200 f# (F5Hi4~6mL) . 35 mm ¥ v — L |Zi%
50~100 fifl (1~3mL), 12 7 = /v XL 24 7 =)L 7 L — b D7 = /L {21 40~50 {#
(0.5~2 mL) OHIfL % ERET D,

) MMAREFE L 72> ¥ — L I 7 L — b % 37T°COREET AEEHEIENIC AL, 4~
24 WEHE L, Mz s v — L T Y o VEHICHESE S5,

4) BB ERE, FRBEEZ Yy — LI v =Mz b, Iz 5iEEE, Ml
RO RKELEREET 5,

B) Hrftf/ets ik MATl-v ¥ — L XiZv=zaryba—LiEET 5,

6) fHIARL L L CIiE & AR BRSO BEE 2 Wi L Xk, 2> b —/Lit
EUFRNT, REEEREE LS LR E FEE L 70 D X O MR BE O A & BE 3T
MATZy Y — VXL T = VEFRIT D,

7) Bt ek BRAL L M OSBGEs6f BRAT B O BRI 2 DWW C b RIRR IS 2 5,

8) KIEEDORBIRIZHONT, D b 300y ¥y — LI v = VEMFHT S,

9) R ZNMAT-v ¥ — L X7 b — M, EHIZRET AREERIRICAI, FE
LCHET S,
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10) B2 WIRE, EA T 2 MakkIc X v BAe 3, v b —ABRCBIT DG L
Tl xD=am=— (50 LA EOMIMEM) PHMICKNTELE TEHET D
(411 THZMH) |

1) BB TR R CH, MU R EERE M CTEHET 5, LENHIVIE,
W] E HiT LS P M SR VA R TR D

12) EE#., ¥V YAHKRE A12TESR) 2z, av=—%2407 5,

13) Yefath, Yk 5 C, AL L CHgsE 5,

3.6.6 #1£2

1) F¥ vy —LXEE T = VNORGShzan=—¥%2%2 5, an=—I, A
IR ST ) 22 BEAREE CRIZR L, MM 50 Ll EEEF > TV B EMICO W THE X
L, MR HEERE LT, aa=— v Z—FHnizan =—HHEL THE
Thd, TOBRIE., M TORIEREOREZ ERROEEMENHSE STV
5 L EERT D,

2) v b e — VERICHEAE Lotk & EBRICER S care=—HKrbaa=—
ke OB LTz an =—H &R L= Mas) 2Rko 5, a2 be—uit (&
B REEDS & 2 A I ITIA B BREE) Toau =— % 100% & LT,
RBIE TR SN Y an=—%E2H0% (%) . Thobban=—FaE
TRT,

3) FEBRAERIT, M 2o =—EkE (2 e — VBT EERH R D 2 1 =
—HDOFHEE 100% &+ 5) &, Bl RBRIEOBEE %) 24777 E
7ay 5, 77750, a2 =—Ek#EE 50%ME T 5 REBRIEORE (%)
R ICsofH & T 5,

4) A ER AN SHEOND ICofliE, 2 Va— X THETHIZLHLTE D,

5) 1Cso fifi 2 M e 72 R SR EE D FEAE & F 5,

3.6.7 BBR AT S
UTICRETANELZ- LERBRICHENT, BB oMaEEZ2EL<
Rl CE B,

1) = b — VR ONVERBERHRRBE DO WT s XXM 7 To 2 v =— KRR R 4T
Th D,

2) FaMER R BN T 100% I TR S hizae =—#iX, =2 ha— i Eo
ap=—HERBETH D,

3) BRMEXHRAS R A K O M R B B 2 2 Z TR L2 HiRICHE » TR L 72 B,
Bo Pk k FEAT B O RBRIR DI E L an = — B & ORICHK ~ B ROGBR %58
D, BT GBIV 1Cso I IZBGIE X FRAS B A K OB R BE B IZ B W T4 &
TreofEE7=7 (4.8, 413HHEMR) |

B ot BEAABE A O ICso 1 7% AT
Bhs P o FRAABE B 0D 1Cso fE : 80% A i
4) MBI U T, BBEXTIRE (ZDBC) OMiaEMERE (ICsfif) ZiH-~x. R
FAORHEE R ORSEFRMOSE L +5 (A8HEBM)
3.6.8 FT-Aff
R BRECEL D 100% R ALFERE O 2 o = — B R RS T0% AT D84, i
PEERA Y LRI 5 (414 THEM) . TOMOEBEELTRM LA,
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ZOZA WA FICRHRE T D,

37 HEHEMILIZX D an=—kik (44THSR)
3.7.1 R R
1) REBRICHEMN T2 12720 XE 24 V= L7 L— FORIRICE D L 912, HRD
FRERBURE M OV BRAAEE (B2 sk BRAA B S OV Mk RSB B) Z/EBL L. "IEE7R
LAk, EEKORmEZHET S,
2) RIRE OB OB EHZ W T, Z O H HBIZE - 7 IR #H L %
A
3.7.2 i B AE
1) MRRRRIE V7O Ml A . B538HKIE MEM10 B3 2 W %,
2) ARERFUEE, FRVE AR X NG ER AT EE B 2, T = MIC K< EHE I D,
12TV =T L — DY = /UTIE40~50 fE (BEHi1~2mL) . 24 V= L7 L —
N T = 21X 40~50 5 (B5Ht 0.5~1mL) Oz FEFET 5,
4 MR E T c VICEHBERFE L2 o fe— LR35,
5) il Z#fE L7 7 L — b % 37T COREET ARFHRANIT A, 6~7 HHFHEL T
BRI D,
6) Fr K TR, AT, RBRAEEHIE L2 BEER CEET 5, RENHI
XL EE RN R AR TR O .
7) EEKR., ¥V AaERE WI2ESR) 2z, ae=—%236T5,
8) an=—NRPEEINTND Z & ZERE., Bk Z 8T KGR 5,
N FKEvxLDan=—KE¥z5b,
3.7.3 %
1) 2 b —ABEO 3 =—OYHEfEZ 100% & T 5,
2) BMEERE LICEBEEE LMo an = —KE2 Kz, FOEHENAH Y ke
—AHOar ==K THEEG (%) . Thbban=—RlELRD D,
3) [AARIT, FaMEXRI IR B L OB EX AL B D 2 m =— Tk E (%) ZRD 5,
3.7.4 FBR AT oA
)ariae—AETOan=—ERENRBETH D,
2) LTFICR#ET2NE 272 LRI W T, RERECE o B2k T o iy
BEEZIELSFITE 5,
FatExf BAECo an =—Hak% : 80% L
BEMEH R R B TO 2 0 = —TEACER « 10%LL T
3) MBI U Tt FB'E (ZDBC) Ol thdiE (ICsfE) Z i, RBRA
DR EE K R EFT 055 L35,
3.7.5 a1
RBR BB B E R L7 0 2 0 = — TR AR DY 30% A T % ik Bk
BroHEICB T 5 2 0 =—F RN 70%R O HA i, Mt EfR A v
ERHMT S (AA3TEBM) , -7 L, R BICEBEERE LMoo =
—JEECER DY 30% A T, MIHEICB T 5 2 =—EEN 10%% B2 556
2ix, BREE o A 72 B T o iR CRBRE EM L. T OMELE
L CHHIT 2, 2B, an=—FERRKTFTORRLFFECEIIEX LT LD
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72 BRI U 72 5B C o & Eii D LTI,

3.8 M & &
REBMEEICE, PR L LU TOFHEEZTHT S,
1) AR E SRk O AR BR B
2) R 5t 1
3) ARERARE (RS TR R & 4sEd 5 EH
(] - RO PR, BERE¥EE 4, BOERK S, M4 )
4) fEF U7z skt RRBTBE  (RRPEt RAEE, Bo e RO B SO B ME o B E)
5) B L OB~ D A ik GRE LS aix. o hEEET)
(f51] - BRENE B X mAE, MBI 5iE, WE kR &)
6) akBRIE DOFFRL (il AT © 100%Hh IR DL DA A G )
7) i L 7= Bk
8) il L7=ksih (fEH L7=Hi/EWE ofE Lk VG &)
9 FHLMELE = ha—Af oo =—FkiE Bk LIzae=—%
il L 7= A %50
10) BRI F
HHECE 258
FRERBURE, PRMEX FRAL L K OV M BRAT B C Ol 2 D7 — & ROV O FHRE
CE¥IME, EHERE) Of, T—F¥%&27Tay hL7cZ 77, ICsofl
BEREEAEIC X D HA
FREARUEL, BRMEXT R B R OBt R Bt Coarn=—BlRE L HTH (7L
— bR E 1HO a1 =—OMRENHE FTHE /e 5 5H)
JFEHE - DA
ARBREEL, BBMEXH R COME &2 DT — % KON OFHEME CE¥ME, EER
FE) DFE, T—HETay hL7=T T 7, ICsfl
11) A5 OFEAM & & 22
12) &% 3CHik

4. BEFER

4.1 Fifa EERBR O E ST
B F M R BRI TR E O @ W R TH Y | invivo TOEPMEVEH O FTREM: 2 R
THDIT, BTCOAT Y —OEFHE O EY PR 2MEFMER & 72> T
Do
AREBRRIL, B LA ToOHEERBAEREZ, L0 BEMARERSZE LT, M
LUV THLZLE D T2 THY ., FEIZ, BHERBA =X LEH 50
T D7D FEE LT, gURETEME-CH Sk Z st s T&E 72,
L L, sl ST 2 ik 05 A 1TiX, AR 2 /a9 2 Ml
CITERHEZ A S > TEY ., invivo TOAEEMER L IT5ESITITFEE L2 n 2
ELHICBELTBS ZEREETH D,
FDO—FT, RN HDHFEDORIZE bbb Z &L, BRI IS
WIEKEE DR WT — 2 25510 O RBRIEZIR AN CIHMET 22 & b H
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HThHD,

4.2 fpEErERBRIC B 1) 2 BB o H 5B OE W & DO RFK

PE R g SO TR A B O Ml R BR 1, MBI A VWD i s . MR
&AL & O E AL OB X D HiEE R D D,

BRI X 2 7 EICIE, MO BB 28 5 0715 & IS B RICHi
RS D HEN D D, MO RIS B 28 5 FiEE, MRt OmBERE AR &
WZ X DM DOEENE D TRERH 5, —FH, MBI RIciilazHfE T 254512
L MR E LIS WHELOSA I, MilasEEL e i Lic< v, ERZEnX
WD DN, MEDD O AS Efia & DRIKIST 5720, RNEE LG WBI
ZATIBERL 2 EOBEE BT 5 OIIIENTE Y | Mg EME OB HEE X —
RHiZEmWEEBE LN TWD,

FrEE & MR & ORI K 2 HiEICiE, BRERBIESCIVART 7 4 V¥ —H&H
JElE, b NN I NVTF v —A U — MNERDH D, Thbik, MigE ikl o
MICERS T 4 VE —DIFEET D, BRIFIBEMEOL G TR LI < < B
FEMEL, EEBNFHMEETH D, SVRT 74 V¥ —EHBIEFEREBIEOK
BRICHY, BREREEL FEEIC insitu TEASTAME (B : 2Ry Ly
V) ORERE L TIIAMHTH D2, Mmoo IR < . IR 2 7~
THETHBEMEL R 72N 223 5O T, IRMEIC B AT 2 R ER 18
AT 5ICFEAR @ THDH, —FH, BB ALF v —A P — MEZXY = VERICH
BlaEE, TO LIV TF v —A P — FEEE, TOT7 42— EIZHI
AT HZLICLD ., BE IS HREEEHZFTT 5 2 LN RE T, B
il O REZMET 5B E L TRHIHTE %,

MiEEAERRIC L 2R E 02 mEERD —RUIZITbhTnad
ETH D, K ZRBRT 2 RFO Mg B OHE FIEIC L0 | B R 0K B 73
Bienm, BT RBIEOZEEZHA LN T R TENE, EOFET
ABRAEIT-TH L,

4.3 P i Ak BRI Y
ISO 10993-5 T Annex A~D |[Z==— F T/ b v Rk, ava=—EmiE, MTT
ERO XTTEDEN S TWAER, b ORI EEER %2 & &1 FE
T2 HETHL, =a— b7y RIEEKDa e =—Elkic o0\ TiE, EEE
N F— g VRBRPEES round-robin RER TR E S E RS ORIz L
TWDZEDREINTEY, MTTIELORXTTIEZEENHIEE L TAL R X
NTWbHIETHD,
KITA L AT, EREROZEMFMIE B E T2 L0 b, MHEREN
B BRI ERSR N 2 TH, BEMICHETEX D HIEZEATIZ LA
SEIC AL, 2 a=—TEaLz B LT,

4.4 [EEEARE D R & £ DR A

ELEERARTA S & D M s R T Bl RIS K o Ml m v alBR o0 F2h (2 & T
RIS RIE 92 2 & N TR SN D MR L ORI 32k 4~ 2 BPRHZ DT 32
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fid %, RERSIREE MR CH, RKEE S Bl 9 2 bR, B~ D Sz M 3K
AR BE ] M BHZ DWW T, BRI Y 3 2 K TR la O FF
iz FEET D, B, EEEAMEIT, MEAME LI OHEIOS & IIZ AT
Fav=—ERENME T2 2 &0, M SEESCOBES N HE L X LB [H
CTHERNWZ ENnD, ZOFMERRERGENH D, DX 2GEIE, 1M
W ORBRE 2 WD HIESR, VB LT v —A P — bD 7 ¢ )L X —EICH
IR L, EEEEEAE & FEO S TRBR A I L CREBRE O M EE R &
AT A HiEL B D,

4.5 JREHME 0 E DR

R DR T 2 W E O MR EE & R 9 5 7201, JFUEHME S o il
BRI EMT 22 L bESND, EIMEORKE R OREZH LNCT D
T DITHEEYE O EERBR N T b, TONAE. ZOHA X AOMHE
AL UL E OFIR (IR UTRBRER) 2% L. ZoBk% 100%
MK & 5z 5 Z LI Lo TR FIETRBRATRETH 5, 2B, LY
B OEA DRI FREE L LT OECD T A MHA R4 432 KX OECD # A
KA RF 2 A b No.129 TiX 1 mg/mL.OECD 7 A hHA KT A 473,476,
487, 490 TiX 10 mmol/L, 2 mg/mL X IE 2 pl/mL DO UWF 3D fig & RV FE 23 ER
HEIn<Tnsd, 2B, IREVMO XS5 RGAEIIE 5 mg/mL BRI~ L
720N,

4.6 [T HEATRE K OGRS BE O AN T2 16
LR Mk O R MR R 2 B < SFBRABHT DWW TR, FRLOBEB TRUE S 1L
TERREAMEAT STV D,
(—M) ‘L LEY 2 — RWOIEAT < REPEHE Y

HEEh  0463-82-4751. FAX 0463-82-9627
e-mail : rm.office@fdsc.or.jp

28 0 =2 VT L — b NHDT T AF v 78I N—2Y v (BT AZ LFL) | Z
NE CEBEEMEAOBRM S BME S L TSN TCWIZMREER 77 A F
v 7 = b R OEMEXT FRALEE B &2 W C 3B X B LA SEBR Y 2019 4 4 H ~
2019 = 6 AHiZiToi, LAT O X O RE#EEMEOKEED GO TWD FBSE
24 =7 L— K, V79 Hifa 50 kR, 7 =L, 3T L 3B #R DK
L% n=3) .

B, BT A LFL X, BYEHEEAME B L0 /hE <, U VN TEIEOT
W, EHE Yt s AU v FOBRICIE, BEIMEBIC L s aon=—BEICEET D
WVENDH D,
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AR R = —JERH (%) =SD
VAT AZLFL | MESEEMR T T | Bk RRAEB
AF 7 — K
A 99.9+3.3 98.5+3.0 0.0+0.0
B 104.3+7.7 97.7+12.3 0.0+0.0
C 96.4+2.7 98.3+8.8 0.0+0.0

SD : HEAE(R =

4.7 BEYE X AL

SEBRGR OO O R E 2 ET 27 L & LT, 99V iifla st 2 =45
PEXSRRAA L B & PR EE o filia 7 2 o I B M BRATEE A Z2 B8R L 72, 2 oD [Pk
FIRBEE 2 8 A Uz B 8913, OQRBRIECHII OANE, ZBREMOLE N H > ThH,
TS O AR & il D 2 & TRREREURE 0 i e i 4 5 EE oD AH kRO
EHD ., QT DX ED DML REZ TN 5, 22D,

FhH SR 23 B 7 5 S BREEL OFE R Th o Th | BUBREURE o e 3 M 50 BE % [k

SRR B ORGSR & 5 Z &2k v | R

REL 725,

4.8 B ME R R K OV 6f FRAS LD 1Cs0 i
929 #Ha . Balb/3T3 clone A31 #ifd (MEM10 3 Hu % 4 F) . & O V79 #1 i (MO5
Bt A 4.9 THB M) Z WD IC EDRAZBED - DL,

AU ORI M O R EE D T 23 AT

I EERTHG L929 Al Ba:;fgﬁ;jﬂgﬂé V79 I
ZDBC (ng/mL) 2.5~5.5 0.2~0.4 1.0~4.0*
BoPExE AR A (%) 2~5 2~6 1~3*

B et AT B B (%) 50~60 15~25 50~60*

* MEM10 5 Hufli I o> V79 #IIC 38 1T 5 Bt e R (ZDBC) . B BBAT B A L OV B O
ICso flIE. MO5 KFtfifs FHIFICH~C, 59\ lla#EME 2 ~7 (Bl 21X, ZDBC : 4~8 pg/mL,
Bkt FEAABE A 0 3~8%., 5t AT EE B © >100%) .

F 72 I1ISO/TC 194/WG5 75 2005~2006 A2 5 it L 72 [E EE round-robin 35k T174
R EBREM O RIZL T EBY THhoTo,

B > it

ICso I DME  (FF-5))

o =— A E
(V79 #mp)

NR 7£

(Balb/3T3 #ifia)

Bo e HEATEE A (%)
Bo st AT EE B (%)

0.36~1.6 (0.57)
24~80 (55.9)

32~93

7.0~26 (6.7)

(89.4)
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UL EDOFERIZ, 0.1 g/mL OfiHEIS THlltH L7t MBI ORE R TH v . Z ofh
HEIG TO oo =—JBRiED 1SO 10993-5 @ Annex B IZ##E S CW\Wb, £/
0= —ERIEITEEOBWRRIETH D Z b, KU A X ATiE, RBRAE
OfHEIA % 0.1 g/mL X% 6 cm?/mL & L7z,

4.9 HHHICH W D BRB iK

L929 Hfifa & O Balb/3T3 FlifziZ DV CTix, MEM10 550 Z fifl st & L < H
T 5, VI M & D i EIC X 2 3Bk Tk, MO5 B3 2 i F 35 & Bl iR
W K OB A EHC 3t T D IE R @< 72 D (4.8 THEM) |, FEEOKE 2R
72 51X MEM10 55t 6 F Rl BE T 5,

MO5 E5 i D FRRE 2 DL FIZR LTz,

Eagle ® MEM T Earle O P EHRESIK 2 & Eo35 Il . MEM FERZE7 X 8,
A VBT N U A (011 g/L) ROVERREMTE (5vol%) ZINx 5., Migic
B LTS BRVRE CHAWEZRML TS L,

5~10% IM{E & A 5K 2 T 6 cm?/mL T, 37°C. 24 Bt U 7= Btd st
FEATEL B Ok % . USP 24 <87> Biological reactivity tests, Invitro (UL T, Elution
Test) IZt-> CTRBREZFEET D&, 2Aa7T 4%&2- L, MEEETREHE (aE
PR V) L7250, FMEE HEME MEM i CchiH L2881k, 2a7 2%
AL, MlREEIIABHIELE D,

HREKENT 6 cm¥mL T, 37°C. 24 B U 72 Bkt AR O %% %
Elution Test TR 725 &, BGMERTHEAEF AKX OB & HIZA 27 0%~ L, #ME
TICEENMIEEEEZ RN TE R, S5, AEKEHWT, 50CT 72 K
fil, 70°CT 24 Wffl], 121°C T 1 Wl L 72 #RIZ DT, Elution Test Ttk
L7, BPET A B A ROV B & Hic, MiladEtasmmd s LixcEian
> 77,

KRR EIMIEE I ClrX, AV I~ —0MA O L 5 B i3t s iz <w
eV ETMEAEMIC Lo TUIRIBTHMEN D Z DM TERVWEREFE L TH
bbb, LEBno T, @I, % 5~10%5H 7 DTl L7258k %
Al EERBR AR E L CRBRT 5, ok, MIEXIEZ 237 Bd 5RO H
MICHEETDHZENDDH 2L TBMLERD D,

4.10 FE2 R LIS O il HH e

BRSO FHHERIEE & U ¢, ABRER-CHEEKE AW 286100k, Bk
WCHRINTE D EIZROND GEE., 10vol% ik KETH D) , M TRER IR HY
OB D EED D121F, RBRRICHENTI2RRIEOEELZZL TIOLER DD, £
DI DIk E LT 2~5 FRWVIRE OB IR TRERUKHI K 2 AR L CRER T
L2hHEbHD, £7- DMSO ZHEEE 752 L EF 2 55, DMSO 1% 0.5
vol% Ll EDRE CITRBR A ICEB W CHIEEEERN S 2729 RBR ~DORIN &
IZ05VOIBFEEE TE22D, LEEN-> T, MIEGARERL Y LARENREL 72
%72 DMSO THIH FIRERIEHH OREIFZLT L HEEmWEIEFE 2RV, DX
DN, BERIRLIA O3 IR 2 BRI 2 555121, i FTRE R S P o A~ o
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RASHRIEI B ELZ BB L TIRODLEDRH 5,

4.11 2 v =—JEp kT ORI/

WIR CHIKF CXx 2 an=—%2 kS5 £ TOEEMMIX, MRkoREEIC &
S>THER D, —i%ENITIE. Balb/3T3 clone A31 #ilfl: 9~11 HE, L929 #ifmix 7
~9 HR, VIO HIlIX 6~7 HRINHZ TH S, L LAanb, an=—D% A X
L RIL., MO RIKET S Z L0, RS, FICRBRICHE T 5 M
Wooy M2 EBERNREW, LEN- T, BRiER 2 L ICRBREEL B L
o e B W 2 ET 5 & v,

4.12 Yethik
an = — YR, —REICIE TR O X L WYL g A T BRI U o e iR
(M/15, pH 6.4) T 10~50 f5IC#A IR L CTEHT 5, Ye@iFfix, ao=—>»2nF
SX D LPRAINDIEMTHYTH D, FLEREOHNIT, 2o =—0H %%
BT HZETHHNS, ZYVREZANRALF Ly NRETRELTH IV,

4.13 A E e TR EE & AR & O FH B

AR EMETRE 27”7 1Cso (%) il & Fi &2 DA RHLKE CORIBIETRE & ORISR %
1 (FEOZZ L ) DK%, BB Lk 4) L N B) 2B F I —HKE) 1TrnT,
; ZDEC % flix OYEFET
BRI E Z DX
Y , A K AN - THI
b2 .~ © - L. Balb/3T3clone A31
"N My I S ) R i A ==
SR P 5SS WARIET 1Ck BE R
. S it S oo — 05, XIRMEE =
ot teees= e S ® BT YHEY Ry RiCa—
e 1 . N T BT T4 YT L U FIRAS
Aivt-A A8 DR FER L 6 A B oD
o7 - S P PN A AR R
K QM B2 G~ D /X
FRER 21TV, 1CsofE & in vivo BIEMEIREE & OBMREZBI LT L, EDORER.
A U AR F R 2 s 3 AR T, ARSI DS B b Sz 203 151 < L 1Cs0 fiE 35%3T32
AT ERIMELZEA T2 ERBMMEZ 4 Uz, AR L ClX, ICs ED
5% LL T OM B CRIERIGA B X T2, —F ., BEHEE TIX, 0.1%D ICs %
R e BRESREC b BRI IZERD bR o Tm, D X 5 IS KRR A

WD R ORZEOBENLBH LN D,

E1 e osSmNE e s N LT O eSO RRE
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Al EE TR (1Cs0 fiE) TR S5 EMFER S
an=—EEOMKT (70%A | FEF IV EIE D R S 7ch
i) 3FEO HAVTE A, 100% LA E
Bttt FRAA B B L 0 55 9B RL B E S R ST,

F9 O ARKS IR AR Z 0 B D,

Bor el B A & B O ] R B ORI BN R S T,

FEEAERR ISR L CHORIERIEN B E D56
D5,

Bor Ptk FEAABE A K0 R BRI EEME S R ST,

7 PR L2 e U TR IE SO 23 36 & 2 Wl Re
DIV,

# o HHEIC K D 2w =—TEAHE T 100%LL D ICs i & /- 97455 T & Draize score 4

LI T OIRKEERIEIEZ2 RTBANDH D2 L 2Rl T 20 ERH D,

4.14 #% 5O FEAMm
AR BB DR SR 1T D AWy v R BRSO E AR O H B Y7
EEZBEBELTIHMTRETH D, MIAEEEREY LW OBRERELNEEAI
XL ILTE O PR E RO MLIE R G DER IR A W - il BRI K BB IR R K E o
FER EOMOREBRZ E T 5 Z & 2 MatT 5, Mo 2OMREEENAS 2 5
NHBEARITENWTYH, ZHIUTAERRNICR T 5 3O FTREN: 2 "4 2 fE R Tl d
DN, BT LHEEKSE LTAREYTHDL E VWS ZEEERT LD TIEARWN,

5. FEAHEFE 030155 20 576 DA H AL
1) FEHANE DO K& 2B F T HE S, BiEOS%ET T 1S0 10993-5 &L o AMEEEZE LT-
ZEITRY, AL o TWELL T O RIZ DWW THIfEIZ LT,
- fHEEESEE L CE S AR ERE VD 2 &
« REPRBEBEO M B X & A BRI A v, R 3721°C T 24 =2 REffh
THZ L
- MIE S A RERRUSN OFEER 2 AW DR T =2 > b o — URE & 1T BN IR S IR
AT DHZ &
2) fHBRIEIZ DWW T, 1SO 10993-12 L D AMEEZEE L, B ICBEMENTE D
X oz, RN AEEZR COMBICIREE T, HIRE LMo s Lz,
3) HAHMEFWE ORBIEIZ DWW T, BEFRICIN A T2, TRIZEBRVWITORD
EHE LT,
- ZDBC % FUEHMbLZW'E o Mila stk 2 it 2 56 OB BmE & Ll
HAT5Z Lxidi LT,
- B EOBRMER Y E (ZDBC) PHEORHELE Lz,

6. Bk

1) A ARG R FER - Ml R oo Oo—RBRE, @A EE (1991)
2) REFLERE - B ERMRRIE~Y =270, BEMEE W8GR L0, 257
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MHhR (1994)

3) AT SE L [ AR O M I TR R ER (2 d0 1 DA YERS R, KHAkET AR 22:228-233 (1996)

4) JEAAE FH Jm R R R A B JE AR AL« IR T B OV AL B 00 BRRRE Y 72 A2 7 gk
BROITA FT A 2 1995 fifan, Hdw H #itk (1996)

5) H ARSEAIEAHE ® > ¥ — @ [EHS GLP A N7 > 7, FKFH @+t (2008)

6) Nakamura, A., lkarashi, Y., Tsuchiya, T., Kaniwa, M.-A., Sato, M., Toyoda, K.,
Takahashi M.: Correlations among chemical constituents, cytotoxicities and tissue
responses: in the case of natural rubber latex materials. Biomaterials 11, 92-94 (1990)

7) lkarashi, Y., Toyoda, K., Ohsawa, N., Uchima, T., Tsuchiya, T., Kaniwa, M.-A., Sato,
M., Takahashi, M., Nakamura, A.: Comparative studies by cell culture and in vivo
implantation test on the toxicity of natural rubber latex materials. J. Biomed.
Master.Res. 26, 339-356 (1992)

8) Tsuchiya, T., Ikarashi, Y., Hata, H., Toyoda, K., Takahashi, M., Uchima, T., Tanaka, N.,
Sasaki, K., Nakamura, A.: Comparative studies of the toxicity of standard reference
materials in various cytotoxicity tests and in vivo implantation tests. J. Applied
Biomaterials 4, 153-156 (1993)

9) Tsuchiya, T., Arai, T., Ohhashi, J., Imai, K., Kojima, H., Miyamoto, S., Hata, H.,
Ikarashi, Y., Toyoda, K., Takahashi M., Nakamura, A.: Rabbit eye irritation caused by
wearing toxic contact lenses and their cytotoxicities:In vivo/in vitro correlation study
using standard reference materials. J. Biomed. Mater. Res. 27, 885-893 (1993)

10) Tsuchiya, T., Ikarashi, Y., Arai, T., Ohhashi, J., Isama, K., Nakamura, A.: In vivo toxic
tissue/biomaterials responses: Correlation with cytotoxic potential but not cell
attachment. Clinical Materials 16, 1-8 (1994)

11) Tsuchiya, T.: Studies on the standardization of cytotoxicity tests and new standard
reference materials useful for evaluating the safety of biomaterials. J. Biomaterials
Applications 9, 138-157 (1994)

12) Ohno, T. et al.: Validation study on five cytotoxicity assays by JSAAE-1. Overview of
the study and analyses of validations of ED50 value. Alternatives to Animal Testing &
Experimentation (AATEX) 5, 1-38 (1998)

13) Tanaka, N. et al.: Validation study on five cytotoxicity assays by JSAAE-1V. Details of
colony formation assay. AATEX 5, 74-86 (1998)

14) Isama, K., Matsuika, A., Haishima, Y., Tsuchiya, T.: Proliferation and differentiation
of normal human osteoblasts on dental Au-Ag-Pd casting alloy: Comparison with
cytotoxicity using fibroblast L929 and V79 cells. Mater. Trans. 119, 61-64 (2001)
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5200 AFERER

1. i FH e
ARBRIL, R SUTEA BN IEIER Y L L — S D —D T 5 BEEM: % 51
TR T AREEEZFHMI T o700 b0 THhDH, ZZTIE, EALEY FEHWSR
Bk & L CMaximization Test (544 : Guinea pig maximization test: GPMT) & Adjuvant
and Patch Test (A&P, %4 : scratched skin method) ®2fE L, ~ 7 ARATY >/ Hi
%% (Local Lymph Node Assay : LLNA) ZFC# L 7=,
. ZoORBRIT, Y Lord— (FUEM) 2T B b o TR
[

2. BB
ISO 10993-10:2010, Biological evaluation of medical devices - Part 10: Tests for irritation and

skin sensitization

3. RBREE & RBRIE ORI
3.1 JFAI

B O BRI FEIX, SR L OO AR 2251215, ERO3RER

HEIT, EY) AR B 2 WV CRRBR & T 5 5 A IR IR R4 &

REN, VAITFHMIZHWD Z ERFEETH D,

BB 2 L2 RS, 6 ARG HERR DS TR C b 2 AR

XATEAHR OLE EHAORM) | HROEE (RmEMNLA 7T

R OEEICE, FRIEBREREIOERE ORBEORIIIZHFoEELTY X7

M 21T O MER B D, LLFICREMZ2RBIEO R A R LTz,

1) GPMT : JEAEMERRBR & U THESZ SH7= 515, sRBRAEE (&L SU TR B
& D VMTERBREEN D B O 23 2 N B G- RTRE 72 VR BEI VA RE T 2 2,
XITH T 25 A (Ta vy X /e ERE D ST 2 i
THHEE) AL ND, GPMT OFMEE LT, ABENREZ N L
BREROFMBNETHL Z LMoL TN D,

2) A&P  : RRBREUEID D ORI A RN 5 AT RE A IR BEIC IR R 8 D\ X B L 7R
WA (Ta vy X Ze AR U CHEREAER LRWEA) I
WHILD, F T EFERR O BRE R TES A O%AITIE, GPMT (12
BRLTEBSND ZEND D, ARPTIE, M ORI W1 X
I & BHEERFE R EST L Z 2R b 5,

3) LLNA : H— (B 2514512, GPMTOMAEE S L CEEMICED AT
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Do BUE, ALFWEICK L X E#OBLAS L ED, BEINIR
Brl7a0 oo 5, LLNAOKHEE LT, ARaMEcRBrEmE O1EE,
HOHEDERE S FILEME WS- REICRE LRV O TILIERM
PRRHIIEEE LD E BN TV D, AERIC, ACRBER CIZEEm 23 A
G AMN D D, FTRKIZ L0 LLNADBEYE RS 2 3 Al gEtE o 5 5
ZELRE L TR RITIULZR 62w, RBREEHIER., BBk, &7
NELLIFIAN—=A Y ~UAOFIZEMA TE H2MEIRTRITIE%
5720,

Ubo by, FFBEIIAY v b, TAY » EBRFEL, W ok
HHRE TRV L2 HfR L, MR BRE2RINT 2 2 ENEETH L, AR
FHE, WO BRI L ClEH 925 2 3 EAITH D08, ARICHE L THEE
T 5 K 5 ZIRIE & D W EME 2 7R S 72 WA 28R 3~ 5 & & 3 P2
ThDH, VIEIG U THEAINIAEM S 2 VITRIEME 2 fEeB U, 5 2 O I3
VEVEZ R ATREMED 8 2B 2 AV 2356121, HIERFIZ RS REE O UGS 72 &
EHICEET D ENEE LV, @MYL EAN RON S R 0GA T, BBIR T
DEHLBEETREThHD, FTREHNTERIR U 72 R 23 2 8 Bt X R AT
WETRTHEDOTHLIGAIL., TOEMEEHE L TRRIELZEBIRT 52 ENKNET
b5,

3.2 FBREE - BRI OFR R & BB TE ORIR
ARERBURL O L0 AT B L AR E TR E O BPFUCEE TH 5, [HEAR
B 2 J7) [CHIY | 1 BEFOF R 2R L, 2. L PR M 21TV, 3. [
BERRD 7 T A, 4 MBI OB 82+ ICFHI L, Erry e e
Bk FE it D B2 AT L7 < TUE R B 7, aERSUE & 3BRiE o BRI B LTI
N EZ 7o —F v—hE L ORLE, TOEMZLL FIZiL#T 5,
32.UKXIIT NV a— )VIZIEET 5 H D
IKIUNET IV 32— WZIEfET 5 S DIZHOW T, &REK CERRAER) dE
Bl 7 v a3 — SR L CGPMTIC L D 3T~ %, & A WITEEI R 7 L a—b
XIZTAF A NLAF T K (DMSO) (Z¥fiE L CTLLNAIZ X 0 FEli3%,
3228 NI I v I R
MEL AR T D &R DA 4 & LT ORAEMDS, @822 B EMRERIC L - T
BEICHER SN TV D AT, O TR Z FEE T 2 LT, o7k
EMEDT — 2 R WEBRTRELIMENCE EN LA, Y8R DA 4 %
HRIZHOWT, BAEEOm S 23 il 2, B, —H, B (WL L) 12X
LEEESIE TR, AL T OKEgfkF R Y O AR I K 59H) pHE T
PEAHEIZ LT (Z 0K IRA A o O— TR ITEE KR e & & LT

30



B 28 IEAREIERER

WS ) &RA A & &R T & Rk 2 IR 2 AV ¢ BHEED
X EZFHMT 5 Z & HA[RETH D,
3.2.3 Ko+ ARILEW

K FAEBIEAMIZON T, BBRFE R OB EE L 5 2 72068 ) 22 PR
(VAR ST —I2 B S B CGPMTH L < IELLNAIZ X Y 5T 5, GPMT®
S Ui, FEIE,. DMSOSUIZARIKMER FIEETH D23, T b IZIAfF
I 7 b EOEIRBLCARET 2550, AMIRIELICIEMR S Bk, £
DVERIHE I X IIDMSO ZIRE 722 b AR 2 R S+ Tol ST s 2
EHARETH D, LLNATIE, 7B v AU 7h=4:1 (AOO) DIRIEH
WHNDZENE, £T=T b, X =)Ly EOEHIEEN IR D5
Alx, AMREEZZOFFHARE L THVWDZ L LAREETH 5,

3.24 moTLEY

B TAEEIZ O TR, FAlE U TR O b @ AR X 2
W) DYRIR & RBRIE & L CGPMTHE L < IZLLNAIC LV #fi9- 5, Z OFHA O
FHAIE M OSRIBRIR OFFRUZ DWW T, LT ORICEET 2 L, ek, HillR
MBI B AL TV ZRWERBEER T, a2 > —RpigHefih (24K LIN) EF
R 20X 7 7 A TR0 72 SR AERA~ORBEN NS U A7 EENES
7R EF ROV T, ARE LA O R IR 2 W T23RBRIC K 2 U 2 7 5
HLARETH D,

FhHABLIZ. 1SO 10993-10 Annex E, E.2. 1 FE# & 1T BRI K Ol 4
EHEI, JIHEOR S @ WIREE A BT 5,

HHERIE L LTl @, A% 2 — A X7 horafnsg, 7270, BT
DIGE IO L) 72 A A A8 5, OB CRBGUEI B L7120 | JRE
Bl EORWVIEEE-EET DL RGE, XX, QA% 7 —n, TR
I KBTI e BOMEm G S ngGE, A O R/ & LT
I, 2- TR —nSr a8k (1:1) ( n- ~FHUonRBTF o
%,

I, 1SO 10993-10 Annex E(CHE L CTAT 9, #1425 Z & CTHREICRIED 72
T AVTERERGEEL 2/ 8] L2 OB R D105 b0 A EORE 2N %, =il THE
PUTIRE 9 LTITH, SRR 24K 2> 7205 & 975,

AR b OFBRIK OFRRAIEICIT, DITO 2B BEZ LN
b, TbL, REREOMEMNEOLNDLEE GELE) L. oy
A (k) Tho,

1) % 1 ity [FEEY] 25 05715)

gD —2 U —T R L—% —% W T30°CLL FCialit 2 8B 5 LT

Wi, ZOREWM A, DMSO, &K, 7& Fr Xt X ) —Lic
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VR SOTH)— 2B S TR & 35, AHIEE 5 BRI 2 i L
T, fi 2 mIcER L T —ICoMS 2 HiEb S5, TR HIRE
iE. BIEOREDEERKFTHD Z 0D, HGREITRMRICEEEL 5
RVEIFETHRBERBR D @< T Z ENEE LV, LEER-> T, Mok 5
FEIT—MRA9IC10% % B2 & U, FEEICHRBRICM A L72 iR E O E B H 2 39
5Tk,
2) % 2 1k (Fhiikz v 5 515

n—% ) —T R —Z—7 P& W TR A%, B2 oAt 43R5k
B g4 72 D I mLOFIE THRIN L, BRI 12535 L 100%:88R1E & 3%,
100 gk Lo EEA AT 5 KA OEFEEER R & OGA ORA&IREIX, 10 g4> 5100
g7 D I mLIZIRMERRS 2 2 & b BET D,

B 1] B 2 EE bRHEREZ Lot R 2RO iHEICRE 2T b
EDRNWI LR L TR, iHRT, sitoEEZEENE L TRD 5
2, fhiHR OGO B R 2 HIE L TR 5,

%5 [WERZREOMEMNEONLSGE) L1, BFRBREN LGNS
i B RBREEIOBEED 0.5%LL A HL L35, 72720, LIEICH
WD ERESS (iR ELEL) O FEEN 0.5 g R D/N & R ERIERROSA
1%L, FA HZE T 5, EFANIHRET L RO 7T, HBRiE O
TFEEZBRIRT DBEOEL TH D, FEORBRIGRHEFEZIX, AR ED]
W EIND, BREZELDGAROHL I EEBET D,

(e
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MHERESD

KXIEF7ILa—L

BRI DA R (38

52 E IRAEIERER

oM

4---

BEsnnxEZF A

Y

KXIEF7ZILa—ILIZERRLT
| GPMT, 7/La—/LX[& DMSO

(BB HM?

By (Rt

'tzmm LLNA TORBEE
i

J A AR T GPMT HBULE

IYIREE )M ?

4---

BEDFAEHIES

A&P TOHEREENE

WYIEBIRISARRLT GPMT &

W 2

HEfFERH
D—HiEf
nhe?

—
--»>

~
~
~
~

[+0 GPMT: Guinea pig maximization test

LNE A&P: Adjuvant and patch test

LLNA: Local lymph node assay

X1
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4. GPMT

4.1 RERYE

4.1.1 FERENY & B
{REEA00 QR DR i A At /LTy b GRFI~3T At ZHEHT 5,
HeZe N LHEO B 22 Z E N ARETH 223, WA T 256 130k L
TWRWRIREOEN 2T 5,
BB x, BBREELOVT, R AREIE & -5, AEMFEN 2 IR 70 A
IZiE, HEED D WITEE L ECT R EOMISNNETH D, BT
ERIZHARETIRY 0T 5 L9123 %,

4.1.2 BEMERK KOG X R
AT & Vet RREE, (MR IRIE 2R ET 5, REREZHEEHRE TE 5%
ANITRBREE 2L BEE L, Fafk, B3 BERET 5, Bk % A
R 2 WITIRHE U CRMEIR EE 2 G E C X 255 ISR & I3 BEXE
L. HEEEEEZFNT 2 5E & 5, ABRERRIMERO X 512, RELE
72 EDSHEE T OIIK O JFIK TRIES 5 Z & THAICZ e E i i T 5 &
HIr S o566, RBRIEAL BEE L. B, B EEO3 FEToRER G v
RETH D,
BE st BRI, RRBREN) OO B M QVBHEME DSR S D IERIZ L ETH D | K
DX WERHNLN TS, p-7 =127 I (CAS No. 106-50-3).,
1-7man-24-v=kraX¥ (CASNo.97-00-7), EZ v LfEH U 7 L (CAS
No. 77781-50-9), Hiifig 4~ A > (CAS No. 1405-10-3), Ffifit= /7 /L (CAS
No. 7786-81-4), & DAL, STHKTHEI O AL/ EIEMEME HEHFRETH 5,

4.1.3 AE
1) — WA
HHNPUOMELIZENLEY NOFRE LIEE ($92x4cem) 12, LLFD
HDEK2AZRT KO ICELARFRIC0.L mLT D ENERT 5,

(a) AEFRRIEHEDH D VMIFRE K & Freund 52427 ¥ 28k (FCA) D1:10
Ak (W/o) | Fik® (E-FCA)

(b) &akhik GRERIK. BPEXI IR, BatERtif (RE0 1R)

(€) (D) DFEHE (AL & OUHE ATRE A il HVES I A2 ] L 72 5550 13 (b) D
{HIREE) EFCAL DERIRAGY (FUEMEE L WGETTH B2 Uik &
FCADHALM & iiilts . BREHER & S RmIES LALT 2515, HD 0,
FCAIZHIRME % VafiR & D W IT B TR . AEBRIEIR & 5\ MEZRHK L 4%
®2RA LT 2 HELH D, )

2) WREAE
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BENTESR %7+ 1 A BIS, BPTESEL ONE L7 JR HVE L FB B RE &
2) \Z7 VU NERET R U A (U D H10%) Z@fiT 5, 720, wUE
BRI D D56, ZOBREIRETSH D, FH, 70U AmigT b Y
UL (UEYHI0%) OEREPARO bNESAEITE AR E o 2%, Fl—
EALIZEORHIE (b) 0.2 mL %48+ 2 [H PAZERGAS -5,

B2 RPN OBET T & B E S
L A AL
a. b RN IR PR
VXBEAFERAT (2emx 4em) &R,
[jm%@%&%%ﬁo

4.1.4 #i
PAZERGAT#%14 1R BlZ, SRBHRZ BB o 2 WIRREE L b o
T O OB U7 3BHIR 2 & 5 72> U ORI U7 BB SRR #1233
Do RBRBEICIX, BEIEDA (0%HK) bEH L, HIEDOBEILT D,
BEICHWDIREIL, PR CHIENEZ R S 720 o T EemiR EE D & BEREH)
AR L7 b DKL mLAEfE 4« DELEy bOREFITHEMHT 5 (X2) , 3k
TR DN A A SR S O il R Cld, BEREATIR A B 97 I R 0 7 T &
THZEHLAMRETH D, @HIE, PAZERLT & 2 WIEBREA T1T 9, MR
WE B DT EBME R T D558 THh o T, T B BKIEEOSGAIIKE
RaeMNTHENEDR,
W (Y 7, EME T~ 722 E) 1JYE S DO ErE A R
ZERHDLOT, BREBEEOMISR EE BB L TCHET S Z L,
4.1.5 FZJE RS OHE
PAZEREAT OB GIE, 2422 IR ICAEI A I £ D . £ D24+2 KT48+E2
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IRF R 2 L2 R G S el O M E RIS > TR L, LR DO X 2 ICRRT D,
W OHELUEL 1T, R 1 IORLEESREE ST,
BRRCBRAR DB EIE., BAith24+2, 48+2, T2+ 28R SRS &M
%
¥, ERIRHmADK LOIC72 D EMREN D 3 K E O FAREIER 2 HE
ETDHIENTEDHY,

F1  FRJERGEORE AT (1SO 10993-10, 7 Magnusson and Kligman scale)

B TE 52 k72 L 0
IEFITHRE 725 DU MT Sy TARALEE 1
HRREE C— 1 b L 72408k 2
B AL L OV 2 O T 3

4.2 B
R EICIE, DR E LU TOFEREZLEHT S,
1) FRERE R L OGBR A E
2) R I ]
3) AREREURL (B iLit XUTFA RN & RpEd 5 %R
(B« ERRMERROA PR, ROERGEEE A, &R 7. MR R TE, B
W VBRI &)
4) L7kt e (et i E)
(B tHRE A . AT, EF SR L)
5) "B O FHELT Ik
(Fhi 7, iR E2ETe)
6) FERENM) OFE & RS, K. i, PER
7) RER TV
8) FEWRBAAAIRE L UM T IRg DI (A
9) 1iEl % DENY) D LG FUEHE R K O FE#
10) FEFDOFHAM & %43
11) &R
BARERILITRICOIIRT 5 T &<, HRREE, BER, SEHFh S En i
LTV DEERT 5,
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Lo EROF (il 0.5%)

AEE A Y

55 2 H]

B RAEMERR

AR B BERE BlE2 IR ] FEATh
% (hr)™* B =2 SRR A
10%™ 10 24 100 2.4
48 100 3
1 24 80 1.6
48 90 2
0.1 24 20 0.2
48 20 0.2
0.01 24 0 0
48 0 0
0 24 0 0
48 0 0
*1 BIEERERIE, BT PR 514 2405 & 4815 H]
*2  (BEEEL YA REO B ED) <100
*3 MBI T HMagnusson and Kligman scale7z &1 & 2 SUS R R O G Biia itk
* it OEEZWE L, 85 AEARICAR U TR
7 2 VEDORRFEROF] (B 0.1%)
o e e e
RN E BERE pp— —_
(%) (hn)™ Bo iR SRR AL
100%™ 100 24 100 3
48 100 3
50 24 100 2
48 100 2
25 24 100 1.2
48 100 1
12,5 24 100 1
48 0 0
0 24 0 0
48 0
*1 BIEERERIE, BGATBR 514 2405 & 4815 H]
*2  (BvEEELUREREO B ED) <100
*3 MBI 1T 5 Magnusson and Kligman scale’s 812 & 2 SOGaFli s DG/ B ia 2k
*4 R A R L2tk O e G VA Con oRIBREER 924 Y 1 mLSIRIC T D,
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5. A&P
5.1 Bk
5.1.1 RiEREM & B
411L RERICEMW 2SR L, T 5,
5.1.2 BEMERR K OBGEXT PR E
ABREE & [RVEXHIREE, PAMEIREE 23 ET 5, BERBEZHEGE TE 5%
BICITRBREEZLRE L L, B2ME, BT HRBE OB ET D, F - ilBRIK 2 A iR
B B VTIEME L CREIRE 2 R E T X 256 ITIEREBREE 2 K3 Bk E
L. HERFELZFMT 2 kb H 5, KRG TEERIET 52 & THAI
HRMEZFHMITE D L SN 5560, RBRIEZ LS L, FaME, BEtExt i
D3 FHECTORBRLWRETH D,
e R 1L, 4.1.2 (20t Tl 2 WE 23R 5,

5.1.3 JE&fE
1) HOENUOMELIZELEY FOFHE LEARE (K2x4cm) D4 FEIC,

4.1.3 (a) E-FCA%0.1 mL9" D NTESR 95,

2) E-FCAESHALIC S 12 W T DG 2 DT 5, DO EALIZEEH0.1 mL %
24+ 25 [RIPAZERGAT 2, HFMED AR K 2 3Bk TR 2 5613, B
BaEH L TH L, R 2 EEEEHT 254513, 1.5X15ecmKRKOMNAR H
HUVTERLS cm KOMBIZEE L2t O &2 AT 5,

3) 1H 1A, FF3[EER: L C2) DOEMEAMEY KT,

4) FRAEBRAAT =1 BRRIT, e NTESHMRAL OME L7728 B L) (2o oY
JUIRER T R U oA (TR UH 10%) 28T D,

5) BH, FUUAREET FU UL (TR P 10%) 2REE 7%, B4
PLIZEE 0.2 mLd D W E2 X4 em KO ATEIZEETE L= b D% 48+ 205 FAZE
AEf 5,

5.1.4 A

PAZERGAI# 1410 B2, SRBHRZ ) 78BS D 2 WIXIREG L2 o
KO OBPERR LI aUBHR . B2 EEaE T 25813, 1.5X15emK
DOWMATE D HUVNTEELS cm KO MBI Lz b D&M 5, BAFERALIX
414 LRk E T 5, BB, WO A (0%iK) bEH L, HEDSE
2T %, BERZ AW RWGEIR, BEAEA 2R D,

5.1.5 FFAf
ALk, 415120 > CRH¥ 5,

5.2 PR
4 2IHS PR,
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6. LLNA
6.1 AERIL

6.1.1

6.1.2

ARERENY) & B

CBA/Ca £ L < I% CBAN R DR /2 it~ v AR T 5, ~ U AILFELE
BR. RERPET, 8~12 Ml A V5, EEUIEBREE, HRERE L ©I2 1 IFRIX
S5PCaEMH L, EEMNOKEEZRET DI ENEE LU,

FERE AR S OGP A

ARERFEL D R B 2 WITAIRIC L 0 A& 22 S TR G RRERGA DI,
REREEZ 3R, PEME, BBMERTIRRE 2 & LB ET D 2 E M E Ly, BatExtif
WX 412 2B L CHEYIZR L O ERIRT 5,

6.1.3 J&fE

6.1.4

6.1.5

6.1.6

6.1.7

WEl GRFC~ U A DERE 2 EBNCFLeRT 5, w725 TR S -3k
AREZ 3 HERE C~ U ADMEOEEIZ 25 b B+ 5, 3 MO GIX AR
7R CREZRRFMAICAT ) 2 EDEE LU,

WU EE D ¥ G-

WEHT G025 6 A%~ U ADKREZEARBNIHENE, fiFk Lok, &k ORME
G- 6 7202 R, MITRIEGEMERE M O 7 ~ AL G & BIRNIC & 53
Lo TRTOBEDO~T AIZ20uCi (740kBq) D H-AFNLF IV E2E/T
%V AR AR AR (PBS) 250 pL & B FEIR) b #E57 5,

THE FRE D R Y

T LB D - 51075 Kfilth, ~ U A REIEIE, BNV U Hi A
T %, EANC~ Y ZADOWMEDY 3 H iz 7 —3 %, FH U7 BB,
ELTEEIC K0 2 [BIYEE ATV, PBS ISR TS, MlaA Swivie b Y Z e
Fefe (TCA) ", 4£2°CT 181 FflibEk =¥ 5, ik Dz LR, <L v
FZ1lmL O TCAICHEEL, *HOFHNZ v FL—a D ZTT
Je
S PR E

YUALTESETZO DAY Mgy (epm) T o/ HioOMaH o fHE M L
N EPET D, cpm ZEEE Sy (dpm) (TR T 5,

B R A

Fex ot BOHE 0D 225 dpm (256~ 2 3R B 0O -2 dpm oD bk % Stimulation Index
(S TXL. 3UULDSIZR LW 2 BAEEGE L A2l d, BEIZST
THEHFIIBEEZIT I,

BEPERTIRD SI X 3 LA LT udie 5720,
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6.2 ERREH
AR E IR, DR EL U TOFREEZTLIT 5,
1) FRERE R & OFR A
2) R I ]
3) REREURE (B iLit XUTEAE & RpE 9 5 %R
(B EFRHESR O, BUEIREEE 4, JEEF . ML WRETT
B, IR, W EREE REE e &)
4) fEH L7-xtimE (Gt E)
(B - xHRRESA . AFd, ®iEF L)
5) FRERIE DO FHELT I
6) FERENM) OFE & RS, K. i, PER
7) RERTIE
8) FEWRBAAAIRE e UM T IRe DRI (A H J Otk g
9) B D H TG A B O FE#
10) FER DR & %%
11) &R

7. BEN®R
7.1 BELFEFE 0301 55 20 5 H O A

FEAPEIE03015520 513, AR IR AR AN0.36 4 B HE L TIER ST,
Zolal, HEAREIE0301H20 5 2 AT+ 5104 7- 0 . JRANIEKE L=, 20 LTAE
TERBEZWMAL L., AHETISO10993-10L DA A ED, L LTUTF
DSETEIT -T2,

1) GPMT DORBR 7LD R % 1SO 10993-10 D itfiic &b, JFHIE LTRH T

BRETIE - FEHEME CRBN K CE D 2 L 2R LTz,
2) 7u—Fx— hoEnaEE L, B3 L,

7.2 FRERIE DR

GPMT & A&PIZHOWTIEZE K ORBRIZ L v . BH ORERFE Tld. GPMTDE
ERENSDOO, BB OIIRIC L > TZAKPRE L TWAD Z LV RER T
%2, LLNAIZHE—LZEHE IOV T, GPMT R QKRS & OFHBEIPERZRD 5
NTWEN, ERESROSE CTIXELFDRT = BHELA TR, LnL,
ISO 10993-10 Tl b FE DRRERAE R 2 /M8 L CIEFE RS b+l EME%
FHCE D LHBILTRY, FETAWEEERL, ZOMHK TREBRETT-
72854 . LLNATHGPMT & [RBRDOFER DG LT E WV ) IR H 0 | I
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F2RBRTHRSEMENREN TV, LLNATEE TN S, fH SR REIR
Th D, FRZLLNAIZEIZEBAM L TRIET 2B TH 5720, BAIZ L DY ER
F AT ONRITIVUIERE IR T 5, 207D, ks L OIAEERR L
DARZBIIREEITH O, FIEPED DI NT & b o7 EOAIRIENEETH 5,
OECD Test Guideline N0.429 T G MR L L TESFHENTWAT® M A
U7 EK (4:1) TOMELAEETH D, MOBAZRINT S Z & L AEETH
BH, BERIC X AFPEIC SO W THER L TBL LERH 5,

UL Eo R E LU CREEZ BRI 2551213, WThoiRBRiEz v T b K
EMEZ G2 Z & B AIRETH 5 &l L7z,

7.3 HERIZ X 2 R BRTEDRIR
AU ~—8li 7 Y AR TR A ST 255, TlEfmEte LT, M
HRZMEGEL TR ZENLEE LW, 2otz v, B5 AR #BE
EITHZELEETH D, MHEEIX, A%/ —, T b, 2- TN —
WS rand Y URK (1:1) L BT n-~F T U R RAICHW BT
Wh, TNHDI L AZ ) —UTREIEEDN MO TWD DT, A& 7 — VAl
W OFRER T, BEHRBARIZITZ A Z 7 — a0 R K0,

7.4 SRR OIS DT

FhH 71213180 10993-1212 R~ 5TV 5, BRERIE O FHRLYS L, Fhit 4 7]
Wb L, BRI Z®mD D LR EEEE L GRIRTRETH D,
GPMTClL, REBE 2 AR S CTHRE L0, MHBEERNE 5 Z & 03m
HITWD, EH., AR, K, Ml CGFU 7, fwImk =<l
F) . DMSO, 7 hr 2 EnPLHEN TS, DMSOKL YT & kA2 T
I, ERNEFHNC L > TEBSERAE LA OICRBOEEN TR b PHEIND
W, RPN E EED LD BT, AT o BN WAL, WEE
IR L CTRG L2 DRI B3 D Z &R0,

LLNATIE, —AIZEHE P E OREE L U<, 7& b/ 4 U 7HIRK
(4:1) BPHWLNTWD, BUKMRED 2 WIZEN OREEIC 2647 Lisn
WRIRDOF R EIXENCH M5 T2 L 2B HEE TRTREThH D, Flxid
HIVRF T AF )L a— ALK =T LE/La—A (0.5wv%) DX 97
WRAZRNT 2 H5ELH D, —EOKEMEDILFEYE IR L TiZ. DMSOON, N
- VAFIVARNLT IR, =X =) ERFEIETEAIPluronic® L 92 L Y 4 F
LW, fhooiEit s £ 5 AR & U CERTE 228, MHBHA~OBINCUEBERL Sy
DEFIZL DL+ /ITHGEE L, gk LTz b, Z oFE Ikt
FRE L LTIV B D598 U < I35 ORI EMEE 2 L 7= 5
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X > THIEFTRETH D, S BT, Bt IBE 2 3 BrslEHI i L <7 5 B
IZ K- T, SRS NN ER 7 I KD EEZZIT D 2 &7 < oI E
MW EDFEEZHRHTE D Z L2 FEIFTHZ ENAETH D,

7.5 REREMIZONT

REREN ORI Y 7= > TTEZ OBV EMZ W5 2 EBNFEAITH 5,

GPMTRAGP TIEW TN L E/LET Y RN LN TS, T/ v MINEIEH
TeDIE, BRI ORE O B SIZIZ T, AMERITRLEE R ONEIE A TR L |
Fix OLFEWEICB W TE MIERI LG ERTZ ENMbLNRTEY, &5
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OEEERT 5,

LLNATIEDBA/2, B6C3F1, BALB/c7: ¥ DR T HEMARETH 5 & DAL IX
HDHN, EEEICHWDIEAIZIZCBARM E ENRIETHD 2 L 2T o035
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3.3.1.1 KFRDOBEMRICTEMA L < TR T X 2R BREEHE, Bk Ok - AP AEK -
MG &EAREERK &) SR UIY — 120w L CiRlBRik & L, B & 203
Do

3.3.1.2 KR DPEARIZTEME T — 120 B C X 7o W BRBUEH T, AREEE (X %/ —
WEOTE ) ICL DN EEZHERT D (4.3, 44HSM]H) , A X/ —)L
XIET7 ' b X o TR E O N 56 A5 HESM) 1L, L0 g
DE VAR A FV (4.6 THZM) | M) L7 BN Z O EE&D 10 55
BOWBAZRIM L, i T 24 R e L Tt 3 5, 15 5 v 7= A BRI ik
HIROWRE AR E L, LEEBEOMEY 2155, fHDIIE RIS Y) 7 ik
R SO L CRlBrik & L, B B 5 47HSH) |

3.3.1.3 IKFZR DBARIZ TR ST ) — 2B, ARREE T LMY RS b2k
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KR AN H 72 5 MG e NEREET LV (LU [RAEET V) &
Do ) WML T, MRAEGFEREZBIEL LT, RIESTATF— FORERBELTH
LR OEEEZRET D Z LT, WEMEOFELZHEST D,

3.1.3 B BRIk O 7R AL

3.1.3.1 R
T, AR (AR SUXRSMS) | il GRS UT 2~ 0,
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HROXF%ERS) 2 05,
3.1.3.2 il HIREE & SRBREEL E O
JFHIE LT, M1 OBEICHEI bDET D,
3.1.3. 3 i &
FHIE LT, M2 0B/ b LT 5,
3.1.3.4 BAEHIE
., EHICER Q5CUTFICRbRnE ) ITHhiEld s, RNT, &
EONFMR A R ORI LT BEAZRICED . 8k 31296V, 25°CHI% TR
L. ZHZEZREBRIKE LT 24 ReREILINICRBRZ FMd 5, WEMICE L TE—
HOBEZ MERIZAT O 2 &,
3.1.3.5 x} FRik o i il
Fa P 5f FRI% 12 Phosphate Buffered Saline (PBS) & 9%, BhEseh B 1 AL ¥ A
W C 1% L= 7 U VERER T R Y w7 & (SDS) L35, IS RIRIT
R EE R GREREUEE 20 2 720y) ©, BB R & RISt CHREE 1T -
bDET 5, BB S LTI Y-4 N HERESN D, Y-4 oS
7CH LIEB0CT 722 i &5 (6.4 THEM) |

3.1.4 Bk
3.1.41 =JL RAE ET /L
HEENZFHl S AL RAEET AV EZMH TS, 1RABZLIC3 v VTS
(6.3THZM) |
3.1.4.2 B ERIE
RhE E7 V&M L2 RBRIEOME 2 FREloRm 723, K BBEOBED M
i, fEHT 2 RhNEET VO FIEEIZHE- TITH 2 &,
1) RhE =7 /WL ) 72 Bs B 4 T C, 37°C D 5% EEHT ARG "I Wi
T, BE L CHIEET 5,
2) kBRI, xR, AT PRIR 2 2 3 RhE BT /VIZIRINT 5,
3) 37°C D 5% R ME N AR ANICHE LT, —BhET 5,
4) PBS Z# AW T+ 5,
5) MTT &R Z 7 = LIZIRIN L, 37°C D 5% e H A B 25N TK) 3 BRI
HSHD,
6) RNE ET V&2 e B A Y 7 /8 ) — ) )VIZER TR 2 BEMFE L < 13—
e (RERDE Y Z2—T2%) BIELT, 7 —hLr~¥F o2+ 5,
) AV T an ) — L ERE 96 7 =L L— BB L CiEiY) e OD &
HEL (B : X1,65HEM) | AFEWEHEHT D (6.6 THSM)
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58 T ME R

1 2 3 4 6 7 8 9 10 11 12
2329 2529 2529 7359 723529
BEPETERY (RS soH AR 11 |35 S oo B 11 i SRt BB 01| ELBR HER&K2-1
BEPERTERY (RS soH AR 11 |3 S oa B 11 i SRt BB 21| ELBR HER&2-1
PEMEXIER2 (RS AR1-2 3 S AR 1 -2 i St BB 02| EHER HERK2-2
PEMERIER2 (RS AR 123 S AR 12 i St BB 02| EHER HER&K2-2
PEPEXIERS [R5t sot AR 1-3 |3 S o B 1 -3 i S Xt BB 23| EHER HER&2-3
PEMEXERS [FS it AR1-3 |3 St AR 1 -3 i i st BB 03| EHBR SER&K2-3

X1 967 /L7 L — h~DOFE ]

3.1.4.3 &R pk 2 51

TR 3&MA2 Tz LT BAITHBRANT & 7T,

1) Bkt oo S OD JIEME O#FE X, /87 5% RhE E7 LD RIAEC

SRR EN TV AHEEICHE S,

2) BEME R R O A 173 Tt T D P EXT FRIRCE AR OB X, AFRN

<40%ThH D,

3) & TOXPRIE KL N TORBRITIZBW T, EFEROEUERFZE (N=3) SD
N <20%TH D,

3.1.4.4 A

R et BRI et - 2 AE A 3R D3 < 50% D56 2 filTME . Rtk B k3 2 4=
FF2R03> 50% D6 2 RPN & HIET 5,

3.1.5 s =

AHBRHEECE, A< LU TOFHERLET 5,
1) BB E SR e OB BT
2) Bk 5t
3) kbRl 2 frE T 5 HEHR
(f] - EFREEIR O TR, BUEREES 4, BER S, M4 7 L)
4) xR & 3 5 B5R
(f5] - xtRRIEA . AT, BEH 570 L)
5) BB OB A~D WA HiE WE L7581, T0HEEZET)
(5] - BRENE B XA, MBI 5iE, WE kR &)
6) kBRI DR BT 1k
(5] = L7 &)
7) [l L 7= RhE &5 /L
8) aklk 7 1k
9) akBR G R
10) fif B D FEAM & 5 52
11) &% ik

3.2 in vivo 2§ — IR ME AR B
3.21 B

AT, RERSEE BT OMENRTFET D008 9 &R
T 5 invivoiRBR TH 5,

3.2.2 FR D K
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AR BRI K O I 2 VTR L7238 2. 1 ey
720 Y I MLAE G, WEHOMEEREXEIZEBAM L, L BET S
(6.2IHZM) , 2B, 3ILOEMEHWZRBROKGENED LWEAIL, &
HIZ3PLZ BN L CRBRZ FEHiT 5,

3.2.3 iBRig DR L
L3I, 277 L., R OFELZ > Tix, s GREE k%
Mz 722y) T, RERIGHEL & Rt CHRIEZITo T2 b DO 2R IRIK LT 5,

3.2.4 Rk
3.2.4.1 ABEw
R CHREN 2kg L EO T YXEF 6 V0 (LHE3VL, 2988 #fEHT 5, @
i S ORI R ICHIE Ly, SRBROFHE A FIRe e K E 2 A T 28 2 Hw
% (6.7HZE) ., AT 1 EBL L, Bk 5,
BT E TIZHHOEEAD CUIRD) | B ROEEBENES IR
REIZT % (6.8THZM) |
3.2.42 B 5 &
AR R O REOF Gk aEix, JRAlE LT L EGXEYS720 0.5mL &7
2o
3.2.4.3 & 5 R K O - W ]
WAL D85 % 1 R1T 5,
3.2.4.4 F& HENL
Wil a B, EAE 4 XIS T RBRIE G OS2 e 2 KIS #%
42 (F:XM22R) , HE5HEEITIXKEICIOZX05mLE L, Zhz 1
DOAKEAT (V> M) 0L (25em ) IZLARAFEETT—F T 2T %,
FOLEERVZF LT 4 VL7 ETEW, EHET D,
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SEAA
AR I 15 - *f IRk 5 - R AL
it W 5 - AL AR I 45 - F L
A

B2 BRE— Ui R () O L
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F1 KB (W) BSOFESAT Y 25 A (1SO 10993-10, 6 In Vivo irritation
tests)
FLBE K OV B D T k. S
ALBEZ2 L 0
IR 2R (FRRR PR L) 1
R 2 AL BT 2
3
4

R R B 0D KL B
EEEAAIEE (B — MR | ALBEOREEAT T 2 05T A i DT RK
[ 4 5]

IR DI Ak
TR L
FEHL %V@@@( 2k MR L~L)
BREE 7R vl (MRl K 0 03 B LSRR AT RE 72 L L)
R OFE (K 1 mm D)
EEREE (L mm L Lok & X< BRI A B X TCIRN D) 4
[l 4 ]
CRLBE « i FZ2 S O D & 5 B D S5 i sl 8 ]

w NN - O

BEEAMICR NI MOAEEN bRELTRET D Z &,

3.2.4.5 %3
&QL%’&E@R%%ﬁﬁﬁé Pe btk 24 R B ISRt 2 =L, T
iz s (6.9HSM) . RikfilbkE 101 REftg, 242 FEfH
%, 482 RFfZ KON 7222 REEIZR I DOREEZBIZZ L, £ 1] %ofﬁ
~£ﬁ#é REEAT R Z 72 R B DR ZENRD b= BA . R
ﬁxﬁfL PENIE R ME N AR5 722, LEIZSCT 14 H é‘:ﬁxiﬁb\ i [
THIEWMEZIEET 5,
REIX, #5HKOBEKTHICHEL, T 5,
3.2.4.6 FTAfh
BIEFER L 0 R E 2 9 5, B 20X, fx o8Iz B TREBIR LD
RIFRIE T IC, 24+2, 482 LN T2H2 R D 2 BE G DFESE A 3 T % 4
L. &EEE 6 (3 WA x 2 SBRIE T3 B 5-5007) ThrL T, RO
WL — IR R SR D B, A s UBRIEEE M Ot B E D 2 — ORI R S &
RKODHT-D, FEEILOEY O S E AL, 3 THRT, RBRIEHEEDO - —K
IR B Sk BRI AR D 22— UORI R A & 22 L B C—WORIFs S (P %
RKDD, RIS AE R 2 ICHET 5 —RENKIESR 72 LHig L, i
CI B 7 3 s EICREE T 5,

%} vy
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*2 —WREIEE T FY

15 K ANy A=)
0~0. 4 A Cx DR
0.5~1.9 E2Z)
2.0~4.9 HRR
5.0~8.0 LW

3.2.5 R iEE
RS EICIE, DR ELUTORBEELTRT S,
1) FRBR IS p B S VIR BR B AT
2) BB St
3) MRkl 2 ET D> EHR
(B - =R DA PR, BOERTEEE L, BERG. FMEA R E)
4) XFPRIRZ ¥ ES 5 B
(f5i] - xRERA . ANFoE, BER S22 )
5) sk BRIE O R BT 1k
6) R EN ) DFE L R, £, Wim, PR, EBAE
7) B 5k
8) s A (6.10 /M)
= MEH 2 OO R RE KIGFESR GER A2 7)
9) At KD FEAM & B2
10) 25 3Lk

4. BABOSTBR

4.1 HHY
AFABR IR 2 BN G- L RITEE O A I 2 R85 2 723D @ in vivo 5AER
Th D,

4.2 TR D YLK
FBRAUEE DS & BB R IR M O 2 VTl L7z, 3B v
PEOEEIZEANREG L, RGO K 51% 722 REfE £ THIZ LT, flK
PEDORMEL T2 (6.2THZM) . ok, 3EOEY 2 MW IZFER O KIS )3
O LWEEIE, 623 EAEML Tz I 1 5,

4.3 FIBRIE O 7R HL
BA3IHITHED, 7272 L., MBI OFABIZ OV TIE, Mg Fm GREREK
BhE iz pvy) T, BB & RS CERIEEZ T b O 2Rk & T
50

4.4 RER1E
4.4.1 REBREMWY
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RAEIRED L WVHFLTHREN 2kg L EO T X3 LT 5, #EHlm&L
OPEIZRRICHE Ly, RBROFHEA ATRe R K E &2 AT 28 a2 W\ %
(6.7THZM) . fEAAT1EMU L, Bk 5,
BHERTE TIZEHOELAND (UIHIY) | B ROKRGEBENES IR
REIZT % (6.8THZM) .
4.4.2 ¥ 5k &
BRI L O I O G s, Al LTL 74720 02mL &7 %,
4.4.3 F 5k K OV 51
WH NG % 1 ELT 9,
4.4.4 55840
FAEZ TS, WA 20 # A (FA010 » AT) 12 2 FEEOREETH b =45
ARERIE L OB XTI Z & 5 7 T 2% 535 (B M3SH) |
4.4.5 Bz
RN ONTEGEANIEEORELZBLET 5, 2>V THR 5 EZIE
G145 2412, 4812 K TRT72+2 WefIC ., BEEIRAT D NS IR EE % |
21> THILE -G8k T 5, REIT, BEHEHLOBEKETHICHE L, ik
T 5,
55 AANVOENEFIIRELFZET L ENH D,
4.4.6 FEAH
BIEAER L0 FME 2 9 5, Bz 0E, 2 o8z B TR L O
RIRRIK Z 1T, 242, 482 IR T2E2 B D 5 B 5 DFES A a2 T &4
FHL. &6t % 15 (3Wm x b BRIk S I Bk ¢ 5350 467) CThRL T, f&@5]
YOS ERD D, FRBRIGEE R O IRIGREDO LY SR D2, KBt
LD EW D s a Git L, 3 Thrd . RBRIK D AT AT, SEBRIERE D
I FEAR A0 & % PRI RE O LT R 2 22 LI W TRD 5, BRBR IR O B KA
SN LOLLF CThIVUERER O BERFEN M- Sz GgERE) L35,
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SRR

A B R o A B R o
AR TR xR

T BB A5 BRI A A e R
e itk il HH oD ey itk il HH oD
AR TR xt HR

ARl

X 3 BABOGEER (B1) 4555801

4.5 Rbr s E
325HBMTHZ L,

5. HBRBIPEER

51 M
ARERIT, v XORICHBRIEEZ RIRT 25 2 LI X o TIRMMIC KT T HE
R A0 DHE D TH D,

5.2 # Bk DAY
AERFUEL D O AR A O 2 Wit L7 B s, 2
SPED 7 FIZAIR L, AiRE 2 RIR% 7222 REf & CHlZ2 L, IRMHk~
DOFBEIMT 2 (6.2THSM) , AR 722 B ISR DRE N D 5
NG a . RENAENIERTPENZRE M T 272D, LB CT21H
R Z I VEH CBEMMAZIEET 5 (6.11, 6.12THEM) |

5.3 Bk IK O F L
BLIHITMED, 7o72 L., K OFHEIZ DWW Cid, s GRUEREK
BH2 iz 7evy) ¢, RBRIERFAE & RS CEIEZITo T b 023 IRk & 3
2o

5.4 Bk i5
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5.4.1 IERENY)

1) fEEE T ATIRERIC RE 23 7 < AKE AN 2~3 kgD 7 4 X316 T (1EE3JC, 2iAf#) %
T 5, Bl R OIS E Ly, RBoOFOA TR RIE42 A5 58
WaHW5,

2) fEARTL WL B, Bb T2, AREZRAY v 87 7 TEET 86, BiEE
IR L= A NEBICBETE 5720, BREOUIRITET 75, YIRT 254
E. RBRICEE T 52 HRELL ERTICAT O,

3) WERNZ UV X ORI Z B2 L ik, ABRERR EORFENR2NW L&
T 5, LI AFEICOWTIX, 7 v A bt A T b U o SRRSO R
REBHOTEEZEL REDORWT L 2HERT 5 (6.13HBMR) |

5.4.2 ikBR 51k

1) v FOFHOTRBEEZSI-RY , SR L, 2 ORI AR H ORER
Wz 01mLAIRL., IREZALC TR0 BMZEDOEEDIRIEICT D,

2) fARIZ X, A BRA WA O % BRE & R IS RIR T 5,

3) 1) 2n5 2) DEEZRZ 3L 7V FIZEMT D,

4) [FEEIC, M ORBRIEEZEY 3IEO X0 BIZAR L, tiRICIE,
FE) I O xR & IR 35,

5) AR 1+£0.1.24+2.48+2 KON 7242 B AU v F I o FEHWTHIRZ
8122 L. 1S0 10993-10 DHRIFZE OFESLF T v A7 A (43 1) Xix McDonald-
Shadduck O FEAMFEAE (fF5 2) ICHEWVEEN L, GEek 9 5. SR 7222 RERI & 12 FF
FMEDIRENBO DINT=GE . WEN RMEDIERTHEN 273 5 729012,
MBS L T2l HE B A2 VWi CEIEMM 2 LR35 (6.11, 6.12IH%
)

5.5 B &
B E I, DR LB UTOFREEZTLRT 5,
1) BB E SR e OB BT
2) ik St 1
3) B 2 FrE 5 HH#E
(- B4R, BGERGEEE S, WER T, M4 72 E)
4) Xt 2 W25/, TN ERET L HEE
(Il x4 . AT, WEHF 572 D)
5) sk B ik o> FH BT 1%
6) ABREN) OFE & RAE, K. s, M. ENHAE
7) #RBR T 1k
8) ARG L (6.10 &)
£ lx OBYOIRKISHER GEROZXa7)
il 2 DE OFEFRIL, RIDREBRRIERIC LI T —F 2 IRGT252 &
HEE LW,
9) #i& R DOFEAM & B %2
10) &% Tk
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6. 2EEH
6.1 FIEMERRBR S hE D FEAR M 72 B 2 T

RS OREMERE M 24T 5 B E . T TIXBRE O FEE e & 2 INE
L. RBREOMLEMEIZOWTRET 5, ML HE TE 5072 E®R 72
< RERDS 0 515 CRIEE OF 82 510 C & 2 WG, Bimato s S
5. P invitro R BRO EE 2 E 2 5 HFNEE LV, invitro 55 0 FEhE<CFTE M
NEELWGE, WO TS X0 coRBREmEZ S 2 5,

ISO 10993-10 CiE 2019 4EBITE, FKMERRER & BVEMERBR 2 /0B L. s
B % 1S0 10993-23 & L CET T HEENED LN TWD, & 6 I ERIFK
PERBR TUX. in vitro ERITRMERRBR D 7 ¥ o R B 3 B2 1ISO/TC 194/WG 8
FECTESN, TOFAMENREFES N2 05 Y, Fizeifliis s LTk
STRRA~OERICHT 2 RE A2 ST D,

7272 L., BBES CIX RhE £ /0% H U= in vitro B2 s il 5 8k ¢ 1o v
DFEEDBAHE S I, 7YX %2 72 invivo RER D L 5 IS HIHE 0 7R 55 00 f]
EFETIETE RV, —FH, 5 OORMMEmE (g, ~7 % U, Y-4,

Genapol X-80. SDS) DOHlI4MERER invivo iR TH D 7 X &2 AW =R — &k
AR K VN BOSER, B hXy F7 2 R RO'RhEE7 /L&l in
vitro BRI TRAES N7 HmERH 0 . KB & b W BRI R &
HECHElE SN 7-FER,. RhE 7 /b % U7z in vitro 528 ferE s BR A3 0 5Bk 14
I LIRBEORMEDE LHEMEEHETED ZERNRENTND D, Z Ok
EnB, RhEET V% Rz in vitro B & RIITPERER TR & HIE S iz Bkl
ONTIE, BB A B ICEET O LBEIX R NEEZHND, — 5. RhE®
TV % Tz in vitro BB RITEPERER THIE & HIE S BRIRIC oW TR, in
vivo iR 2 SEhi L, A0 OEREZAFTT LI EOEMEELLND,

6.2 FBRIK D FH

in vivo iBR &2 Efi T 5 BA . RBRIE O pH ATREEVE IR T A U PE (pH=2
XI1E=11.5) ZaRTHAIERER 2 I L2V, LEIZIG U CA B A i m ik
(FRMEIR) 12 DWW Tk, TR pH 2 /8 L CRték7 %,

BB E B RE DR 70 ERREMER Y & L CTHIIIRICE EN DG 61 H
Do ZOX D i OMRBIEE (IR CRORL O f 1) 133 5-83 O iR
ELTHETHS, REMEEYOMBEERRIBIC LV EWNICRIEZ4 U % AletE
MNTHEND5GE. REMEEYNTEX DR AVIAE 20 I 5 2 5k HE
‘"Ind,

6.3 RhE £ /L
OECD N0.439 THb 24 E ORI I > W THREES L7z RNEET /L L L
C. EpiDerm™ SIT (EPI-200), SkinEthic™RHE, LabCyte EPI-MODEL 24 SIT,
EpiSkin™ (SM), epiCS® & O} Skint® i ST\ b, Zd9H b,
EpiDerm™SIT & SkinEthic™RHE (X 1SO TC194 WG8 Tl /=7 V> Ru b
YT A Mo T, EEESE O IR ORI ~O A SR STV
%, ZOMMD RhE ET /IZHOWTIE, EFRHER O Al LK ORI MRz >\ T
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OB R RN 72 SN BITHE T 5 2 L 2 #5359 %,

6.4 (51 FRAT R

Bkt BRAS B & LT, Y-4 (Genapol X-080 % 10 /X—Y & 495 PVC XL v
N DD, Y-4 ORITEVERBR G A& U CoMEREIX. EsMFZERR &
JL[ECHEM L7z PR FHI B W TEIES L, £ O FELNE - S 1SO /TC 194
WG 8 Tiro7=7 v Fe B vRBRICK WV RIES TV 5D, — A AR,
it v X —RIIEET (B 1 iR ER 4.6 HB M) O AFHEET
»H5D,

WHT Uy Ro B URBRICB W T, Y-4 O ORI IR ITIEE A XD
RhE ET WMIZEBW TR R KIGE R LTz, 72720, TOMOET VLI L
TN 7 —HENE W E B 2 BDd EpiDerm™SIT (EPI1-200) % F v 7= 3 Bk Cli,
kI HRR Lzl 4k (0.2 g/mL, 37°C, 72 R§fH]) 12 X 0 FERBE s il H ik & 38
2 LAEAFRD 40% 2 - A D ER AR S iz, T ORBUCHEZ T, Y-4 O3
MRS R 2 W T3 BR A AT 9 568134 RhE E7 VOFMELZEE L T, &
B CE U e kb 2R E L, TORIEME MR Lz ETRBRICHT 52 L &
HELES 2,

6.5 OD I &

AV Tax ) — IR 200 ul 2 96 V= LS L— R DK T = VI ANLD, 1
BRICOEHET 2T 2T, FRNEET LD~ =aTIWIHEHIZ L, 77
Y7 LELTA YT aN ) — %200 Ans (BLER X1 28) , 570 nm T
RN~ DOO0DEZRET S, LEIDS U CHREREZRE L TELSIKGA
LD,

6.6 E1FR D H H i
TIUIMEELTO T VDT T ONEMEERD D, BRIKOW M
7T IEEB Wb OEKBIEOMEME T 5, BESROAFRITII D
VOB ROBEEO AR E 3 TR L, BB OBIEHE TS ZRD, =
NEAGFFL00% E T 5, SREOEFFRIT (BBRIKORIEMFEE*/ fai k|
OPEM ) x 100 DX THHTE S, * N=3 DR O HH L2 FE

6.7 Bl

RBRICHEHT 20X LTiE, BAAAHE, ==2—Y—J FAAFER Y
MIH SN D, ARG L O ERTEERER L, W bR EZ W
HDT, HEOKRENRBEROFMICKREREEL 525, bbb, UH
FITHEOAEBBHSGE LTAT A 7 ANRHY, WbpbT AT RAX
Y ERREN D RGN ER A I IRIE L7z REE o B i3 E & L Qi & 7
WV RERICIE, ATV A AR TE LRI (RA—22%0) 1THDHHE)
MEBRINT HVLERD D,

6.8 B D FA] D
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ISO 10993-10 Ti, # 5D 18~4 FFERNIZEXN D T 5 L HOBHE SN TV
D3, ZAUTE GREICEX Y ORBENEZ S TV RWI L, BEOMONBIERICE
LW Z &, SOV EIMEMOB S S A2 ML EIZEDOZRVIREEIC L
Wz kR FEHMELEEbDEEZLND, LRS- T, ERREMIDREED
D EBNHLNRGEIZIE, BNV ORREERET LI ELAETHD, 72
B, EEOEN ERERTE CWAEAICIE, HEZ )V —22FHLTYH
NN

6.9 kR ik 0D 4% fis i ]
2T, EEICRBT D —RHMMEE R T 5 FikE R LT, £0H, R’
BRI O PRl R AR HE A 24 BERT & U722y, MiXEREIS O BMMIEIc L v &
HI5ZEHAETH D (1SO 10993-10 M) , F 7= Yk R N FIRICEH
WCKEHBH SN D561, RERMERRICBNTH, KERGIZEDE
BT 20 ERH D,

6.10 B D5 H L OBLEEH T H ORI E &K OSBRI & 5500 551
ARBRR S BRI REFENOEE L OBZEE T B OB ECRBR IR &
HENE D EE AR LTz, £ O HAJIE 1S0-10993-10:2010 IZFfn &€ 25 2 & T
BV, BHEHEROBEET HOMBEEOWE, RERE R G500 FERY
OB S E~OBIZHT 5 H O T,

6.11 HR I D FEAG F v
1SO 10993-10 DHRIFE DR AT & (3£ 1) TT AKX U R T B3t S 7=ir
Rk, BEMEGERIGS E B 2 b TV 5D,

6.12 FREREN W) O 1@ Ak
SO 10993-10 (1%, FEFITTRVAR OIS, it ST LIRYED W, & 2
FELWABREES RO 28I, BEHICLEEIED L) ICiilshTnas,
S bz, AIR% 24 FERELINIZIEIE O 8eE s B 5 2u 72 osed S SO TE 2 XA IR
B, &5 WILRIRE 48 FERILINICIEIE O U5 D L & 72 WRE IR AE 23 B 5 4 5
L LRI SED LRI N TV D, IRFGBRICE WL T, HEIZHE LT
SRR K ORI 2 R LT b K,

6.13 7 /LA L&A > b U U LEKO SR

INFLeAL S RNI UL (BR) WRE2 VY FRICEELGBL faxrT 5
TLIIBITAZEREE LWV LI~ 2% T A LA T N T AR AR TRIED Sy
WL N FRICEE SRS E 7oA LA T B U T LAOENAEL
YPett ST ZTRAIT 5 2 ERREETH L, 7v A LA F MY U ARKT
Y FXIREGEET LA, FTUVFRICABRAEREZ SIRL 7 vA LA
T hY U AR EIRBHO FRICERY , EXIE TIREZ S -k 535, il
Rig 25 CHPAC AR E 2 RET 5 BHETZLVFLEAL VT MY U ARK
ZRIBLEETHHEE5IL 2% 7 VA LA U N U U ARRZ A AR T 5~
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0 FICHIERT DL LW ek, ZoHAE, Rl dLrEeS T Y
U LRI E AR S T, ARBEMRRA LN &

TNF LA T MY U ARETRBEK R EEHOCCEET D L, Uon
SERLENRICASTZTZDDEIC LD E RPN I BEIND, 20D
XA RRBICEA L TofbRwy, 7L, ffkeiki L,

6.14 = X% 7 b L2 XOHREHRER
A ZY L ADEYTFRZ AR E LT U F 2 v 5 IREE TR
MER SN D, IREHRBRIL, @% “1SO 9394:2012, Ophthalmic optics - Contact
lenses and contact lens care products - Determination of biocompatibility by ocular
study with rabbit eyes”(Z4¢ > TH i 41, R~ OREL | WIRAY & OV BLHH
MTHIBEM R S LIS D 2 e h, GeRBE a2 7 by
T, IREHFBRA E M S LTV DA, Al & 2 IR 2 92 i
T OMEIT IR,
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DIGEBREE U, RBRGUEHT X 2 AR~ O FE D GEA fTHE & 72 o 72 BefE T
WZHR ATV, Bl 2 T 5, SBREREI 2 &N E N5 EBE SIS HIM &
BB OBRIZOWTIIRILE R L TELETHMLERDH D,

6.6 Mt 2 B B ER O R EBREN Y L O
e S Em R TR - MR FRELZITOHEITIE. Ty FEHWD &
v, —fRAICIRE 150~300 g OB L S D, F72 5 HICR Lo K E#H
2L 52 mERBROEHEAFE SN TV D56, A HEo L &b
HTITHOZENAEREEZ BN D,

6.7 &G IR L& 5 &
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5T SIS OIZHESE . 7 v MBI D& G &E%Z 20mL/kg & L7z,
—J7. BB IS B WO TR G O e K Gl &1 40 mL/kg TH 5, &5
R, WERBZRET 256103, YEEREGOBK TOMMEZEZE L, %
BMEOHLITGEREELHREL, RWLZHAT LI LNEETH D,

6.8 5 G- I fH] Mo OV 22 1 FH)
B 5ROV 2R T, Y EEHROIR COMHRKEM 2B E L TEE L,
ORI E FLHE T D,

6.9 FX Bk IE O

AEBRR IR 2 MR & L TR 2 T S R RBREEE S AR U SR Ze
KGFMEDR Y = — DA, RBIEO pH BNBEICHELS 28 H b, 20k
IRBAEIIE, VEOT ALY BER L TCHRT S, U e A A 2
HIAEIZ WS 2 EOInnEZ b 5D,

BB E B RE O 70 ERREMERY & L CTHNRICE EN 2560 H 5,
ZO XD R OEREBIE (BRE MR OFE) IR GRTOME L LT
HETH D, 2HEERBROEGREENPFHIRNOGEIIE, REERY N TE 5
RO ANVDIRERNE S i FER RSN D, — ., /=T VT A0EEN
% [EEM R OB A0 A R O U8 138 72 508 K (ISO/TR 10993-22 217

6.10 MM & MEREAT & o OF R
MAEWNICHE BT D RSSO 25 BB Tk, B AL I 9B e & &
&L Ty EE R O miEESEFM AT 2235, PlZIXEHIRAT > o
M CIER, T R EREY E L THW, #BRYE A EBIIRICEE LT, ek
VIR D 25 FEVERTM 2 FEhE 4 2 & [RIRFIC, ARA isas o B R 2 M 2 © it e
U R %R LU IMEE ARl 21T 9 Z E DB ARE L 72 D,

6.11 ISO 10993-11:2017 IZ BN SN 7- B EHEHR

6.11.1 B Jp5 BRAE Ak = o AT
4 B EMERER TII A S s 2 MR R AR R LT AR e EEE
S ZAT O OMNFEARATH D, 1SO 10993-11:2017 Annex F (B E1HH) (2132 H i
AR LI 1R2IZHE L, ZORKEBRICETE D H o GHICE OFTE O
ke 2 B AT 3 2 BeBERI 22 i B AR PR B DR EDN 2 SN TWD, 7272 L,
Z O FEITFMEOW R S 7 CRMEE R EMf SN0 Lo I8k
PMEOHR TE TV D EFEESOR2T BIEL BT 285672 L, BREMIZIEH

TREFELEEZLND,

6.11.2 " H & GRS K D MEE HE Mk R
AT O AMERHFEERBIIR Le L o2, Wk & It 2 FEE O B it Chh
HafU L= HE, TRENER28WIEEG L TT I i — R TH 5, K
A B A TIPS 28 m R 2 . 2 O RS T4 2 L2k 2 Ko
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TUWZRWAY, 1SO 10993-11:2017 @ Annex H (& 1E#H) TIXE — B WdEiR
BT E IR B G- 2 FERR A B REE N B G- 247 0 BRBRIE R B L <sBnE 7z, #%
BB D> b Ot FER MR AL R OB A BFHM A FTRBIC 72 b 70 & HE &
HDAY v FEEZE L TISO/TC 194/WG 7 DR NG b=, BIRIZ—# o
AR IZIR O N FEIZE F > TV D, WO THEIMT DiERIL. FFlE % fET
LEMRT — 220G 0 L, AT 2 ENRFETH D,

7. FEEHEFE 030155 20 56 DE R AL

ISO 10993-11:2017 L OFAFNEZHZE L, & LT FOMIEEZIT> 7=,

1) atkdEE» S BEEE E oLy HEERRERICH TV . Biteilis & OflE
FHERLT,

2) 184 By B R BR ISV D HESS B Sk & R T LT,

3) Hig M2 E mIERBRICB T 2B - MAEBTEE Z24&GT Lz,

4) 1SO 10993-11: 2017\ B S N7- 2B fEHR & BRE LT,

LRzl 2 mERo EZiifast X OSBERS RS, FREAPHIC

oltEZEZ2obN5,

8. Bl CHk

1) USP General Chapters: <88> Biological Reactivity Tests, In vivo - Systemic Injection
Test

2) ASTM Standard F 750-87 (Reapproved 2012): Standard Practice for Evaluating
Material Extracts by Systemic Injection in the Mouse

3) Diehl, K.-H., Hull, R., Morton, D., Pfister, R., Rabemampianina, Y., Smith, D., Vidal,
J.-M., van de Vorstenbosch C.: A Good Practice Guide to the Administration of
Substances and Removal of Blood, Including Routes and Volumes. J. Appl. Toxicol. 21,
15-23(2001)

4) Office of Laboratory Animal Welfare, National Institutes of Health: Institutional
Animal Care and Use Committee Guidebook 2nd Edition, pp. 103 (2002)

5) ISO 10993-2: 2006, Biological evaluation of medical devices —Part 2: Animal welfare
requirements

6) Derelanko, M.J., Hollinger, M.A.: CRC Handbook of Toxicology. CRC Press, New
York, pp. 78 (1995)
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o5 THES FEAMEWE AR

1. 6

AR O B, EREESR UIEM RIS FEET 2R EWEME (o R hdv
MOFET L R OMERBWMEYE) OFELH~5Z LICH 5 (5.1.5.2HSM]),
=L, ag—rFr, BIF ., TATFUBER EORKHKME LR SN D
ERE R DA ITIX MBHCHE R T2 R R U IBROTREENH D Z & D,
HEMEYERBRO —BRE LT R BB ERL T, T NSV U ES
HETDHZENREE L,

ISO 10993 ¥ U — X T, FEWEYE R BRIL Part 11: Systemic toxicity (25 F i1,
KEF TS (USP)., BRINERR ) (EP) K OVH AIKF 5 (IP) D3 B MM E Bk & HE Lt
LTW%, ZNHDORBRIEIX, AV A X A LRBREEMICIZERSE L E20N05
ZEMB, 1S010993-11 & 2 WA EFE /) 5 1290 » TEM S 7o ilBRsE R FE T
LA, O TARRBZ FEh T 2 ML EIT 720,

2. ARk
21 B+ EWIE R AR/ T —aRBE  4.04 BEWEMERBRE
22+ ERER AR —EBRE 401 =2 F b UoiBRE
2.3JISK 8008:1992 43 =T K h&F v aklR
2.4 1SO 10993-11:2017, Biological evaluation of medical devices — Part 11: Tests for
systemic toxicity

3. HEMEMERR
3.1 HMW
AR, RBREUE (RS SUIRA B 2SR L7z sk (LA TRk
w1 D) i, FMEHCHKET 22 RSV U ROET S B o o M3
BMEMENGFE LW L2 BT 57-00RBTHL (5.3HSH) |

3.2 R 0D B
RERBEI O B AER (B)R) 2 AW THI LBk % | IP O EVEM'E
FBRICHEML L T, 3L U FITEHIRIES L, ERIE 2R % 3RFFHAE L, 1
WERTOMIR & OIZ LY | BEMWE OFIEZRHET 5,

3.3 BRIk DI
3.3.1 il H v it

iz, ARAER (BR) 2H0n5,
3.3.2 fl R EE &SRB R o

FHIE LT, M1 oBEIE b LT 5,

3.3.3 flH &t
185k 2 1R LT B - IR tb o s & | ) e 5otk 28 A T4 % (5.4
HEM)
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3.3.4 FRERIE O Bl
HH#%, BEHIC=EE 5CLLFichbend ) cwmild s, R\ T, B
DN & MEE B O F U 7o A A aw (D | 8k 3 ICfEVy, 25°CHiif: T
R L. 2 ERBRIK & LT 24 R LINIC R BVEM E AR BR 2 FhE 3 5., 728,
B A T 2 EANC, R Z B ERAET 52 ENEE LW (B HEM),

3.4 BEVEMERERIE (5.6 THBHR)
3.3 THH LZRBREEHW T, BHEkiE AR « BEWVEY B AR
ICHERLL T, RBRAFEMT 5 (5.1, 5.7THSM) |
3.4.1 RrEMY (5.8 T HZM)
{AHE 1.5kg DL EOfEEZ 73T, 1EBU LB, KEOHD % Ll
o= 3LERBREM &+ 5, v RIRENr—IC AN, BESERVWED
T D72 W BREE CRE T 5, RBRAT 48 BRI LL LR O3 ER T3 2 20~27C
DOHFPHN T TR, WO TREBICH NS 79 X1, ilBrat 1~3 BN
ISR 2B SEE2 S BRBR 2TV, RBRICHLS® 5, 7Y X2
THEAITIE, 48R DL IR S5, 7272 L, BREWEWE G & HE ST
REZBRG SN T X UTLIANCRBRRE & el 2 PR E % & el &2
Feh- S R EMEH LA,
342 HE KL OEE (5.9HESM)
T EEEHE, JEREE 0. 0°CULN O E G RIRE SUTRIRHEEE 2 v b, R
BRI WD T A48 B s, ESE., EHE2 8% H 50T 250C T 30
SrRLL EMEVL T, BEVEME R ET 5, BEWEME R RSN R
RSN EZHNTH L,
3.43 hH k& (5.10 HE M)
JFATE LT, RBREMWIRE 1 kg 2472 0 iBRiE 10 mL 2 & 54 5,
3.4.4 R BrF 1L (B1LTHBM)
RBRIX, FBEELFURROEFET, FIEO 2 WEREE TIT 5, SEHIR R
TEHVE ORERIRT 2 S BRIE T £ TH 22, BBV, BH), FRREL
B ENHREL R EMEEAICEET 5, WIEIE. BRGSO X AR E
SE B ORI L4 2 EEPIIC 60~90 mm OFEIPFHAN T—EDE S I A L THIE
T 5, ABRIIES O 40 pai LS £ TOMIC, 300 DMEE & - T 2=l
BL, 20O FHEZRIRIRE T 5, 25 2 BIOERIRREMORIZ 0.2°C
BEHBZDENDDEY., I BIKIEL 39.8°CEB 2 28I L,
AREBRIE X 372 CITIIE L, RBEW O B IRICEKRICERN T 5, 72720 1
VE~DEFHT 10 pUINIZTE T S8 5, KRZRRBIRICIL, BREEWE 2 & %
RWHET MY T AZIIZ TEREE LTH LW, Mm% 3 BRI E T, 30 45LL
WO THRIEZIET 5, SRR REEE L OEZIKE LRE LT,
RIEDKRAR L VIR T LSS, RIBEEHEZ 0CET 5,
3.45 & (5.12 HSH)
3EORBREY 2 AV CREEZ TV, 3IEDRIE LR EDOAFHZ X v et
Do 1272 L. BRI L 0 RBREM A 3VLHENAL CIBINT 5, #1H O 3PEDIK
B EFEOAFHN L3ICLL T O & REEVEY B ZME, 25CLL ED & X RBEEY
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Bttt 35, KB EFEOAEFHN 13CLE 25CORICHD &, 3ILIZLD
RER A BN 5, 56 IEOKRIE EFEDEEFHN 3.0°CLL T D & &AM L E
P, 42CLL LD & X REMEWEGIE L 35, 6 TEOKIE EHEOAFH 3.0C
EA2COMICH D L&, EHIC3ILICErRBrEZENT 5, F 9 IEOKRIE L
FAEOEEN 5.0°CANM D & X HEMEMERRME, 5.0CLL L & & RBEVEYE
P45, BEMEWERMED L& RBRRBHIRAMEYERRIE ST D,
H’i‘«% 2. (1)~(4) DV IO EMETHEIHABRIEI SV TR & HE S
Al ERSUOKG T, @O R A L VAR L 72k e T, =
yF%%VVﬁﬁ%?%t~bﬁﬁ%ﬁmkﬁ%(%JBK&mms)%%m
L, = FrFT oL HERT S (4, 5.4, 513, 5.14HZH) ., 21 H
DOFERERAE L CTRAEWE OB KEELRT 5,

3.5 AbrEH
ARBRH AR, PR ELUTOREEZLHT D,
1) BB E SR e OB B AT
2) ik St
3) ABREEE (BB SUTFEM R 2R ET 5 HEHE
(] - EREER 04 PR, MEREEE A, REFR T, FME4 R L)
4) R BRI O BT 1%
5) sk 7 1k
6) BRI R
F o EE DL OKIRME
7) &S OFAM K OV %2
8) &35 3Lk

4. = R hF ok (5.13THBMR)
FIRHEDERME (B : FF >, T Yo T L, XTI F 2, TAX B
W, ag—rr  BI7F0) X, FEMENCHERT D= K b 580 T REME A
BETERNZ EnD, RIBTF., ATREZR DHEEIE & 5 Iokm F CHRF A%
1To T L, = R URREN T A — FREICKD R b
Fyrodbr (BHERERAEFR T PR B L JISK80084.3) %#3
fEid % (3.4.5, 5.4, 513, 5.14THZM) |,

5. B&EH

5.1 FEVWEWE O 4358 L ARIRFAE - REEE T
%ﬁi% i LM A e REWEE RT U R hF vt 2ofioI > K
X UMEREEMEICRBI SN D, S HICEEIT. ALTFWEL *Héﬂ‘é Material-
mediated pyrogen & = R F & 2 U 2R BFEOBMAEWH R IZHEIND,
U Y X & AV RER Tk, ERAIC e ToRRAEYE ®ﬁf®ﬁﬁ%£ﬁfﬁé
D, = FEF U RBRIC K VBRI CE 2 REWEDEIZ= FEXF DA TH
B, 122U, EEEI U OMBHIIRAEMIBEYRNE L D546, @, 77 L@
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PERIE DA OBAETER S RRFIZE Z 52720, =2 R X B BRoOE RO
ZOMOFRAEM KL DIRADF W AZHEET 5 Z LILFRETH 5,

BENVEME L, TOERAKENS, 1) VA M43y NT—7 &N L TR
A2 EET O WE. 2) RIEMEICE ST 2 HPRMRRICEZEENT 2WE. (3)
B ki) U i b ORI AL (4) Eofth, EREF ORI eWmEIC KBS,
i/%%#//%ibbkbﬁ%@%i%&“iﬂ)L&é¢5%@ﬁ¢ HTH

o — . ALFEWE T H 5 Material-mediated pyrogen I3 (2) ~(4) (ZFH 24 3 5 FEEL
i% T CTHhDH (5.THEHBM)

Y X E AW TR EREBRIEL, oI R bR v olilEEA/K
ELT, b MEDOKISHBEMEZ RN LB INT-RBIETH S, HIBEBMIZE
T B RIEFAEIEE O IEIL, ZOZL N U FEH W ARARBRIEO FHIC XV IT
b TWa, RIEFAESIZ. RBRMBIHO L Z ALV, HE T, THAL UK
JEREDOR 592 b D TH Y | R FE ORI FE R BRI I 1T 5 FRE /
TV (AT RLFUY, Eab=y) 07 8Fval e EOMRIGEDE
DIERICE > TiIThbhTWad EEX BN TWVWD,

Toll-like receptor (TLR) family I8 A4 ¥ G 12t 3 5 18 3= O A1 % 52 % il
T HEERHEERE Y THY , i, BBEO XS RINTREICHET 2 S~
7m 77— OX ) RGN E M ESERIZEB L TWD, ARNICBIT =
YRRV O—RIENIZY/ e 7y —UTHY, MR EINTo R b
1% LBP (LPS Binding Protein) &% 1N CD14 %y - L A K Z L L. TLR4/MD-
2N L CRAZIZILD & Lintix AEBEE 288+ 5, £< O TLRIZHAT
BAREZEK L CHEREZ B+ 52, TLR2 1% TLR1 XX TLR6 & ~7 1 &K%
T 22 ik, 7T ABERE OIS RIET D U R & A a il
EDORERK AL CTh D U REAE R EEBRT 5, TOM, U A NVAHKD KK
RNA, HHE#E & ORI E DNA 1ZZ 24 TLR3, TLR5 XN TLR9 # /" L TAEY
EMEERBET L ZENMbEN TS, TLR7 KO TLR8 XA P Y A v A5 +12
KT HBFMEEZR O ENMONTWND D, EMEEOMIREENK > Th 5
FRZVBDALTLR2 7 F=A M LTERT2 B2 0N TV, TF, 1
BLI_TFRIY 0% TLR2 20 S TSR Z RBEBLT 5 2 L 3 ld S,
NOD1° NOD2 2 E D Z DO EHE DG PN REINTND 39, ZhbOH
K23 TLRICERH#R SN D &, Y %) —F (IL-1-R-associated kinase, IRAK)
DIEMEIE=R° NF-x-B B2 5 [H 1 DiEMHAL 72 £, — DO 7 F NV R — RERKT,
IL-1B8, TNFa, IL-6 72 EDORIEMES A MU AV OFEANFEIND, ZbOH
A MHA X COX-2 DFBLAZS LT, KIRFAFHICHE G T2 REEN R AT 4 =—
H—LBZHITWD PGE, A ARET 5 Z LI K VW BEBVER 25557 5, %
PERRBOBE X TN ENEZR D8, TLR family IZF8ik S5 2 b OFE KRSy
WIS RBEWMEWE & D,

5.2 ISO/TC 194/WG 16 D% & HiiH in vitro FEWEY) & i Br ik
FEMEYE BRI O W TEBNZ g T 5 728, 2007 412 ISO/TC 194/WG 16 23
Brax éﬂﬁoEWH%\BON%&M&i@iLk%ELT\%ﬁ@%gﬁﬁﬂ
FHACTEDEFEORHMAREE MR LT 7=V L EAR— Rl D50
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HTETHD,

7 7 =B/ LAR— M, 72 AW ERBIEL O R ¥
T URBIEDIE), v MR ZEH U7 E L in vitro R EVE B AR TE (Human-
cell based pyrogen test, HCPT) (R 3 2 F @ b U S TWD, HCPT X3 —&
v RIS X B O R EWEYE ﬁ%ﬁ@ﬁf’%& L CRF s 7=k T
D, 3=y NIBNTE, EELLPERESRE D ICRIEERPKETLTE
0. BRBRAKEE LTRSS 59, EWNICBIT 2 BiERERE L
TIE, PRk 28 4 JE R 0 20 BH 6 HEE F 2 B 4l Bh & Bl SE SL AR HEE AT 78 3¢
(16ak0101029j2603) 23\ T, AIBAIL RNEHMEI Z A L L7 4 BEIC L 5
FJuryRabvrr A MRERBIN, BEREENSEONTWD,

HCPT IXEE R &2 W 5 E 8295 (direct HCPT) & fEkIAEAR, iR 230k
& L THWDM#EEE (indirect HCPT) IZRBllcvd, b Mlfds LTiX, & M
i (41fn) oI1FHs, THP-1, MM6, MM6-CA8, U937, HL-60 72 & Dk LA %
FIHT 2R TEL YD), WTFROHERD., 1) & MIxT 2 %EBWEL EE: T
WTEDH, (2) =2 B ¥R DANOREWVEME (FITMAEMA ) % Hi A
FE & < R ’?’“%ﬂf%é (3) EHEHEIZBWTIL, EHE e 2 L3 & T,
FEEME ORI ET DHENR, (4) B E A L EORLEN
DT, HCPT XU X 2 W EWEM ERBRIE L = N h v BRI
WS, EBIDHBRIEL LTAATHSL LEDN D,

HCPT IZHB W TIE, HEKL~ 7 17 7 — U7 & OS5 i 2 o Ml ik 12 %
BLLTWD TLR ZIZ U & L AR ST 5B/ EEZ I L TIN5
ETORMEMEREMEINS (5.1HZBHK) , HCPT TiX, D TLR7 2=
A MZkoTEMIbENTZ~ 7 07 7 — U7 EOREINEMINELE T D RIE
P A R A > (IL-1B, IL-6, TNFa 72 &) Z3#E~— 7 —& L TELISAIZLDY
B - EmT 5, HCPT Cld, v~ 7 a7 7y —U R AR INDERER 7 EOfK
B DNERICKETHELFMCE L RMERS L0, TOREE, A A
YRy NI =T BN T 52 BB EEET HWE (Material-mediated
pyrogen) [IERHI SR WHREMEDSIER (T (5.1 THSBM) . F£72 HCPT Tl
MR B 2 KT TWE % & DRSO S 7o /ba s 6 ak 5 A ERR AL 72 & D%
BEZ R CX Z2WIED, BEEIEICHEA TE 2REOKRE SITHIBERH D70 ED
RIBIMEET D,

Y XA O REWEMERBRE, = R hx o URBRIEKR OVHCPT I h
ZTNFRER S 5720, BWIZIE U CHEbl 2Rk 2 8 INT 5 ENEETH S,

5.3 B HEY

ARBRITAEEHRICAND ZEE2HNE LEboTIERL, BRI FES
LHRBMEMEOFEEZRNET HZ A2 EANE LELDOTHD, ME~YFK T AL b
/XTA(Quallty Management System, QMS) (2B T, JEA B O 5% A U8 f,

W 31T D MG YL Xii/b%%//%ib@kbhl%ﬁ > DIAF 2 T
Ty 7 THIERKEILRDL I LITYRTH DN, ZOHEITHV D RBRIEILE R
DD QMS qﬂ%ﬁ%ﬁ%-%@qﬂfiwghé&%%@f&éo

WHBPLERARY v = EDOGE EFITENTIEDH > THIRM SN L5

103



HTE EEWEWER R

B X DB O FHRENE A A7 E C X 97, Material-mediated pyrogen O A7 & &5~ %
ez, U XFERWERBREFE/MTLILERS D,

—FH. ag=Fr BITF TFUBER EORKRAROERSEIL, 2
DEGEBRIZENTT Y R MR G RPBET O, £em 2 F ROk
EURLGTROWED, RETEE T R v BEZMEL TBLER D D,
DX BRBHNZESNT, KRBRODO R X — ANMANTHNT,

ARaBRIE, BB S S E oA BT T 2B TH 5, R
BRAUEE IR D= R R U UBEFEEL TV T H, fHRk 2. (1)~(3) D&fFT
it 2 &0 BEIEERBRTERVW I ENHD BAHB]) |

5.4 il iR

PEFR ORI ORISR 2. o THIHGEEE - BRf) 02 B ()~B) D X H 72
ENOEREBOLMETI TR TWE, ZOEA, =0 F X3 238 T
BWEEHET DY RS CTHD &0 ) MILITTE ST, RERIEHIZFRD B 7= F 2
MWEIX, T2 RhFv v THDHEDOHENRINTEZ, LarL, 5IHX
Bk O EREDOMOBEICEHDH LI, = F Mo UK E LS 5 &
TEENRKDONDZERHY ., TOBRITT S F RV U RBE, MEOIEE I ONZ
RO 3R FITIKAFT 2 Z RS hie, FrIC, [RBEO= R EX2 0 Thi
WA 2. ()~@) DXL D RS FTIED R VIEEN TR 5/ REMENH D Z &M
HoNzEhiz, = R R romiER (O-FuRt) ZUiEd 5 PR 71X
EEITRVINEWEZ RN, = R EF L v 0AEWEEZHE S U B R A3
FRtE R YT V1 UPESRIE R CIERE G KR (U B R A WFHEC X 2 g
LIS FICEEBERT A 7Y v MEGIL Y R XN L O BiEE) %
2T 5, Floxmy R My r OEMEITREE RS CINE - MAL72HGA THIR T
HZEDRMREINTND, 2D, 6k 2. (1)~ (3) IZHE L 7= IR S CTHiH
L7256 MEREICHEET DIEMER I BN D BT 2L 8 0 F 28I &
LR D pH Z#01Eh, = K S HBERoE (@) kv, VER
A DRIRPEZ V1D, =2 B FF U REMEWGSIE, MR ~DI
R BB A A VR B K AR R & ML T X 720, 5l H SR 2 K OV D
oM EIZEONTIEEETIE, BEOLL ZNOHOERGEG LTS H0 L E
bivd, Flexr FEX o0 LALIEMEZ, KT 25°C % 37°C T 24 KR
FETHZLiIcky, TRZEN 40% 1T 80%FEEIR T4 52, 4C T TIEFEESh
HIEMHEZINTWVWD Y, = K S U EICGRITBERAEIC LY ET 5
23, [ALER PRV IR A O KN BRE I LR T 5720, BERMEEZ WD
GAIIOKKFTITOMER S S, BEHLHEEZFA L2 0WGEEIX, = R
VOV L RTEE A EBEB L C, KR F T T 2 RAL TS, KR
FHRE R I B O FEREIC L » TR B3, iR T 8 il 2 B 2 5354 . LALIGE
N A0NFREIR T T A AHEMENH L Z L ICHET LB, kB, = F R 485
@ LALIEPEIX, 5+3°C T 72 R EME%, BT, AT v 7 A IFH—T
10 DRI Z L ICiVmET D 2N RESNTHD Z EE W e
5OMHIZONT S, ZOMANRBHZIZ/R DML H 5,

TV R M OIS oo TE, BasR i ~O IR RIS % Bl 5 72
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D, HI7AMBEEAZNND ZENEE LY (BA3HSBM) . £ L7 Bk
ERFET D563, U7 AREGD, WIFIZE CTACTUTHRRE L, AR
ERFTNZ 0B L CHOBT 2 LERH D, AR THIVUE, Kin T THEE L
M5 ENEE LU,

5.5 i S

T Crx, IR & o 7V RE & OB, T ORI LIRE, WHEL IRE D
(5] B PALER) | WEOIRIR D, (RENEERELETH D, @R THET 55
AT, RIS N B Th . (RAFROIREMK T T2 L EMBENMET L
TARBEEDENER SN TL 2HE508H 5, MHKIZ 20CLL Tz benk o
BELT-%, BEWICZ O R0 7 ) —ORBIIBTVLEND S, Hiiko
BERUIT o7 — 3 U XUXEOMOBEY) 22 FIEIC L VITV, b L, WIREZIC
KO REEOWEPRRO LN LH5HIE, BOL T, ThERET D, REMEYDE
DOREOBT, BREMOAL T T 7 4V E =Tl 0D L35 &
MEFEFLW (=2 XV URFETHHEAE, = XU U E AT T 0o
FEINDAREMELR DL 7-0) , FEEMENTER Gl R ORTF) ICATREZRIR Y
R L, M 24 BBIDINIC, REWEMERBRZ L+ 252 L EED TN D,
B, BEEEIWAE LD RSV U 2HEBRMIE L0 W23k
63570, THXICHKEGET DRNOESTHARST S 2 L 2 HET 5,

B % S 2 VIR ES BT HIRIZEE D DD RIEMEWE 22002 £ 0 B
E LA, AR EE OO0 B K R LFEEHRLT IS ERD D,
RUEH/TA LT T T 4 NV E— 52T 25EITIE, RIS, ZOEH &
LIZAT T T 4N E—DOLRLREWT OIMNERD D,

5.6 %8 ZME M) B SR A
KITA K2 ZNZFEH STV D REWVEW ERBRIE T, IPOFIEICHE LD T
o5, RRBRIEIL, %R T 2 &9 ICHEIERFIZEB W TRBIKR O #5-K &030R
W OFH AR EICE L TETOMEND DB, < O H@E L TWDH o,
BATO USP HH VNI EP O KA BICHEm L TH L (5.8THSM) |

5.7 (bW X B R EEH

e PR AR I B L 7B P L DR BT DWW T OHEEIL, L TE TR
WS, BIZIEL. TSI, FLAOEMPIIEAIE L THOWLIL TV N-7 = =/b-
B-FT7FNT IV KRORT I R—Ibq-F 7 F AT I 0L, WIS U FITH LT
HEWERA DI, REEFOE—27 33 H% 1~2 Bl Th o7zt LT D
W, FEEBICRBREIT—TAVHOITLNHE N-7 == L-B-F 7 F LT IR
SN EMESINTWD, LML, BIETIEINOLDFT 7 F AT I EIHER
IMEEBRETDEWRH DO STV,

KELFLFZEZTZOMOIFEHELE L TROLI R LONH D O, BEhA L
LT END 46-P=Fua-0-7 LY — L BEAF ks LTEbR
TWby=hrr7=x /=) EiE, BIEWY U BEoBiE&izly, m=xLrs
— DV W) & D S TRALIRE 2 RS L, RO GEA S RES TS T
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WARIEN LRI 2, o= b7/ —b m-=bka 7=/ —) p-=huar=x
J =i EIXA A TR, B, R BFR SIS, ZhbIEE
BRAICEREZE T ZENMbN TV, EEAEFRYE oS 2 2o i
ENHEZV UBRLA XOEBRTHRED EHRHEL TS, LSD, E/LE 172
E DR EIL, EEPACRIEN L TRIEREEEL LT 522 L2 X D,
BIRDO EAZ 6T 2 ENmbN TS,

5.8 IR ENY

RE 15kg L EORERECTRA LS XE2HWD, 4~5#EOHFE 7 X Tl
TR MR AT T HIEZMMELS , EERICOEHNRKRE N &L kL
UV XEERT D, YR T LS, £y X IEREETUERSE AN
20O T EAR =Y TLIETSEHET 5, MENTHO U X HHEHTE 503,
TR Z BT D720l TRrOMEICHE L TR 2 £+ 52 L2 FE
Ly,
fAHELORRENOIREZ T, FEERFT L HIC L3CUNDOEFIZ L &
HDTWD, JP Tl BiilE 20~27COHPHNT—TITHRSOZ & & LTWH N,
USP Tid 20~23CLEHEL TV D, FEELORBEOMIZ N TREUILNT
W, MENOIRE - BEIXFR R T EBICHIBI SN TWD Z ENEE LU,
BB 2 U FOLREX, aMEEEIZEVITI, ﬁ%%*&gﬁmlﬁ
TOWEREITHIDT, TXEHFITA RN L RAFBASGE7-DI1ICF & TR S
WX S REEsREFEAT 5, EERIC 135 %@@@ﬂ@ [kt L
TERLTENDZERNHY, 2O ENFERKE ER>TUIR UIEESHR T B S 28
CLTHRIENTFTRTAZENDH D, 2D LI RIRRBICAR > 72 U KT IEF 72Kk kE
WCHERTHZEIFIEEAERLS, BBUOREAURNIZELET S, LR ->T, f)
DTHRBICHWS 1%, RBRET 1~3 B LUWNICES 2R < 28/E2 & s
BRaiT\u, REBRICHIME S %, USP TIXRBRAT 7 HLINIZ IP & A OBIE 21T
IEIITHEL TS, EP TlE, 2B EEH L ThWian oy F 2 T, K
FRBR D 1~3 HANZ RIS A BE R IR 2 112 T sk 2170, JEST 90
I D IESE 3 FERE ORISR R 0.6°CEME X7V v VX 2 AR BRI
THZ LIRS TWD,

USP L [RIEE, ZEEVEWEENE & HE STz o5 1% 48 R ORI 2 B
%, BEHTEXS, EPTIECAN3IHMERESRTWS

SEEVEME GPE & HE Sz U X SUX LA RBR R & @ e iR E & &
PREERE SNV oOFEGHTI TRV STV, ZhiE R
MU EBEISNTEZUYEITIRN LT RAEAEL, REIOZ R X2 U EE(IC
KT HROLNIEE L, REIZIXHERT 2BEDEZVEL Z LKW TnD, —
J7. USP Ti% 2 ], EP Tl 3 AR TIVIFMHEHNTELZ Lo T
W5,

5.9 3L E K& Un

mE#kLTimﬁmEﬁ‘@ﬁmed‘%%ﬁ#ﬁ&ﬁ&&%ﬁw%ﬂé
L2l A HTIEZL O T — I A X —REREEE (0.1 CUNDKSE %
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BT D) &=V rara—F—LlIcLsEBBHENMIDRLTND, B
P —ZEGICHE LRECEEREZET 256, H o0 CORREMOE
S RIR ) G N2 A B 7R RE R 2 FH 9 2 BRI e, EIRIIE I H T2V | IREEFD
AL IP TIE 60~90 mm OFPAIN & LT\ 5D, T, USP (7.5cmbllE) X
EP (5 cm) OMEIIZIENI L2 D TH DA, BNEXEE G M OVERIESUEE
FHZBWTIX, 25— ROADREZRTHLODM, D —EmBIZEMIND
TE OREOES 2 5Lt T b 00 H 5 0T, 2 b OB IR O % &
EEBICHAREDOIEZZETHZELMELERD LFEOHAFLHENED DI
7~

MENED T AR R BRI, EHE R OVERE 72 1%, BERICHFEET LT
LEMEMEIC X > THEREIN TV D AEEERH D720, & 50> L 250°C T 30 43
UL EOREJAREIC LY . 77 AREME R RO K h% 2 o OAEWIENEEZ A~
Hb w5, EP Tid, 200C, 1R OMBVLE LRI HTEX 5 Z Lo T D,
FLRUVREHERTHD T R MR @B OWEETIRITE A ENREZIT
ez RBRICHE AT 28 BB A 1 Y = ATIERO BB N LT H
5, T R XV URBROEOORRIEZ AT HBEICHNDL T 7 ABORE -
RO AJRE T, =0 R kD U AVARIE DR RBEWEYERBRE LD b
BERBBEENE NI E LD, 250°CTO 30 M TIEFES TR <, 250CTAH 7
< &b 60 EOMBVLEZIT 5 H WL TH D, TR K OVER S IR EEY
BRIy (M avz 7Y —) Z & DREES Fu 7 BialfE A o ik A
EPHWAHZ LB TE S,

L O RUCTIT A RE R Z 523 IP OB Z Vi /4 ey
7V —ThdI ENEIEINTND,

5.10 £ 5k &

USP & [AIBRIC B Gk &L, @fl, ARE 1 kg e >R BRIZ 10 mL & LTHEY .,
LVE~OEFIF 103 FLINIZTE T &/ 5, EP TOME Tik, & 5 &3 0.5 mL/kg
~10 mL/kg DEEFHN & 2> TEY [ 4 3LUNITIERZTZ TSI EDL Lo ITHES
TW5, VEOEHESGHEEOLGAITRBIEONMBIZFCHLETIEIRNEEZLND,
F AR ORI ~DOFIEOBIIEL, RBIER DO K FF 2 T K D7E RN
WE DT, FRZ, FRAREVPRBIK EEMT 5 Z LRV E I L TT O BN
b5, T2 LRBRIEDIERNSR~OFE A2 F R EEIZFE T UX, ENTO%R
TR EDORBIBEHTE LT, LT L7 ) -0 R_RUTFREDERES T
TITHO BT RNEBZBND,

5.11 RER 1L
PERITHRT PRI ORE I IZ 3RFMLL EA T LTV a2y, BIEIX EP & [AAE,
BRI S O 40 I BIER E TORMIC, 300 DMEAE & > T2EMEEL, *
AU D ONHIE 2t BRI & 975 L 9 ICEE S 472, USP CTIEsBRik &2 114543 5 30
FATE CICHRBEERZHET XL W 2> TV 5,
KRR OFEIL, Wk GBEL®EAARFERY) 38.9~39.8CTho7-, 7H
X EEEICEET 5 & 1% 38.9~39.8COHPICINE 2 DL, @YY
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FOKI30%ICEEEDITWBE RN, ZOFREZE LG LARWRY | FEE
WK T DT L L2 ERBIE SN0 T, FINKERARKRS
PIBIE 39.8CULF &b b T b, USP X IP LRI UHEZA, EP X 38.0°CLL
L 39.8CULEDEIEZRAT LI IOICHEL TS, £72 IP Tk, 2 [
BAEBEORIC 02CEBAL2EZNO2EMIIMFEHATEZ 2V LIl TS,
—J5, USP & EP Ci, AM T ICULOERENRSHZ v FIIEHTE R0
EDHITWND,

JP & USP IZEBRIK D MR 2 3722 C L EH TVWH A, EPI1E 38.5C & HiE
LTW5, Ll sBRikE 5% oMEOREIL, 1 REMME T 3EITY Z &7
S TWEN, BEIX USP K TNEP & Rk, S 3R £ T, 30 0 LLN O HE T
FRZHET 2 L 2ICHIESNTWD, BIETIE, 1Z&A LD TERMNERE
BREREFAHWSLNTE Y, 2~3 B TEEOTLEN AR L 72> TNDHD
T, BEEBIET 5 3MMOM CTRLEWEEEZRMT 5 HFIEEBEALTH X
W BIZIE, = R R AR DEADOLAEIX, = R U REHZITIE 15
R ICERBAO -7 RNAE L, BHENZVEEIZIT S BT 3~3.5 KIS
HE2DE—INHONDLZENGhoTnh, 20X 5T, 3EHOKIEEL TX
LHETHNHEBETREST D2 Z EICHEREH 5D T, ARIEIHEV 30 43 LA O fH
e CHIE L2 T 2856 Tho T, ARBRiRE 5% 3RO RIRE bicE
BELT, BEWEOHEEIT) Z ENEIDLND,

5.12 H7E

AR CTOHEN, WO TEBZZTT WU FOREODLT R EHICE
H5H00T, KR EFOREICE - Tk, HRBRZIT > THREHICHIET 5 &
WOEERFENE LN TV D, RRBIEITHATOHE Lk E A ARG O F ik
Th b, AT EP bRIBROHEFEZHRA L T DR, HEREIZE T O
ERDH D, £ P ITHEHTEICED £ THEIN U T 3EMOREBRE EfT 5
EHICHELTVDN, EPIZINDN 4EBETHD, —J, USP TiE, 3ICO T
X EMEHLZYRIOREBRICBW T, 0.5CLUL EDKRE EHPREO 546, 5L
OUYXEEH L T-FHRBRE2EEITDHZ Lo TEBY, glEIORREZEGDT- 8
PED w7 3 PEORIE EH N 0.5°CRIM XL 8 IED VX OKIE LFEDA
HN3ICKRMOL E, RBRICEAT I LEHESN TS,

513 = R k& o U akBiik

T R FERURBUEICE L TE, B ERIERARERF - —KEBREDO =
R R L aiRiE & JISK80084.3 1354 & 72 %, T DML IP DA {F #as IPTIM
F O O E R 18202 % JIEFE, WBRE, EEFEE, omEANY T —va
VigENTEH I TWD,

TR MRV UORBRIEIL, 7T AREMERRO= R OB DT M=
(Limulus polyphemus X i Tachypleus tridentatus 72 &) o Ifi Bk sl 7> LAL
(Limulus Amebocyte Lysate) Z &Mk L, 7 bz sl & 2T RISICESE, =
YREFVUEABRBUIEET S invitro iBRIETH S, Briks LTk, 7
TR % FREE & 55 AL, 7 VT RRE D W FE 25 AL % FRAE & 3 5 Heilih R OV 4
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ARIEE OMAKGE L DR OERIELTHHAERH D, = K hX il
HBIX, = R IR T D ROSRFEEDN &G < U XX 2 RBERERIC
HELTHEERELORERETHL LD, = R o axtg b L sEWE
MERBEOREE L LTS, R, ERESROSTF TIHIN TS,
FNCHET 2 HDDIE0, =2 F by lBRAOREHIA (S HAAREK)
I LT A0, =0 F M2V o ORIERIIMEIOREEIC L) KX e
Do KHIHIZE Y 100%8WFEIEZHEL Z ENTEOMEBIOFEET 208, 77
AF v, EBlF. N KX T NEA NDIEFEN, aT7—F L, FF F Y
VIR EDORIIRIEAMEINOEIHEEL U Kb U2 RIT A72DICIT L RAEY
WYL, TTRAF v M0 KXy omINEL, EDTA, PEG/Tween 20/
EDTA Xt MET AT I v EOBREEZRHAT I ik vEIND 2
ENBH D, BERNODOREIUIILEDTABEN A T D, N1 Fax o7 %A
kN, ag—=Fr, FFr, F b0z RS v RIS I ERH 25
AT B ENTESL, £l X T NF A4 MZHOWTIZ EDTARIH, =7
— 7 OGEIEREMNa T S —8 B AT LIk S n RN EE
WETDHILENTE D,

B, METERFTOMAENBGYAE T =y 7 THERCTRELOBK E LT
VREFVURBRBAREINDZENDLY, TOHBAICHLARBRELEH TE S,

514 = F M ¥ R BRI T A & — Fl3E

ek, = R bR URBRICER T RIIL, TOEES LALRIE L T
TW 72723, Tachypleus tridentatus @IEMIZ LY, T4 &— FRAEK L WFRS N7,
HEOMIBERER KDY TH D - e —AROME (a7 a7y
BEIC &5 N LR 72 &) 7o EITREUEEL RIS R0 E SN TWDH A, LAL
WX LTS T2 2 Enbnb, BETIE, -7V VI K > TIEMELE
N5 LAL &4y Th 5 Factor G #REXIIZ DML IESZ ik, =
VR FFVULERRNICKIST DT A B — FREMBBEE - THIRS LTV D A, F
7o B-Z NI T R R DR TAEMIEEST VLT — RS A 83 5 Al
MRS D Z Enmbh T\ 5 22,

BAERL Y, 7 b =of#E, REoOLEME, Wiho v NEEORE LD
REBEOZENOM EZ BN E LT, Ml ¥ o XDk SN sy K%
TUMERIE R 2 FRIE) 2P S hu, BT SRR QMM X BREN B &
NTWo, =3#FmF (P, USP, EP) OFfIGEICESWWTHRES = F |
FUURBETIZ, A7 M = MBS K VIR S T A B — FEREEE
WHZ LI TWAY, Bl R CIIMf 2 32 RBmE L THERT L
IETERY, 722 L, BHEdE AARKFR @A 14 IZREnTWnDd koI,
HEDFIELL EOBEE R ORENG O D 2 & & HE DS RGET huE e x 51
WaEHWD Z ENTE D, BAE, M2 RO /I~ 72 BaEFER & LT,
FAHE 2 BRI NI F DO T A v — FRE L OMERERICHRLIENT 7 R
BEVTARBE/MINTND W,

6. LI 0301 %5 20 D DA E R
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1) 5IAKE D —>TH 5 BARKF T & 1SO 10993-11 % Z N E D FHThR I 55T

L7,
2) =2 R hF O R OB DORIFIZOWT, 3.4.5TH, 410, 5.4 THO%YHE
FrZME1E L7=,

3) HCPT I3 D i if A 2 & 1F M 5.2 HIZIBII L 7=,

4) ZEEW 5.14 HIZHB X X VX7 BN DR EN D=2 R F %o U lER K
(RELHa 2 3A3E) 2B 2 i A Bl L7z,

B) INDHICHEHYERLE LT, SIHXCHR 13 L 14 54BML, HeaBEHE LT,
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1. JH P
AREBRIE, ERES O MEE S LT 5720060 TH %,

ISO 10993-4 Tlx, MK EMEEZ [ERESRPERE T oML HET 595 2T, M
WRICBET 2 AERS (EWEE) 2ol 5 enmik#EMmTcx 28 &
EFRLTWND, EREEISEE MK E OMAEHORRAE L dRFEHEEIZ. LTICRT 2
DIZKRBIEND, RETIEINODOY X7 liZE T 57D ORBREE, BRI
28T D —ESRER, RBELPZOSZERERTT D,

1) EEHEE S MKICEECIEEL OB L 52 5 2 L THEU DM, i & V%
Fere & O E

2) MRS ERMESRIC MR Ry OB R EOEBEE 5 2 5 2 L CEEBBICAES
DFRAEL, ZORERA L HREFE

2. 5l HHH
ISO 10993-4:2017, Biological evaluation of medical devices — Part 4: Selection of tests

for interactions with blood (LA F. 1SO 10993-4 & it#k%)

3. HABRER
M A O BERFIEIL, YrLIEREISROMH GTE, IR, K& S ROl RE
(RN RS . 2R 72 ) ICXVERD -0, TNHEEF LT, LERRR
HAZHXTET 25 (BLHESR) |

4. FHmE A

KITA K AT, EEH 1SO 10993-4 TRLE S LTV 5 — iy e dffli 71k (F
KZM) 2HET L, TNOOHA L, EFRELSOMEEAMERBRIZBW T, KBE
RPWHAEDOBLAP BRI N TS, STHTER LZABRHEA I LT, Zh oo
D=L Lo 22 R M E A 2 3R 3 5, 1SO 10993-4 (21, — KA TIE 7R W aHAfh
J7{%  (Less common laboratory tests) K OMESE S 4172 W FFAM 574 (Test which are not
recommeded) 723, Z#LZ 4L Annex F 2 TN Annex G [ZFCE S VTV 5b, 26 OFHM
FiEZ, BRBREICE > TAMZRIER L 20§57, 4 E R L9 2T
EM9 2,
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ABRIE H BAITEENE

. POEHE A WEE~T 7 o e flE (ASTMY | NIH? )

U MR T RE | e s o e B

JIIRES AN AR EIEE . PAZESR . iSO As, B SR A,
(In vivo / Ex vivo) AR E - BB R A

MR (In vitro)

[R= S e i N u‘/t“‘/f@/\ﬁi (TAT), 747U )T

U % 4 RA(FPA). 4y ko v R7 5 AF U HERI(PTT)
IfiL /R Je O EA L~ — 1 — (I NBORCH IR 1 e OV
/M ETEAEAE EEFZ; WL;([;;;;?:Z;T;UZ; (TN b Beman
AT AR E 7 BEMER A L D /MO B E 2
1R 7 4% (CBC). M MERTE MK 1
ZGEES SC5h-9 (C3aZiEML TH L)

5. —fRHIEREIH

5.1 FABRECEL

I #E B ST Fpe R B it 00 — 1 2 BRBRGERUEH S W B BB oD B A PR IS D T
At ATRE LI SN D H AT, R AR LR WD Z e TE DN, IE
PSR EOME, MR, RS MBEE A B2 525 2 & 258 L TREREUE
ERETOLENRD D,

MBI U T, BRALEST IR, R M, BRI ROOTRBREE O U 2 7 51l 2 5 5
(T DD R (BEAGE GRREM 72 &) Z2RET D, PEAR WRGEMm 2 s E T
L5601, ENTHRCHBRTHEMNEERSY . BN SN TV LM 2% ET
LT EMEELLY,

5.2 FRiE%R

WMaHETZ AIRE & T 57 &, B L B2 U HBT 25 2 & N ATRER iRt 2 H
WTCHEMT 5, 7272 L. invivo iRERICSW T, @J%?ﬁaﬁk%%f@ LT HiE7e 57220,
ZOD, WEHFIMRNTIC LB RE (3Y) BTSN E TR, U AT R A AT RE AR
BB E R ET D,

5.3 A%
In vivo IRERICEBWT, X, 7%, v, EVURRA XREEMEHATDHZ EN
TE%, BMET VX, RRINHIEREEHRORE IOMHTIEE . B O 1Y
T IME DR EZE BB L TRET D, & b EDREHFHRBEURNG, 7408 Y Y
BRI NDZ EMEN, ZOM, 4 Xidke X MBIENE LT WHEHIE NS D =
En, MAREORBRIZHH I TV 5D
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Invitro ABERICHB W TIE, B MLEZMEHT2 2 L3RI S, EOREIE, 81
FEORELZZBR LR TEXWAHEHEOAR SITNA, BRZEIZHN OGNS ~—
A—PEHFARTHLZ BT oND, 2L, BtERRO X5 2@ ik 2z H
WERBRIENHENL SN TV OB B 5, HTFE, BB B SRBR 7 ECHHm 7 15
AL CilE ) 2 iR R 2 IS 5,

5.4 #RBrJTIE

ARERBB O ik, RTA X o 2Ci#E L-iiiRiE (6 HSH) B LIS BHE
W (8IEZM) | 1SO 10993-4 K ONZ Do BE 1SO Sk IZFEE I sI HE T\ 5
AREBRHIEICHE L CRIET 5, MRS IR, SCR7e IR HE S Tuv 2 Rk
FEEBRIRLTH L, JFHIE LT, fEBRMAR & EHEHEAL 3 5 EREZR-OM BHZ D W
T, MIE S MR AR sy & BRI Bl S ¥ CRBR &2 £ 95, RIEA0IC iR & Bl
T 5 EREIRICOWTIE, fhilik &I 5,

6 . AFBHES R o ¥ i ER Bk
ARE T MEHEROEMERER DO 1> TH 5D ASTMF756 ICEEHE ST 5 3B iE
R 5,

6.1 #HErRHEM

MrEHE R ORI, ERESS I B R T DL E X0 HIisH -+ 2L
BN, RMERBEICEEL 5252 THEREZITENLTH D, ARRIX. ZDFEW
BHICEKT AWM Y 27 2395 (8.2.1THEM),

6.2 AUEREUEL. B2 MR IR KOGk IR
AUBREUEF DML, BRI IR, BB R M OV AL E M R 2 B E T D,

M2 - B R OB PERT IR (8.2.1 THE )
EVEXTIR 0 7T o 7 MBI RS 2% AR TH 2 Mt 2R ET S
BE IR - R IR EvA R (6.6.5 THEM) 2 5% L L THHMBI 2R ET D,

6.3 PRI
BN DL, TR ARG R E B RYEIR  PBS ()
~NET BB RN,
T A MANESZ R (Drabkins 3 & 8 AT

T LA RANE S YRR Drabkin’sat 3%
Uil b 0.14g | ERHET NI T LA 1g
T AT Y T A 0.05¢ T AT Y T A 0.05¢

Tz VT AT Y A 029 7z VT ATV U A 029
FEA A SRS 0.5~1.0 mL | A& K

FREE K

1L 1L
MR ASTMF756-17VCix, 7 A bt v EIZLHA~ErE Y
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DRIEPIRRENTVDER, N F— SR TWIIEZ MO G ESL ATRETH
Do VT UMM ERLELETHONY T — hENTEA~NES v B MEEEYSE
SR N,

6.4 FBFD M & BB IR O FH
- EEEEERE  BREBREUEL, BIERIR R ONRMER R A e 3 EREHE T 5,
R - RBREUEE, BEPEx R R O rEx R 2 2 e 3REHE L. Wt
% PBS (1) ZHWTHIH T2, iSO W TIIMEROHLEIZHE 5,
MEALIE G BB - LRk E R O R & 12 PBS (<) 3R & RRBREEL, By
PEXHR N OV PERHIR & R U CALEE L. %3 5,

6.5 MK DR

3VELA EORERER 7 W ¥ 6 iR A RN L, FUEEA S LTy 2B MY Y AR
My %, 7—/vligid, FEYHLELIEEEEST SRS L THRT 5,

NET B R R O TR A E L TR b R R A S, IR T —
VIR OWERE~E 7 0 B PR 2 WE L, 2 mg/mL R T b TR I A RE &
o

EBRRLE SV iEORA~T /o e BERIEL, PBS (1) I2kV, TS
PERE 101 mg/mL &2 % KO ICAHRT 5 GRRMIK) o ARk, FEEEOLE &
HEL, MAMEOR~EZ 0 B BE (10+1 mg/mL) %R+ 5,

MR L RERRDOIER
~NET BB RS EHWT 6 IREOARIKEZFHE LT, 0.03~0.7 mg/mL O &iPH %
G EREIERT D, VT A ME/ o B U EANEE P eIl 5,

MR 2 WEHE~E 7w B R E O RE

BB L 727 — Vi 3 mL % 700~800 x g T#J 15 iy 5, T v A hA~ES
P EVRIETREEE LA L <ILEYR R THN L, 15 0% ICWSEE (1540 nm)
ZRET D, UTFTOFHERICEY, ELE T — ViR OWERE~E 7 0 v R E %
HHT 5,

WEHE~E 7 v B RE=0EE (2540 nm) XFX2 (FfRILER)

FoWobEZ xCRELZ yfilic 7 a2 F L TER LIZREROMHE X
R 3 BRI L 72 7 — VIR O ~T 7 n B R
BRI — A MiE20 L ST A PA~ESZ 0 ELIRES0mL 284 LT 545
#fE (Drabkin’s sU3E ; 1553 f) # . WoOLE (A1540nm) ZHET D, ZO#EFEL 2
BRI LTV, LFOFERICLY, T/ o RBEZRET 5,

T Z o B RE=0FE (1540 nm) XFX251
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R 4 FARMIEORA~E 7 8 B REOHIE

R UMK 300 uL & 7 v A AT 0 B UEK 45 mL ZiRA LT 5 HEE
(Drabkin’s 3K ; 15 /0 []) %, WEE (1540nm) ZHIET 5, Z OHEAMEE 3 [Alfk
DS, UTOFARICEIY, BNESn U RELZRET 5,

R ORA~T 7 v B R E =W (1540 nm) XFX16

6.6 R 1E

6.6.1 SR SIF R R & ik o> #2fid b
B AL REEE PBS (-) M OVFREL MR O Nk

Eaw s #EPBS (-) * 1% 4% ik Lb

AR PBS (-) Z IR/ e

GIEATE | HROREIC A b | T MR

= " . X TWMLZPBS (1) /

BhHERT I g;ms«)m%muf WM T2 B &

AL AT TR : >
AR © R & SR O Y
i TR EL
B
M X R L% TR
U5 R B (T mLi & L C 3
SELERIE (PBS (0 ) (Z2hhh | Bl mL A V)
i)

6.6.2 HEfREFRH
6.6.1 T CIEHL L 7= KRB & 3722 CoKIsT o7l &b 3B A v F = X— b
T 5, 3045 2 LITHECICEE UTRENRZ 1A (KisZEke 2[[]) 95,

6.6.3 PYNREI%S

AU FaX— METH%, KBk 2 BRE 2B L, &Rk %Z 700~800 x g THJ
15 5 MiE 0T 5, EiFZ2H LWRRBRE IR LT, EiE O @G0B O A % 8] 5%
35,

6.6.4 IRIMF DR

6.6.3THD LIE L.OMLICK LTy T A RANEZ B BRI 1L.OmML 2L, 3~5
Sy fERE (Drabkin’s 338 ; 15~30 43fH) %, WIEE (A1540nm) ZHIET 5, HIEL
TR 2 FRIZ L F O X B IR R 2 H 4 5,

T i =R B EEO~NE S r e U RE 100
(%) HKEBE P OR~E S0 BB
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HERG LIEDA~T 0 B R —
MEALEX RO B~ v B RE

AR
E%ﬂ%ﬁ e L S X100
%) TEIMEDO~E T/ B B URE — ‘ o
EALE RO FIE~E 7 v B R
DA
X%
7T U BRI T O W FE — AL E S BR_E3E 0 WE  FE 0 S
IE 7 1 =8 = fE X 100
(%) AR L I3 D WK Y E — M AL kT R 9 0 W Y E 0D SR fiE

6.6.5 RO E
THREHAWCREBEREIOEN 7 L — N 23 5, BEExHEAAIERD L, R

BEOYEYE 7 o 7 IR LR ) S IEME s RO 7 T o 7 BRI %2 722 L5\ - fE
9%, REBRBUE O Rzt A EIR M =23 5% LA EOGE 2 itEd v &k 5,
itﬁ%ﬁﬂ@$ﬁ£@4ﬁ5%%%@%@f% 1 #1722 L 2 B 5%LL B o

KPR ONT-HEI1E. F-iciliide 2 6 iz L TR EZITH .
IR AP D2 VX T e
WEEnE ) omreel o
0 LL I 2 Ry FEA 1.
2 DI F 5 0 FE D Y 1ML,
500 E. wintEdH v

7. *ﬁ%iﬁ&
1. % it ﬁ%@ﬁ%ﬁ%%KM\MT@$@%%ﬁﬁéo
nﬁ%%%%%&@ﬁ%%ﬁ%
2) Bk 5t 1 [
3) KB &2 FFET 2 HEHR
(- EREam oA, BIERGEEE S RiEFS. FEMEL B2 L)
4) XPRA R 2 FrE T 5 H R
(f51] - XFEEEFEIOAFR, AT, WEHF S L)
5) akBk 5 1k
(5] - REBRIEE . P AT, 200 O S MEFHI7 &)
6) ARG R
F AR E OFEMAE R, MEITIS U ORI RS R
B ABEE (MAeOMNBEIRRE), BMSEIEER E
(MBS U 0)
7) A5 R OFEAm & VB £2
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8) 2% Sk
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8. ZENH

8.1 K EFEHEMICHY) & S M A PEORBRIEE (1SO 10993-4 L v Pikk)

PEER MK & ELEEAIC B Ml 3~ 2 RS ER IS DWW T, i) & SN2 M@ S EORBRIAE 2 TRIORT, Z0XRE2SEZICTHBRER
ERETDHEL,

Mg & MRS BEfl 4 2 ERRE SR IC DWW ik, MEHE K O R MR R 2 £ L €, IWH S BB WE o mEk (GRIER) ~o
GEOAEEZWHERT D, MERRLZDMOIEHRNG, 550K EDHAEERRE ZOND5GEIE. TRIORTHEREHOH )
L)/ HE BT 5,

FEEE
G-l e

WENE im vitrg In vive/Ex
&= - .
HHE= wER | movmsee | msme mEs vive

EmiRiEe

4
B
A

SIS E MR RS
ML T = & —(—=F7 fex viva) " X
IERT - £ 58E (- B0t M) RDEER, EfE v b

MEAEEH7—5 /L 24BRERE (Fl 7> b5 —ME, ORFAESEEA > —
T, BERRERAT T, A1 FTIFRUAS L

MEMEE ST —> 1 (24EEL ) (Fl. SLBREREST—> L) BUh—=—L
Dt —si—t

IS SHEED ST RS & 5 EmE
T Il— s ARSEFAESERR"
ATEAAT AR AT LE
Mt L% = B

B MIEES = 1 F =

FEFEFHEERRAEE"

AT Tk

A T FE. BEHF

Efe s

I FEMAF=aS—F57F
A RIER R U — K
FENARF L — e T

AT A—FH—U—F

ATME., ME/ v F (B + > F 555 AT
mEgm s> k-

EfEHR, ATMERF ST, B+ b
T ATLE

AR T o R —

LEimEhEEb

I

AR

i I

BB R B D

A I B
sl ol ) < R I R ol I R
e Nt ol I Il I I B
Bl A A A
i | | |
i [o s [

]

ER N I Il B B - B
EA I I I I B I e
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MARAE X in vivo 1T ex vivo DBLRTH 5723, invitro THRETE 522 b H 5™, BKZ MUK X7 in vitro O I i
PR HiE S AU TV AU, invivo XU ex vivo iBRIZ AN E G E D D D,

BB SO MR K & R 2 M O AL T 5, MERIZER T 232DV CTiE, invivo MARKE, 77589 1 IZ L K]
L 72 MR R ORI R E R G &R S D,

MARTE A X A MR EEE /R A MERO IR G T2 B2 b Tnd, ZAUHOHEHE TMRIED Y A 7 3/l 217
DEAE. MR . IR KON SE RO TE B D453 BR 28 in vivo sBR ORERVE & LTl & 9 22l Lz 9 2 CREm I
B35,

TF74 7% =D RMOT L FRA > MIxt L TRHMIZ1T 2 %aiE. 1SO/TS 10993-20 62 F (12 L Talii 4%,

FED Ik & BRI A BRI O MARIE U 2 7 OFHEIZ in vitro BEBREZH WA Z L iIxR@md e anbs7-% (8.3.2
HHM) . — X invivo REB A HELE I N S,
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8.2 ¥if
EREA I EICHEHTER T Mo, —H# o E RS TITREMA K 112
KT MDY 27 BNEZHRD,

8.2.1 HMEHER DA i
MEBHE R OF L, ERESRR O P E AT T 267 WE & ok FrHH
HAERIZ X 2% Y 27 234 5, MELOMER~OILFREEER I, ERES
MR E D EEROERNREREEZ LN TS, ZO7D, MEHELKR O M
PERRBRIT, IBERIMIE & 29 21T & A COEREIHRTROLNA TV D,

(FRBRICEAT 2 1FH)

ARBRICBW T, EHREICEDE CTRESRM 2R ET 20O TlE <, 4 MG
MIEE | IR THEL S NTZRBRIECTE_RT HIONLEE LU,

WHE . MOEFE IRIMER 2 Bk S8 25 HYE (EEEfhs) &, ik & R ER %
Pefih X % ik (MhiiE) © 2 >0 FiEE AW TES TR OEmYE %2 FEH 3 5,
PTEER MR & Bl U 72 W R ey (IR IR R ER) I2 oW TiE, ik & B
THOREBENMEB 2 bND 2D, MHEIEDOA T L TH LW,

ASTM F756-179Ci, WIMIEH RN 7 L — RERTERR RSN TS, Ih
EHOCCRNMEEZHET 5, TOMORBRELZHNLEEIE, HIELELZORY
P2 RTHLERD D,

HERITIT, PRV R OB R 2 VT, RBARDRECHE 2R T 5, &
PEXTREASBHCIZ, MBERY ZF Lo o— RRHWLNTWS, B R
WTOERE FRITRT,

HE#R 1 WIERER MR O m) (2 rTRe 2B Ext AT B A K
ko Z DL D 1 H

Y-3 1%, ISO/TC 194/WG 9 M Efii L 7= ¥ it 5 BR
BT 2EET 7 Fr B v T 2 MW CTHERER
Bto—2& LTHEH S, BItEEzfa 3252 &2k
WENTWD,

Y3 ICEENDIEA T RETETER (Genapol
X-080) ITEAN 74-7T6CTH Y, YUZIREALEICL
0.91% I A A4 > FiEiEME | THRMENKEIETT 270, kB X5
HEefmERVEr= | BRICBOW THBHRENZ LS ELLIZ EES &
Ly b (Y-3) Y-3DWIMMENE T2 2 LIl ET D, 25 FR L
LC. Bz ¢ ASTM F756-17 (2t » CT%EfE L 7=
RO FHIEREICB TS Y-3 D7 T v 7 MR IR
25 20~80% & 72 D It b A2 DL R ISR,

TR (RERE) FORE PR R L
37°C (7205H) 0.08 g/mL
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50°C (72FFfH) 0.08 g/mL
70°C (24FFfH]) 0.24 g/mL
121°C (1W#RE) 0.80 g/mL

EEEAEICB W TR, e TR SN S
f (0.2g/mL) TEIELI-LEZ A, Y-3DT T 7 4Hf
EER IR A320~80% D &N IZ & - 7=,

P T2 T2, S| Mm LGS hEERE S
DB TR T d D, fH8Kk2, /7 (1) B O R il
eV, WAEARE A L2 E L. R E S S0
WA B TN ST 208N H H, 50C KD
70 CHIH RO fliH FeIX, £ Z£40.59/mL, 1.2 g/mL
RE LD,

b oMtitiEb ETHLEBHETH D, ER
BrfiEx CY-3Z 3 HRNCEY e b2 E L, €
D2 fEFE L7c 9 2 CREBRICEEH T 5,

Aero Rubber Company; ARC-45010, 0.031 inch thick
sheet (ASTM F756-17Y CHil-R)

Plasti-Coat; 0.025~0.075 inch thick sheet ( ASTM
F756-17Y CHiR)

Buna N rubber

Vinyl plastisol

Y-3 D AT

(—M) BRIENLEE X —REBMEFT xR EHE Y
TEah  0463-82-4751, FAX 0463-82-9627
e-mail : rm.office@fdsc.or.jp

8.2.2  F A A K] L [R] oD ¥ .

e IR ISR 3 A s iiiE, ISt ELEm o L 5 2R -l L v 5l =
M EShb, MEA KRS RMERE ZE S ERINERBEZME S5 U X7/ TH DM,
R e OB TR N 535 2 & CHEDEMZ5 S E T EENS D, K
AREBRIE., COWEMNMEERICEZEMY 27 23T 5, REQDIERESLE L
TIE, M7 7z b —3 A, MK 7 4 V%, MiER7 . NI A7 A, ik
BT R, IR ERH T O D,

GRBRIZBI5 2 )

B R R I3 B ik & OBEflike 2 i L =BT T V2R TT 5, HEHEL -
~NET R E T EEES & ORARAT% O IR IMEREL O BN LV PA I O FEE & FEAR
T 5,

FIT invitro BN HR T E N5, BEEME RIS DIk & OBEMUIREED 5 b i Kifit
BEOFRMETU RAZFMTHZENEE LV, HlxiX, EESE T, ISO 7199% 2,
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N LMo mERBERBR BRI TEY, ALY AT AIZHOWTIE, Zo#ikse S
BITHRBREIT O,

WH ., NIRRT MY 27 25425 BRO AT invivo ik & F i3
LB, T2 L, FOMDIAR % & O - RO 22 2V X IIHEREREM & L C in
vivo TEAEH#EGRER 21T 5 56, OB CRMERESCERE~E 7 n e 2 HIE L T
BRI IR IR L7281 Y A7 2535 Z E N TE 5, BlxiX, 1SO 5840-29 (2
ANLHOBHRBRVIERENTEY . Z ORER T& O N7 MR E 2 I HE A
NIRRT DRI Y A7 27 HMlid 5 2 LN TE D,

B R A 2 A5 L C S S 2 BB T, RBRABREURE & W% o iR kg RE  (RRf] -
A7 &) “C%O)Euuﬂ??éffaﬂﬁgﬁééﬁb)ﬁﬁi L T 2 P D BR IR F 0 al B R
REDHEHIERNOHRMEZRET DI LICED . AMRICHEX 2 BE2FHMT 52 L
INTED, ElxD X ) G2 BKFEGRRERT IR & U CRIRHICEBR L, #5214 g
THZLTYURZZFHELTH K,

8.3 IMieEK

R T 2 MARED Y A7 25T 2 7-DIE-ET 5, LFIZE O
HYVRT ERd, B, EFEESEOHBOENFIEICLVBETREY X7 358
L2 LI ET D,

1) EFRESN O MRS T ZE L O E R OMSERR

2) EREIRICER LTI L 7= sk B L 2 RRS I i 4 o B %€

3) E%%%ﬁmﬁxmmﬁﬁ IR (ML, BEREY) #5252 & THRAN

DO/ INILE D& AT CTA U 2 A2 Tk

*ﬁﬁ ARIETIE, AT MR, MARELKOmieEEZ L FIZER L TWD,
[ﬁl*ﬂiﬂ:/ﬁk ml*iﬁ)ﬁ/ﬁ}aéh%)%%
MARSE : MARDTER SN D Z &1 L DR E,
MR OEH Tk, MARIEOF 2 BEEIE T 2 M, Mie iRk
D MARYEZ G~ T, RGO ARiE U 2 7 23 i+ 5,
MARYE « BRI AE U < 3B AR 2 T ak & 8 2 RE ) SR,
ARBREUE O MARTE RO Z ORRE 2~ 5 Z &1 & 0 3 BREE o Ae o % 7
i 9%,

MARERAZ B A 5 2 5K+ %2 UL FIZRT,
a. Myt (Mt &E, ELyE. M)
b. .45 #%
C. MK D HERCHAR N (MR D REEE B8 [ R M OV MR OTEPEALFR EE 72 &)
d. FAIOE R OAE GEAIORE LK &)
e. MLk & O HEfk i
f. ik & o> $ fi i A
0. BRSNS Z O R T & 2 J B ML (. RIIE 2 & O KA DA
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ERER T L BRI OEH FIESCHE GG EZZE L TR GIEEZRET 5, K
N O B MR LS 429~ 2 EREHESS T invivo XX ex vivo 3B & (A4 CifiLik & 4%
fifi 2 EREMEIE OB A 13, invitro X3 ex vivo BB HESE SN B,

8.3.1 Invivo / ex vivo IfiL#4JE

e e R 23 1T 2 AR TR EE . ARAH M M5 o ke PAZES T2 D A i, T4
BB mMEREOFELZBRE L C, MRIEY 27 i+ 5, %R End
EREEGRE LTI, A7 7 b, MERIT—T AR ERBIT N5,

Invivo / ex vivo IMLAEFED U A 7 G D 7= O D IR BT A L LT, UL FD 2
ONRBEZOBND,

1) 8.3TH®D a~g D&M & HREICE LY CTHo il kg Tl 2 e L .
BEIRHESCARM AR, i ORI 22 R ARBLEE | B RO A 7 Uk 2 72 5
/iE%Hﬂb\Tmﬁf%*ﬁHﬂ‘éo fEHERE COMBRIED R AR T 2 DH TR
kA eETFEEZH W TIRIEZ G 8 Z ARt 0 b 5 (b F TEEMIC
B L CIMARIED Y R 7 234 5,

2) 83D a~g DHFMLV I bz LT WS CilBR 4 50E L <, 1
BENAECIZKWZ EE2RTZETMRIED Y X7 MEWZ & 2 iERT 5,

EFE ). 2T 2 RENRRBRET NV ZLLTICRT,

8.3.1.1 In vivo i F s ER

8.3.1TH®D 1)IE, MBIED Y A7 FHIICR bAFE LWRliFikE B2 b Tn5, fi
Z13F. 1SO 5840-29 (A T.F) . 1SO 71989 (A Ti%) . 1SO 25539-17 (ifn % Py H#A
Zi%ER) | 1S0 25539-29 (MM AT > b) 7 & FRBRMLIK & M 51~ 7T
NENCEAER ﬁmﬁﬁﬁﬁmiéﬁ EfERA RN EERKE TRO SN TS, Zh
OOEBEHMKICIE, BOBERFEHAFTLHINTND, LWV ODOXHET, 2
S5ICE bﬁf%%éﬂkﬁ%@%%%ﬁ%éhfﬁD\i%m#%:&ﬁf%éoﬁ
EIR B A SRS, A E I U A L CRBR A ET 5 2 L b ATHECTH D,

(FREBR (2B 2 1)

WY 2B & T 38 A ERAL S, U 7 BRAL IS I AR A FH e & Rk D 07 14 CTRABR
ninr%: AET D, PUEEEE O GBICHOWTEH | RREHRZ8E L TRET
Do REHIRIZ, EFRESCORMHRICEDE D,

ME L InvivoEABERBRTIZ. A7 70 LI BIIHEREL TS
@%@ﬁ%éo:m%wﬁwﬁi fEHIZFAIC e WA 7T M) 2
A XTHD, RYEBERND LR ERERNBVHEHEN TS, Ll
T\%4/77/F@I%ﬁ%_ﬁﬁéhfwéxiiﬁfﬁ% @ S h Ty
LEMMFEE BB GRIRT D,

i 2 BEHIMIT, 4 lHC 26 HE O P RIS — KA TH 5, Tt (K
fp ] ~3 El [f) ORIl b HERERELDHENDH D,
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LB LA A2 UL P IR 5,

O  REBRGURHE B T OBHE Ak O ZE O A
TN ML I 00 B AR RO AL e & T R LR A R STV D
NEBERT D,

@  REBRECER B A U 72 AR (2 X 2D ORAH A8 oD FE i oD A7 B
) B A A O B AR SR O A (S T ORI - AR M O R R
M K DB 2 W E BT 5, Fri mﬂ)ﬁ,ﬁ (TTREHL Ltmﬁ%%
AR <M i%ﬁﬁt%ébﬁﬁW\ kﬂ% EENAR & 0 TP
RMLE 2 fi U 72 & 12 1E, RN DBLE2I imﬂﬁc“%a&)‘(nﬂﬂﬁﬁ“éo

8.3.1.2 NAVI LT} AVI E T /L

8.3.1 HD 2)iIzk i} HREM 2B J71EIE. 1SO 10993-4 AnnexC TRRRINTWD
NAVI (Non-anticoagulated venous implant) X% NAAI (Non-anticoagulated arterial
|WMm)%7w&@5 NAVI 2 NAAI (%, Effrry 72 BRI REBRAS R IS EL 52 5

RRIEEZAT 208, BEBMAENTER LT WRETERT S 2 & T, BB i

i%@ﬂiﬁ ITHIENTEDLEEBEZLNTND

PUEEE S OFH S B RS 122V T, AVI (Anticoagulated venous implant)
XX AAL (Anticoagulated arterial implant) 57 /L fEHTE 5, 7272 L. Btk L Ert
Z i T X DU R B E IR OMBEC R AR ET D EBBHATH S,

MENIE—FFRNEN SND DT =T A RU A VICKRBRIEZHEN T2 2 &
INTE D, THbDOEFRES TIX, BRIEPOERRZICES~IRD HTBRIC, ERES
%ﬁmﬁﬁbkmﬁﬁ%ﬁﬂfﬂﬁL\XMM%%%%éﬁévxaﬁ%x%héo
COFETIVCRENIAE L ORE 230 L <, EHROMARLE Y R 7 257
HIEWTE D,

(RBRICEAT 2 1)

2~3 OB Z VS, Eﬁwmﬂ(ﬁﬁ(@)m%ﬁ%%(@)%&e)%m
W, XL IS BRA R A R RE IO BT 5, —ERHEER, BRIEO~Y v
ZEE L, BRI 2T 5,

M LZmERNFAN2NE S IcERE LT, Bie 2/ L, AFASER CkE
RNICT T W%, RN Lz 2 WIRBIE T 5,

WHREI 22 2 H 12 1SO 10993-4 AnnexC = 5B 127 L — REZ K ET 5, NAVI S NAAI
X, FOEBNL, MRFEN 20V XD TN THIVUX MR MEIFERS, MR Y
AR EHET D, AV AAl TOwEGHEE Tk, BEICH I S e eV HesT
ENTWVDEREE & ORERILE ST TR, MBRERN VWb THD I L
HROLND, ZN6ORERTIL, PrkEEO &N, MKE S MO RE Zi#kh] T
X LW RFICRESNTWDEINEHBITE 5 X5, BYEXIRM R Z230E T 500,
FANCERT — X 2R L CEMTILEND D,

%E 1: BERFFICOW TR, EHRHZZE L TRIE L T, 30 5 ~4 FHE2
1 A éa”béo 4RI LIS 2 B ET D S a i EnuF“T@fﬁﬂ%H#FEJ%XC@@%%&ﬁ%
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ZDORGMEZRELRH &5,

R 2 : B FE e il 3 # A iz L RLERIZER L CU RV EHIICE D D, F
Te A BREEHMAl 0 7 T 7 < i BRI Ifﬂﬁiﬁ%ofb\ﬂi NHFERIZED D,

e 3 Ml EREED IR £21T. (&7, m&@k%é(ﬁé\gﬁ%ﬁa
FoOFERER L T, RIRBIZOM, EERE T

8.3.2 InvitroE®7 /L
E%%“&EMXimwm >& invitro TS T, TN OB E kR THZ L
;D MARSE U 27 3§ 5, ERESRBITICRIT 2 MK Y R 7 23 i+ 5
iﬂ EEE RE D 2B M0 72 Ut M/ RIS PEAL SUESIE RO T & 0 Mk 23 Ak Lod 1
mm&@@ /N 70 CEE R R S E R L WML CAE LS MBIEY 27 (&
e g mAREE R Y X 7)) biid 5,

BETNEHFH

1) 83IHD a~g DEMFZATRERIR VM HEREICADOE TRET DH I ENEE LV,

2) HHEEHE L 2WEHFCTEETAIHRBRICONTII AT =T a7 —20ff
HFERBDOH 5RO RAGWMA E A UE L B E LTRSS GME/Fa i 2 3%
TEDLRYBFMNTHDLZ L ERT,

3) A ZRE LR WSMCEE SRRSOV TR A FEEEE L

G R FHEN LI L R DG AN S D, HHFIESCHBRSEMIC L - T,
KRBREH O MARTEEA~OTFEENRR L 720 RBRIE B I X - TTRMRE
EAME RO MARSE U A 7 Z IS KR T 256 6 ST, iz e A EEE
EHZWEAELH D,

4) MRAIE, B A RBRBEOREEZZ T CELT 570, RBRICHEHT 2 £ Tl
IR EH AT O & &b, MRITBRIGEESCHICHRBRICEH 5 (B 4 K
LI,

5) Invitro iR CTix, MEMEIROZBIENEL D Z ECHBBEEB LT L 7 D729,
TR ik & gefih 3 2 RO EIR A T o 2 ¢ iS55
B0 D IEFHBERICE W T YR Y A7 RN T AW ER S D L EE
BT %,

8.3.2.1 HEET /N (LS CTilig & Hafih 9 2% i)

AR E DR TR ZMEERE LT, EFE#Em L UIERANO MeZER Y X7
K OVRE ) MAREFHRE Y A7 23 i+ 5, x5 &b EREaw & L Tid, ALi>
AT A, MiEENT g, M7 4 v H, KT 7 = b— v Aam7e ERHIT L5,

Z N W Rl R B R @&@%%ﬁ“ﬂ TiE, fHHRFIZ BV THIEEEZK
D 72 BB I T 7 — MERE R T b D 70 & EEEERN SUIEIEN
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