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AFRBRVE T, ERBESS ST AR O M e 2 (LR R =M 2 OV TR 2
2HDLDThD (4.1 HBH) |
ISO 10993-5, Biological evaluation of medical devices - Part 5: Tests for in vitro
cytotoxicity {Z1E, HifiHI¥E (Test on extracts), EHEHEf]E (Test by direct contact), [t
HEBEfYE [Test by indirect contact, ZE X g5 (Agar diffusion), 7 ¢ /& — Lk
(Filter diffusion)] & EFN TS, T o OaBRIEITEIZ, BRI H 3 2 MRk
OFEFH, BRI, MRFEEORRIEL RN OFMER EIC > T, ZHEEZERE D
7 (A2HHZH) | 1S010993-5 TIIE &AM rIaE el BRiE 2 HEE L T D, &
oo O X O RBRE L L TAEHORRE (m2— 70y FE 2n=—)F
AL, MTT A, XTTi£) 2% Annex ([ZRE# SN TV D A3 HEM) , 2 ZTiE, ISO
10993-5 I[ZREH SN TV DRBIEDO TN D | BEEDOESWRRIE TH 2 HHIEIC XL D
an=—BRIEICOWTHRITT 5, AT, Mk s OEEEMIC X 528 % M T
T 5 EBEEMBIZOVWT LN TS W4HEHSR)
I, EFEERR ORI A R U 7o, SO0 BT - B U ER AR A
RS ALAVIEISO 10993-5 (T HEHL L 72 oD J5 i TRl 2 s L T K (42 HB ),

2. IR

2.11S0 10993-5:2009, Biological evaluation of medical devices - Part 5: Tests for in vitro
cytotoxicity

22 HNSIE B AR T, — BRI, 7.02 77 AF v 7 WEIL LA GRBE, 1.7
Al el 7 M R R

3. an=—aEIC X DM R R R

3.1 BHWY
AR, RBREOE (RS SUTERMEE) OBk (k) SOTEBEUE
FOLO LM EREMIECEETLIZ LIk, RERAE O ET 20E D
MR 2R T 27200 TH D,

3.2 RO EH
BRI NES Rt U, #FE L 72 MifRiciim L, %o an=—
e Z T 5, X%, RERGRE BICEEMEAFE L, EE%koan=—F
BRE A Rl %

3.3 AERFEL (test sample) M UV FEEUE}F (control sample) D H# W
3.3.1 AR EUEE
a3, RBGEUE O R IR . SUIEEREELE O b O TIT 9, IR O FREREUE
R OG A 1E, WU RO M CAR L CREBRA FE+ 25, HEThI
X, W OAZ M CHEORBEE CHARL TRBR L, fH LB EOEEL
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HoMNZT 5,
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1) fEMEXHRAS L (negative reference materials)
PEtER BB EHT, 2 2 TR LB - TREBR L72RE, HE S - Y
W TMEICTHY . LTOLDONRAFRARETH D,
HHER GBERVZF L —b (BEFALADOL O, 4.6 T HSM)
EREEMIER  FOCHBREER 77 AF v 7 o— bk, bz UitthE (Faest
3K, H %12 No.160-08893 X% No.162-09311)
2) Bhi st FEATEL (positive reference materials, 4.5 THZ )
BtER BB RN, 2 2 TR LI FIEICHE - TRlBR L7 e, IR oM fu 3k
Ze g o MR REALBE A & OV WAl g 2 R 3B RSB B 0 2 FEFE TH D |
UTOLONRAFARETHL G6HSMH) . MEBEHD DM 2,
BT FRAABE A 1 0.1% YT F LD F A A8 3 L ERHEER (zine diethyldithio-
carbamate, ZDEC) G HHR U U L X 7 4 )L A
BEPERTFRBEL B 0 0.25% Y 7 F IV F A v/ g SR (zine dibutyldithio-
carbamate, ZDBC) &R Y U L X 7 ()L A
3) Bttt FR#)E (positive control substance)
A OIRE R OREEEZBH SN T H7-DIHEHTI2MWECTH S, LFTOH D
MAFHRETH 5,
Bhi ekt B E © ZDBC (B 2 1XFOEHEEE . 156%)

3.4 BRI

BB, AU & 7 U5 ORI 5. WIEFIENEE > TOARVES
i, AL U B R A 7 & A B L. )R R % 4T

TF LA XY A R AREE LEHEIE, =F LA R4 Rz F L
vt RYUUHREELAVWE S IC SR L%, RT3,

R P B PR L DR 2 0T & L 70 RGO . SIS R D, LvL, %
HEINC B B Y U T B SR o 1 RIS 5 Z S, 20 LD
FRVEY AT AT OICITIRE T A DONRY ThH D, 7277 L. WREBRIEIZX > T
BREL LRI R BT RE Th 5,

BRI OREHT, BEEIICHY D,

3.5 fpRRER o OV O Bl
3.5.1 Al BuAk
LI FIZoR L= fiBakk 2 66 3 %, thoo Ml fakk e O oI s Hiie 2 3 2 55
BE. E DRI T DB H RS 2 Bt BB K- THIBr L, —& L~ L DIk
EROREENDD Z L2 HRTILERDH D ATHSH) |
(DL929 ffil : CCL 1 (NCTC clone 929)
@Balb/3T3 #fild : CCL 163 (Balb/3T3 clone A31)
@ V79 #f - ITCRB0603 (V79)
ARERICHW D MEIC SN TR, Bife =z v =—JgkaE (3.6.5HZBHR) #F
T5HZ EERMERT D,
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3.5.2 KiHh (B538iK)
R34 R yE 2 10 vol% sl L 72 Eagle @ Minimum Essential Medium
(MEM10 55H1) ZfEHT 25, HIICEEZ KT I 2 WIRE CHAME 2T
LTH LW,
3.5.3 flAe oo Bl
1) MAEMIZ X DELREZ T2, ifﬁiM’ﬁ¢¢é
2) IR EiX, Mk & Al S E S ETIC, T 3T CHTIZIRD THE <,
3)t*%%kH””PﬂTTfE%EﬁlﬁiFQTTfmﬁﬁI/ ﬁﬁ%u (BURAPIN: ODH# VAR U= b
TRV AE RS L el & L MERRIC R b aE L7 IR E B
5wm%ﬁw4 0o T, H LW SRR &I 2 A T,
4) B A Je QSRR 3 2 Rk I B 72 FT R C17 9
5) MEREAR I, TR OO IR R PR A I UL RS PR EE S &2 & R iR TR T 5,
—-80°CLL T OBARIEFE CIXmIf (1 FMRRE) RIFIERETH 508, EHIRAR
EITRRE R R BT & T 5,
6) MifE D JEIE & Fldk 3 5,
7 ERERTFMIIL, vy DX~ a7 T ASBEROARET = v 7T 5,

3.6 fiEIC K 5 2 =—TEakik
3.6.1 fift HH s o
ARERFEE DAL FHINEIR 2 B 8 L CTHIHE I 2 IR 5 2 E BRI TH 523,
EILEVES M A D D i R T, Mg A S oA N E L
W (48TESM) |, e D, MiEE AR & IR O %
HHCX 5 L FRFICHIEOHEFEIC b MAD D TH 5, £z, WBEWE W x
. A A UEWE AT A AR EICon T, MiEEE RV
WREBETOIVLEND H, £ OMOET) RIEEITIEL FERK e EREER D08,
MIROZRFEEZBE L AR ZRIRT 5 QOESM) | &AL
SO R 23R L2541k, T oA 2 WS EICiE#ET 5,
3.6.2 fifi i &
P& PR 5 D FH S oMk 2 2 8 L TR Sk 2 IR R & TH 523, it
TR & U CRE 2l 9 2 AR B AR BR Cix, 37 £ 1°CC 24 £ 2 FEfffhH 9%,
272U, RNAEIAAIERR Tid7e < IEF G & 2 WITH I BEIRE R L o~Befih L
R EREM S (RREEEARIM A 4 FEREIARTH) (2 DWW T, 4 FFRILL E 24 KEfH
A T L 72 R BRI CORER L AIRECTH B, £ OO H S T o Bk & i
W 25615, ERESHEOMBEHIREZH0ICEE L, MlaEEicBEd 522420k
Z YNl C & 2 R S TRl 2 95, 7272 L, 3.6.6 THD SR
HEWTET 2B THINERND D, o, ZOMAZHMERICTLHT D,
3.6.3 fill HERAE
) AR ThHIE, RBRRAE 20 W2 x 15mmBBEOKE X) +5, Kk
FALER 2 U 72 3B EHE, MBI L2V DIz >V TR 2 9 5,
2) MG L7 BRalEHE, A2V a—F v v I ERE N T ABRBMXULT T AT v
BIZAN, 1 g UIERZ BB LTI- ERER 60 cm® 124 L CHiHZ 10 mL O
BAETIA, B<E2T D, MABMEHZ O W TIE, 1glaxt L TR #A 10 mL &
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HETMZ 5D (47THSR) |

@%%@pHﬂ¢$W(P%@@T%W)T%5 L E L. 3T COREEN A
BB FE L CHit T2 (GBI 24 KR

M%m@% \ﬁ%mwﬁ%@@&ﬁ‘UW%ﬁ%m)oﬁ&ﬁ%%ﬁxﬁb\
B DV FREBRIR 2 BRI T 2 ANt o FIEIZ LD 5 DO 21T 5 723
AL, ZOFEME YL REEFICTHT 5,

5) 100% R BkiE 2, IS C, JRAlE LT3 ELLTOEIE CEMART 5,

3.6.4 ik B R AE

DA L7 fAE S N U 7Y L e SIS L0 BB 2 R L, 55 (4.8 THS
) IZBRET 5,

2) [EAE 60 mm > ¥ — L 21X 100~200 fE (K5 4~6 mL) . 35 mm ¥ ¥ — LIZiX
50~100 f& (1~3mL), 12 " X|i%24 X7 L — FD D =121 40~50 ff (0.5~2
mL) O 2 T 5,

3) MM Z R FE L 7o 15 B AN an & 3T C DRI T A5 R A NIZ AL, 4~24 IFfEFRE L
il R FAE IR e Sie S

4) HabRrE SRR AEERBICINZ D, MAZ D EIL, A RERER O B
mEFEEET D,

5) [ FEAL B K OV ME o BR A B O RRBR IR I S W T H BRI 2 5,

6) HIREDRBRIRIZCHONWT, DR b 3200 2 VI ¥y — LV EHEHT S,

nﬁ%m%mxtvﬁﬁﬁiiﬁ%ﬂﬁ@ﬁx%%“’AﬁA% LCH&ET 5,

8) BE A WM X 3 D MIBEARIC L 0 872 2 03 BaEXT BRI 1) 2 Yufa L 7= %
®2D:—(w@ﬁﬁm%@%ﬂ)ﬁ%%mz%f%éif%ﬁﬁé(4n@
2

9) BE M T, Bz Th, AX =)L 10 vol%h /b~ U IRHE 2 & %
X CEET D, BLENHIVX, [BEERIC EHEEEERK T,

10) FER., ¥ TPYRAKEAR Y G I12ESK) 2z, an=—%2RAT 5,

I ae=—NREPEEINT T &2 ERE RO E BT OKEL THBIE5,

3.6.5 #1%2

D&Y —L (XEFE Tz L) NORGINZan=—HE2Hx 5, aa=—%,
FRTEPEE T AR TEIEZ L, MN S0ELL EEE > T AEMICHOWTHE X
L, MEZRHEEE LT, an=— v ¥ —F AV an =—KHED e
Thbd, TOBIZ., R TORERREOE R EREOEEENER ST
HZ L EMRT D,

2) R DA TR LR Ea s bu— Ll L35, a2 e — LRt
LMt s BRICER SN -ae=—Hhban=—FkiE OBk L
an=—#FE LM 2RkoOD, arir— A TOan =—HKDT
YIMEA 100% & LT, i TR I e=—KE2H5%E (%) Tr7,

3) EBRAEFRIL, Mt an =—EkE (2 hr— o an =—HOFEE%E
100% & 3 5) &, Bl REBRIK O E M) 273777 Ricrey M5,
77750, arie—AiE0oan=—#% 50%MET LRBRIEOBE (%) %
KD ICsEH E T 5,

4) AR AN ELND ICs fliE, 2o Pa— 4 TitRTH L TE D,

11



B M ER AR

5) 1Cso Ml % e T R O FRHE & 5,
3.6.6 ABR YT S
UTFICERHT 2RAE L LRBRICB W T, RBREB oMaEME4 E L <
FHiCE B,

Haryiro—AETOan=—E/RENRIETHD,

2) Bt A BT O 100% K O # B A TR SN cae =—KlX, =2~
fag—nrfoao=—HLFABRETHD,

3) WA U7zRpid, I HRBEEE TR LSRR B CEREIN-an =
— N, ariho— L oan=—KLREETH D,

4) BT FRAT R A B OV FRAL L B 2 3ABRFVEL & [RIAR O TR & BEf CHiH L T
RER L2 & x| BRI B ORBRIKORE & an = — B LEHE ORI 125 %
FESEBRERD, HIZ, G5 I 7z ICs B IX IR BB EE A & OGE%f R B
BtBIZBWTHE A Tt x w3 (4.7, 410 THSMH) |

Bk 5ok FRAABE A 0 TCso I 7% A% T
BEPE 6 BBASBE B 0 ICso B : 80% AT
5) MEZS U, BiExt %E (ZDBC) O Mg METREE (ICs H) & af~. W%
DRHERE N RS EFIM oS E L 45 4.THEHSBR) |
3.6.7 FTAf
a2 b — VERICXT T2 100% R BRI ALEERE D 2 1 = — AR 30% % i &
TIRT LS E, MIEEEERAD EFMT 25 @13HEM) , 2o iK%
B2 L2HE10E, 20\ 2 REEICTRRT 5,

3.7 BiEEEAMILIZ L D au =—EaE (44THSH)

3.7.1 #kHER Y

1) RBRICH T 2 EARS (12 AT 24 R7L—F) OFERICES Loic, H
R D FRBREEE K O B BE - (B Meset BABE e ORGPkt BEEA BE B) &2 /EREL . wT
RARGEIZIE, BEEAOREHALHET S,

2) Bk FRAABE K OB PE X FRAEBE B 1%, ARBRBUEL & AR IC U9~ %,

3) KWK O RERFEL M O FBABHT DWW THiE, 2 O B 9IS - 72 B LB %
TR

3.7.2 ik BR R AE

1) ABERR LT V79 Ml 2 . B5HiZ MEM10 B5 itz v 5,

2) ARBREUEE, BREX R B R NG E X A R B &, R ASRIC IS EBEEIE D,
3)12 "L —hDO T = )WL 40~50ff (B 1~2mL) , 24 XL — DU =
JUAZIE 40~50 B (551 0.5~1 mL) OMEZFEFRET 5,

4) MR 2 BEFE U 7235 B R A 2 37T COREE T ARFEMMNIT AL, 6~7 HEFREL T
EET D,

5) R TR, BA o, MBRBUEHCE LB ER CEET 5, RERNHN
XL EE RS SRS T D .

6) HER., XLV Yk G I12IESH) 2x, an=—%246ET 5,
Nar=—PEIYEAINTND Z & ZMR%, RO EZ T KRG kxS 5,
8) HIE B RO au=— a2 Mz 5,
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3.7.3 @52
D) BERRBJCEHEFE L MO ae=—KE2ar be— it L, TOFEHHE
Z100% &35,
) Bk LICEEFE LMo an=—¥42 %z, a2 to—Afoan=
— T 2 EE (%) ZRD D,
3) Ptk BEAS B L OB ESH HRA B B O 2 v = — B R (%) 2Rk 5,
3.7.4 FABRAKAT S
D UTFICEEHTA2NEZI LERBRICB W T, REBRE o Bl oMK
BEEZE LI TE 5,
R kot FREF BN C oo 2 o = — B - 80%L I
Bt BB B TO o = —JERE - 10%LL T
2) BTG U TRt BB (ZDBC) O IERE (1CsH) ZFH~, RERR
DR R R ERI 05 E L35,
3.7.5 FFAfh
HHWEIZEI1T 5 1Cso @AY 100%LL FC, RBREE LIS E R L 7= Mmoo =
2 =— D 30% A0 O% G2, MREEERAEY LFNT 5 (413 EHS
FR), 7272 U B e B B ICEBER AR L 72 0 = 1 = — TR AR S 30% A0 T
FHHEIZE T D 1C50 2N 100% % 8 2 2 5 A id, BB O H 2 72 BER
ITolzfHE CTHRBREZFEmL., ZOMELZRL CGGHMET 5, kB, an=—
TERCERIK T OJRN 2 FE T iuX, £9 L b 72 R L7238k ik <o
=y T RS WAL - Y AT

3.8 FBR
MBS, PR ELUTOFEREEZELHT D,
1) BRI i B K O AT
2) AR 5 e 1
3) BB 2 e ET D R
(fFl : EEH O LR, BEEE S, WEES. FEME4 R E)
4) U7z kt BRATBE (B2 AR, [ Mk FEAA L M OV Mt R )
5) BRI OB A~DMH G E WE LIS EIL, 20 FExET)
(] - BREE & T mAE, Mo FE, WE kR L)
6) PERIR D Y
7) U 7= A Ak
8) i F L7-ksHh (fEH L7 O fE M 05 &)
A LML coay ha— A oo =—FlE BkLizan=
— B L 7= 5
10) 1 H 5 C O b 7 1 ARG S
FREBREURE,  BRME X BRARE B OV k) FRB B C Ol 2 7 — & Je OV O FFHAE
CEHME, EHERZE) OFR, T—F&7ay NL7=7 77, ICsE
BB A C oDl e e AR R A R
FRBREURE, PR KRR R B QNG ME X R BE C oD a2 v = —TE AR & Z O BAMEE
BE (FL— KL 1HOan =—REINHE R/ G )
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1) 2>y bha—AEOaa=—% 50%MET 255X EYE (ZDBC) OIRE
[ICso (ng/mL)]

12) # R OFEAM & & %2
13) &35 3k

4. BENGH
4.1 fMpR EEPERBR DAL E S
A EMERBIIEE OB WRBE R TH Y | invivo TOEMEVER O " REME &2 3R
THEDIZ, BTCOHT Y —OEFEEGOEY TR AMEFMEIEE & 72> T
%o
ARBRRIL, B L~V CToORBERBMERAE, L0 HMARIERRE LT, Mz
VLV THONZLED ETDHHDOTHY ., EIT, BHERBBA D =XLEH LN
T B2 DFEE LT, PR ik s VTR S TE T,
LA L, skl ST ARk o 5412, é%ﬁ“%%mféﬂ%
CIXERDFEZMEE L > TRV, invivo TOREER L IZBE2IITME LRV
ELHICEERE L TBLIENEETH D,
ZDO—FHT, KNS HDHFEORIZE DD Z L7 BRI ES
WK OB WT — X 255 - ORBFRBIELZ T AN T+ 52 & &
BWThD,

4.2 5 FEAD b 75 MR SR L oD R

B i g SO TR B o M R BR 11X, Mo A2 v 5 ik s . e
IR & OB L ORI X D IR E RN D D, EEERIC X D HIEICE
AL D FIZkBE 2 8 D 515 & W ICH Bt RICHilZ T 2 HiERS D,

A O EIZ B A B IR, Mﬂ@%@%ﬁﬁ@g’iéwmm{iﬁ%
IRREMER B D, —FH . MEO BICHRZFERET 256121, MlaNfE LI
OB O A I, MREMEZ R LIz < W, %h%ﬂﬁﬁﬂ%éwxﬁﬂ#
DRy &M & BNEORT D720 REERILAEMB 2 BB 7e & o
PEZ AT 5 DOIIFENTEY | MlRHEEOBRHEE L - BUICE N EE IO
T,

BB & HIRE & OB EEEMIC X 2 FiEICid, BRERBESCI VAT 7 V4 —E
J@ik, b N BV AN TF ¥ —A Y — MNERD D, b, MilaEMEE D
MICERS T 4 N E—BIFET D, BRITIFEMEO(LA W IR LIz < < B HEE
EMEL , EEBGETH D, SVRT 7 4V F —BHBERIIERKEREEDK
BRAICHY , BREREEL BRI insitu TEAETAME (B : 20 Ry Ly
V) ORERE L TUIAHTH 225, MIZENE OB R XK < . IRAS BRI % R
THMECTHEEMEE R BN LR H DO T, IR B il 2 B 2~
AT 213 @ chHsd, —FH, BLILVF v —A P — MEZY = VERIZH
BrEx, ToLkicerINVTFr—A L —FEEX, TO7 4 V¥ — EICHI

AT L LICK Y, BE IS MREEERZFME T 5 2 & N ATEE T, R
iR EME T 2B E L CTRHIHTE %,

B R 2 D 2 A TR b —RICAIT b CW A HiETh 5, EiiG
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MEM E5#1 2 IV C 6 ecm®/mL ©, 37°C. 24 FEfHH U 72 B5 1% BT B ORI
% . USP 24 <87> Biological reactivity tests, In vitro (LL T, Elution Test) [Z9E-
TRz FEMT oL, AaT7 2470, MaEMHRIIEHKEEE 2D, FMEZ S
~10%IM{E & A EH CTHIH L2 0561213, A a7 4 23 0L, MR
Ak LD, REAKERWT 6em?/mL T, 37°C, 24 B U 7= B B Ak
DL % Elution Test TRHli§2 &, BGIERTBAMELA K OB £ HI2A a7 0 27K
L, MEHHICE ENsMlamtEzmamcE vy, Hio, ZEKEHRAWT, 50CT
72 e[, 70°CC 24 Wefl, 121°C T 1 Reffh i L 72 %2>\ T, Elution Test T
B LA R, BB EEA K OVB & b, MREMEAERMT S Z LTk
RinoTn, REAKSCEMGE M TIL, 4V I~ —RAIO L5 B LA &
N WZ &, Flo, LA L > TUE@EIBTHRIND Z E RN TE RN R
KELTEZDLND, LB - T, BEIL. MiEE 5~10%5F 7 255 CHiH
U 72 & f e s e B i & U CRkBr 5, 72, MR 2R BRI 580
AR BEOE HIEIZ KD | BIEREOR BN B 2705, SR 23 RIE D %Y
PEZB LI T 22 M TENIR, EOFETHRZIToTH Ly,

4.3 Yol iR V5 3 R 5
ISO10993-5 TAnnex & L C==a— kT VL v Rk an=—FlkiE MTTE,
XTTEDFREI SN THDED, 2 b O FEITMEEEER 2 € &9 2 75
ETHDH, £lc, =a2— 70 by RIEADRar =—RIEIC OV TR, FEEEA
V7 —3 g ViR CE B round-robin iR TIL W/ E - =R O 2@ L C
WAHZENRENTEY, MITIELORXTTIEZEEMFIEE LT ER SR
TWAHHIETH D,
KRIA X ATIE, EREEROZEMFM A B E T2 2 L6 BITHEENR
B, BEER I ERERR N e Th, EEMICHETEZ D HIEEZEAT LI 2R
FHIZ AL, 2 u=—JEitafaa LTz,

4.4 [EREHAE O S & F OEE R

T RTOEEH S CEEEAMEIC X M2 R T 2 L ZIX 203, i
BRRIZIIET 2 2 &N T S DM QRS IR B2 ik 3~ D M BHZ oW T, B R
Pk CRBRZ T 5, RO EREE B CH, IRAEEICEEAL S 200, i
VR~ D RESZ M DS BUR 72 FERR (2 3 DR BHT DWW TR, B AE T Y - 25 J&
JECHIR O A2 KT 5, 7ods, EEEEEAEIL, MBS E LIZ < OWAE
OEAEIZIT AT Eaa =—FREME T T2 2 &0, M S 0B 23 h
HIEE LT LBRECTIER2WZ Ehn, ZOFMARERGERNH D, TD XD
AL, FRAEORBRREIZHW D HESL, grivFry—A v —b07
A VA — PRI HIIR 2 AR L, RS & AR O S CRlBh & S0 L CRlBRaR}
DR EEER 23 M+ 5 Hikb H 5,

4.5 Bh kT BRAS L

FHCROWUIME R O HEE 2 ET 28EL & LT, BWiilamEtt 236
PGS IRASBE B & PR O MM 2 R 3 I A B A 280 LTz, 2 O B5
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xFIRBBE 2 A U7z B 8913, OQRBRIECHIIE DA, ZERER O LB A H > ThH
B OB AR & Hei 25 2 & CRUBREUR o M i 7 1 R EE 0D FR e RO
EHD. @TOMXINLED DARRRHEOREZ THITS, ZLIiCh D,

4.6 [ Vs IR IE B OV PR T BB BE O AN T
) g mZ et 2 —REHHEET B E  xTHRAEHEY

Bk 0463-82-4751,

FAX 0463-82-9627

e-mail : RM.Office@fdsc.or.jp

4.7 BEEEkE BR ' Ko OVBG I Sk BR A BE D 1C s fi
1929 e, Balb/3T3 A OV V79 i (MOS Bz 5 : 4.8 THZH) % H
WIZIRF D ICso [E D %2 Z2Z DT i T,

. ICso E DI
ZEESSPE p y y
Pt 1929 i Balb/3T3 A V79 A
ZDBC (pg/mL) 2.5~5.5 0.2~0.4 1.0~4.0*
ot ot FREFEE A (%) 2~5 2~6 1~3*
B M6t FRATEE B (%) 50~60 15~25 50~60*

* Gtk ER ) E (ZDBC) K OVt FEAT B A LTV B @ 1Cso 1 MEM10 55 A4 fEH L 72 V79
MR OEA . MOS BEHUE HRFIZ T, g9 W iilaE 23 (Bl 21X, ZDBC @ ICs A :
4~8 pg/mL. Bt IRATEE A D ICso i : 3~8%. BBt HaAF B B @ ICsofE : >100%)

F7-. ISO/TC 194 O T —F% 2 7 7 —7 5 R 2005~2006 412 FHE L 7= [F B
round-robin ;RER TIT O N 7-RABRIEM O E RIILLTO EEBY TH -7,

ICso fE DR ()
B et Rt an = —fERkE NR &
(V79 ## i) (Balb/3T3 i)
B5 1t Skt FEAA B A (%) 0.36~1.6 (0.57) 7.0~26 (6.7)
Bo ot B L B (%) 24~80 (55.9) 32~93 (89.4)

DL b oo#s R,

0.1 g/mL OHHEIG THl L7 Bt ORISR THY . 2D

HHEIS Toa o =—BED ISO 10993-5 D Annex B ICf#i ST\ b, £7-.
an=—EREITREORVRRIETH DL Z b, RTA X 2 TiE, R
BrofiHEIE % 0.1 g/mL X% 6 em*’/mL & L7z,

4.8 FhHHIZ v 5 BF oD 4
1929 Hifa & O Balb/3T3 #HAZIZ DV Tk, MEMI10 551 Z i it & L CfE A

T 5, VIOMiaz Aokl L 2B Cid, MEMI0 B b 6EH ATRECTH 5

25 MOS 35 A 5 3 2 & (5t it BB M ONG M e BEBA BHI e 97 2 R BE 73 i < 72

% (4.7HZHR) . MOS M OFHEELA DI FIC R LT,
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Eagle ® MEM T Earle O i BRI 2 5 TR H11C . MEM JEZET X/ T,
e UEEST MY A (011 g/L), L— 27V % 22 (0.292 g/L), [REEKFET KU
7 L (2.2 g/L) KO VI (5 vol%) 21 x2 %, FIEICHEZ I S0
THAEME Z ML TH K,

B, MIEXNTZ I PRHLEOEEIIH AT LI NnDHDH T L2kl
TEBLLENRD D,

BEed
K

4.9 B% 1 LA o 4 HH A e

B O FHIRBE L LT, BRUKE VW8S E 12X, BHciRincE 2 &%
RoD GEHE., 10 vol% NI KETH D) , M AlgER s oMt ) % & o
L2, RERICHENT 2RBIEOBEEZZL THLERDH DL, ZOODIIEE
LT, 2~5 fFRVIBE OB CREREUKHR 2 AR L TR 2 Hikb H 5,
£72. DMSO Z#HiIHEE T2 L & 2 6578, DMSO 1% 0.5 vol%Lh Eo
EECIIRBRRICB W CMREBEEIERAND 2720 B ~DOUINEI 0.5 vol%F2
EETERD, LEDN-T, MIFEAEME Y HRENEL 225725 DMSO
THIM AR R A OREIILT LEEWEIEF 2V, 20X 512, HHilst
O H A BE 2 RIS 55121, i AT e A ) O~ D &) 7o Rz & %
EELTIRDODDLILEND D,

4.10 a7 M50 AL & KRR ME & O AH B

Do sy OF passle iolBEca g, e, ged skip ioiane,. .

W T aT Ay laerr Gama

Figlre  Somparsare of Fpenddas pemniho st ha peohinle af rven

HORFE M IR & 7R 1Cs0 (%) IE & T 2 O A LR © o gl sR EE & o Bf% % X
1127”3, ZDEC Zfix DPRETEHELXI MBI Z Z DO H A &40 Z2H > THIH L,
Balb/3T3 ffifa = H\ 7z 2=

— s Ln . ERRIE T ICs A KR

L T S PO T Too —J. XEBRAEHE 2 v

g -
A RNCTRIE L NERDREN SR 5 S AL A i
ﬂp_*ﬁn.ka.%:ff;:-nggg_ 7L, U FIRA~OENR
al IR L R S R AERHEO YRR
qwjlgm-:g?ﬁﬁif;ﬂ,ﬁriﬁﬂ PERARASR . R OMRER
ﬂml-“fufﬂi;i;m;ﬁf%*t S DSy FHRE T 1Cs
Lol . h' . B T: 1 & in vivo BIPEMEIREE & D
AT l o MR E DI LT, £
SUUERMUAST T aRMD AL A U B R B &

""""" RTHPERCIE, MR B

o

IR ME DN = < (ICso B 35%

UL LLF % 7R 344 8 2 2
T 5 L IRASME A £ U,

i PIRELARR L2 kF LTI, ICs
EAS 5%UTIHLL T OMEL CRIERIE N B & 72, — ., @ EETIE., 0.1%D ICs
2 R TRV FRA R T b B ERIMME IR D e o do, 20 K 9 x Ak
WD LR OBRZEORE NS SN D,

M1 wRCAEEERE ST DR T OmR SO T
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=r
Bt

F1ED AT ER

R MR (1Cso fE) T S D EW R SO
100%2L I A R e AN ¥ R S A
Bt AT EF B K 0 55w VIR M s ST,

FIVARKS RS Z 0 9 5,

ButE st AT £ A & B O H ] HRR B DML B M S R S AT,

AR IZ 6 L CORIERISD B E D56

N b,

Bo e FRALEE A L 0 gR SRR AR FE PR S R S T

i PR L2 3 U CRIER G 2336 & 5 Al REME

75‘:“,%1,\0

# RIS D a0 =—JB T 100%LL B0 ICs il % - 434 T % Draize score 4
VLT OHRK A2 R TIBAN S D 2 L 2 R#BT O LERD D,

411 2 =—E TOHFE IR
WIR CHIK CE 2 an=—2 RS E 5 E TCORBMMEIT, MigkofEIzc Xk
S TR D, —MREIZIX, Balb/3T3 M@l 9~11 HH, L929 MfaiX 7~9 H .
V79 Ml 6~7 BN HZTH D, LNLARNRL, ag=—DH A ZALEREI,
AR DR ITHRAF T D Z &b, RBRSEM, FFICRBRICER T s G0 = v |k
IR DEENRKREIW, LIEN-o T, REBRE 2 & ISR 2 MEt Ui 7 b5 4%
B ZRET D E L,

4.12 Yeth ik
an=—ORREGIE, —EIIETIRO X AP @ig 2 HERTNIC Y v BREE K
(M/15, pH 6.4) T 10~50 fFIZHAN L THEMAT D, JEERFMIZ, ar=—»"NEF-
T LPROINDHIERITHYTH D, T2, a0 HWIE, 2 v =—0 32 %
GIZT AL THAINSL, JURZANRNALF Ly N ETHRELTH LU,

4.13 5 R O A
AR FE I RS R ORI X, th o B ny e At RE RSO BN A
BELTUTHORETHD, L, MIlEEEERAEY L WO REBEGLNTSLE
WU, Mg OB ECMIEAR S OREHRIR 2 AV 7o i HEIC X 28R ERC K9 'E
DFFE/R EOMORBRZ TN T 5 Z & 2 HFHT 5, Mo OMBEEEERNE
LNDOHGEICTRBWVWTYH ., ZILTAEKRNICEBIT 2 HmMEOREM 2 /R8T 5 55 R T
BN, LT LHEFEMEISRE LTARBEYTHD LWV ZEEBERT DR TIEAR,

5. FHHMEEFHAERL No. 36 026 DA A
) RBRFIHOTH A @b L, Z2EHRICHERT A2 5o L7,
2) ISO 10993-5:2009 & DL EZBE L, LLFOREHKIE LT,
(1) = 1 =— 52N ISO 10993-5:2009 (2 ## S - E BIRABRIED —H>Th S
ZEExWEIC LT,
(2) FLRE M BE AR R R s DY AT, 4 RERT LA B 24 WRE [ A3 o0 Fih R o0 5 B 23 W]
REThHHZ LELHL,
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(3) FAR FEMEVEH O A 1 o> Y| iy JL v & Sl L 7=,
(4) MR RS R OFMICBET 2B 2 F 2S5 B BRI L1,
3) E PR S fE O W FEUE L RS A S B E WIS ELE LT,

6. 2%k

1) A AR RS M ¥ oo o—i)BRE, #aEE (1991)

2) REFERIRE « B ERMAF L~ =270, BEMlaz AV &G, 2k
R (1994)

3) RS  E AR O M TR R BRI d 1 D R ER R, MLk ES 8 22:228-233 (1996)

4) AAHEAIBHE > % —  ER S GLP VA F7 v 7, 3% 0tk (2008)

5) Nakamura, A., Ikarashi, 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)

6) Ikarashi, 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)

7) 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)

8) 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:/n vivo/in vitro correlation study
using standard reference materials. J. Biomed. Mater. Res. 27, 885-893 (1993)

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

10) 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)

11) 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)

12) Tanaka, N. ef al.: Validation study on five cytotoxicity assays by JSAAE-IV. Details of
colony formation assay. AATEX 5, 74-86 (1998)

13) 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 L.929 and V79 cells. Mater. Trans. 119, 61-64 (2001)
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5 2E RAEERER

1. 3 P
AFRER T RN ST A B S BIER T L L — s D — D Tdb 5 & AEM: % 51
SR HRMEEZFMT 272000 THD, ZITE, ELEY FEHWVLRER
£ & L CMaximization Test (/44 : Guinea pig maximization test: GPMT) & Adjuvant
and Patch Test (A&P, 54 :scratched skin method) D2FE &~ 7 A JFATY »/ Hiak
5% (Local Lymph Node Assay : LLNA) % id L 7=,
B, T OMBRIT HRRT Vv — (FURN) 2BHET 5RO L O TR,

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

irritation and skin sensitization

3. ABRECEE & BBRE O RIR
3.1 JFH|

B0 BRI FEIL. SRR R O O NHK 2S5 10+ 5, Eilko3ER
HEIT, #O) 7 i O ER R 2 W TRk 2 L9 2 55 IR E IR & R
I, URAZFMICHND Z ERAEETH D,

BBLUEME 2 LT o ias, (R FIECREHEmE 2 HH CTh 288, XX
il R 23 B BN AT S0 | R O R PHEA g ER ~ 28 5 S
NG A I, RBREE O ER K ORBIEORIIZITHoEE L TY 273 i &
TORERSD D, LLFITREFENZRRBIEOR M EZ R LT,

1) GPMT : JEIEMERRBR & U CHEST S iz s, RBRGGE (k@i SRR £
B B WX RBREE D & O R P 03 L N B G- AT RE R VRIS VR R T D
I =BT 2856 (7ry X sl 2 SN2 ER
TAHEE) ICHOBND, GPMT OFPEE LT, BBRENRZ N &
EREOFMPRETHD Z EDRMLN TN D,

2) A&P : REBREE D S O 3 FE N B G- AT BE AR VR I I Z VR & B W X e L e
WS (TryX sl ERI L CHERNEEZER LWEAR) ITH
WHILD, Fio, EFRERR ORRRME A FIEN I O%E121E, GPMT (2
BRLTEBMENDZ DD D, AP T, BB Ok 714 X0
RIC K DHNEMENFERICEETLZEND D,

3) LLNA : i {22 2 58210, GPMTOREE L L CTHEEMICED ATV,
BAIE, ALFEICK LB E#EOBAbE D, BRI sHBR L
720 5o b 5, LLNADKHEE LT, BEESCBEEEMEOFE, &5
FEOERLE D TILEWME Vo TR REIZIRE L2V E O TILIEMR R
X LW EDRF BTV D, [FERIZ, KRR TIZEEAML A K 8 70
BANH D, £, I LV LLNADBER S 2R~ Al REtE 0 & 5 &
ELERE L TR v, REBREEHIEIR., BREBIR., S
HLIER—A Ml vV RAOFIZHEHATE 2R TRITINERD
AN

kol y, £HRBRIECETAY v b, TAY v EBRFEL, WTHOREBRIE
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LHRETRWI LB L, WURRRIELZEBIRT 5 ENEETH L, Fiz,
EREEE D B DR W) 2 IR ST S D BRI O D i D3 iR 2 By B X
TRATRIEMEZ ST O TH L5613, COEEELBR L TREEZEIRT 5 2
EBRETHD,

3.2 ABREE - RBRIE O TR & S BRIE O®IR
BB O AL W ST BRAL R TR BRIE O BPUCEE TH 5., [HA
MWEZ IR, LEEFOMAZHZE L, 2.{bFX Yy 772V E—a %
TV, 3L EIREER D 7 7 208, 4. "M B OB 82+ i L. AT
122 A PERRBR I O BT 2 JIW L 728 < TE 72 B 70, slBREE & s BRiE R IN I
BIL ClEXIcE 2 7 e —F vy — e L CORLE, ZOEMZ L FIZREH T 5,
32 BB XTI I v A
MEZ#ER T 28BDOA 48 L TORMEMED, @22 ErERBRIc L » T
BEICHERR SN TWAEAIE., &7 T2 E M+ 20 E T, 572K
EEDT =2 BN WS B ILEERMEHCE EN 58I YZEEOA 4 U5
HRIZOWT  BIEH O S 23 92, FlxIiX, —H, B (FHEikER YY) Ik
LSRRI L, AL T KBk Y O AR I L 59 F) pHAEH
PEAFITIZ L7e (ZOREEJEA A > O—F 3T RKE 5 1TEmF KB ks L L LT
WS 5) &BA A2 L ABIREBWBRL -5 kD BB DWW T, BEED
MEZFMET 52 & b ARETH D,
322 KTV a— VI RT 5 b D
KX T N3 — VIR T 2 b DIZ O TR &K (ERARER) L
Bl7e 7 v a— V2R L CGPMTIZ L VT 25, &AW 7 va—u
KIE P AF VA ARF T R (DMSO) IZIEfR L CLLNAWZ X 0 3Ffid 5,
323K+ AILEY
B AL OV T B R OHIEICEE A 5 2 72\ il bl 7 i i
IR ST — 12 B S CGPMT S L < IZLLNAIZ X 0 EAEME SR 2 30t 3
%, GPMTOERE & L CIE il . DMSO X X R AK N E A RETH DM, =
NWOICERET 7' b o ip EOABIREL AT 25613 A ISR ELICai S
H 7tk OBETRITHEY) M SLIIDMSO Z R 72 A D A HS A I 2 i S B C otk
SHHZEHLARETHAH.LLNATIE, 7R AU T7i=4:1(A00) D
ERHNOND ZENEZW, £2. 7T & b2 EOFMIEEEICIERT 55813,
AR A ZOFFHARE L THWLZ L L A[EETH D,
3.2.4 R Y ~—Hfithig
RY~—IFIZ OV T RA & U TR O R S @ WO AEBIEBLC K 2
MOz BRI & L CGPMT S L < IZLLNAIZ X 0 BAEMRER &2 i3 5.
Z DA OISR OB ORI O WX U TORICEET S Z &,
7 F HE O —RERg el (24FFRHILIN) EREERH D W3 Y X 7 DRV [EE
R & D SN TV D ERBESRICOW TR FBEME RV ST ng
AT, AR ORI K 2 W= RBRIC L DU 2 73l b FTRE L & 2
%
AL ISO 10993-10 Annex E, E2. 1IZ il #k & 1T D I K& Ol H 55
tFa5EIC, MHEOR b mWEHEZRIRT 5,
AR LR @Bl A% ) — A XE 7 b2 Vg, 272 L, O
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HCHREBEREINER LT R E E EDRWEEER-B2ET5 X5 RGa.
XZ.@A % )= T ATk TE SR EOHE NG SR
AT A O @O R AR A RS, 2- T a R ) — v/ 7 a K URIR (1
1) ZALTH IV, iz n-~FH o EHVEND,

X, 1SO 10993-10 Annex EIZ#E U TIT 9, MUIT 2 2 & CTHRrICHIED 72
FAIVUTREBGREI 2 MY L ZOERED10 %0520 HEREOHEEE AN %, =il T
BFETIR & 5 ULTT 5, Il IR 1324 FERI 2 572 IRl & 3 5,

AL R 2 6 ORBIK O FIEIIT U TO LB REx N D,
Tbb, WELREOHMHMNE LN IHGE GBlE) & HFoneWnigs B
21k) TH D,

) 11k Gl [BED] 2Hv25 5iE)

P e—4% U —T K L — & — % Tl KRR N CIR L2 8 &=
L CHEEM A, 20 O Y 2 MY DMSO U7 B /K IR XX —1C
D SETREBRIK E U COBEERBRZERT 5, ZNOICEMBET 7 i
WIRT 285613, 78 b AR S 7-15 . ORI & f9 il DM SOIZ IR
RIS TE MRS ETHOBSELI0L L WHETH D, e EE I,
BIEOREDEERN T THDZ LD BHREEIGRICELEL 5 2 o
HIHCHRERBV ELSTHZENEE LY, LEN- T, Hiof 55X
—WAIZ10% % HZE & L, FEBRICRBRICER Lo REOR EHMR 25T 5 2
k.

2) 5 21k (Mg E AW 5 k)

ITNT A=y v a BES (BREY X)) 72 & & Fv TR 2 IR 3z
L. fBREEH 2472 0 I mLIZIRME - F ST 2 0 IS8R £ i U) 7o fh O P 151
R L CRBREUEH g4 72 0 I mLICHAR L, 2 2 R Bk & U CREEERBR 2 5
fid 5, EREEIRN100 gl EOEEZ AT 2 KO EEHER 72 & OGA TR
BEZ10g47-0 ., HDHVIFH100 g47-0 1 mLICEMRN ST Z L EET 5,

B, BE2EL IR ERO TES ZENMBETH Y (HLE Loy
DEEZEZEUE L TROLN. XXV v 7 AL —T7 T Za72 8% AW Thilt
EEZHELTRD D,

% WEREOHEMPEONDEA] LiX. BB NELND
Y ESHRBABIOEED 0.5% L L2 B2 L35, 72720, LEITHW
% ERS A (R KELEL) OEEN 0.5 g R0/ S IR EREROH A 1%
UbZzB#ZET D,
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ISO 10993-1 [IZfE->TE
BRHEBOMHERESD

BEDOHMR ([ H

528 ARV

oMm?

EEXI[FtE53Y

> [ EEX %1 R % %I A }

HDAM?

KXIE7ILa—IL

v

AAVAKRT GPMT HBUME
A&P TOHERFETE

BRI HEMN?IE

BESFAKILES

v

KRIEF7ILa—ILIZABLT
GPMT. 7ZJ/)La—I)LXI%
DMSO IZjAfLTLLNA T

DA BRE RN

M2

v

BYAERISARLT
GPMT ®#AWLIELLLNAZETE

b4
B[R FEA BEYE A THEL.
h D — B GPMT %4 & LLNA #E
b 2
\
\
\
\ ISO 10993-10 Annex E,
‘| E.2.1(2010) 5%
L . o \
> Yes GPMT: Guinea pig maximization test L.GPMT 37)%’1L [ LLNA %
——> No A&P: Adjuvant and patch test EhE(HEHEN 0.5%LL LD
LLNA: Local lymph node assay HEIFE 1 EEER

1 ABREUE &

REREEBRO 7o —F v — b
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4. GPMT
4.1 ABRIE
4.1.1 BBV & %L
KE400 R OREREHAGCELE Y b CBFI~30 A 2#FEHT 5,
B W LB 2 ER T2 2 ENAEETH 2B A FE AT 2856 3 ER L
TWARWRREOCE ZHEHT 5.
BB BRUBREE10 DT, X PREE IR EAKS VC & 3 5, AEMEREAm 23 IR 8 72 45 5012
X HAELED D VDT EM AT R EORISENLETH S, £ BT EE
ZIZEHEICIRY 20D L5127 5,
4.1.2 FEAE AR OV Skt FR A 'S
ARBREE & PRt R, M E IR 2 RET 5, BRIBEEZEERETE 2%
BT 21 BEE L, B2ME, BRI O3 B E T 5, £o. RBRiE%
FRD D VIR L CREZEEERE T 2L AICIIRIEI HRE L., HEK
2T 2 HiEb o5, AFAERIMEK O X 512, RHELER 72 & 73 K
T OO CRIET 5 Z & THOIC R AT TE 5 L i s
L2560, MBS L, BHE, BRI CORBRLWRETH L,
Btk B9 1 SRR BN ) D K ONEAEME D TR S D LR IC LB TH VD (IR
DEIBRMERRANSNTND, p-7 ==L YT 2 (CAS No. 106-50-3).
1-7vnr24-v= ka2 ¥ L (CAS No. 97-00-7). FEZ 1 AfgH ) 7 L (CAS
No. 77781-50-9). fifig % 4~ A > (CAS No. 1405-10-3). Hifit = » /7 /L (CAS
No. 7786-81-4), & O, TR T SN BAEHEME LERARETH 5.,

4.1.3 J&IE

1) —WIEAE
HOEMNUDAMELEZELEY FhOFHE ETKEE (92x4cm) 2. LLTFD
b D& K2R T XD ICEARFRC0.1 mL T DENEHNT 5.

(a) 7R /K & Freund 5247 ¥ 2 /3 bk (FCA) D1 : 1O H K% (W/0) Ak

¥ (E-FCA)

(b) & aUEHE  (RRERIK ., B ek B, Bt B (VA HE) R

(c) (D)DFEHEK ((b) D 2 f5IRE) LFCAL OEEIABRAEY
2) RIEAE

Fe NS 21 R B, RNTESAL (KE U728 e B R g, X2)
W7 U AT M) oA (kY UH10%) Z28BAT 5, 7272 L REHIKRIC
FMER S D 5E . Z OBEIARAETH L. BH. 77 VAR N U A (T
U UH10%) OEEPRO NG EITENEZRKE R o 1%, F—HAICR
EHIE (b) 0.2 mL% 48 B FAZERLA 45,
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2 Rz NS R DGR & B R VETS S Ay &
HE AL BT
a. b O ¢ 1B N T AL
IZBEAHERAL (2 cm x 4 cm) & R”T,
[j@%@%&%%ﬁo

4.1.4 #FiZ
PAZERGAT#2 ] B I FUBHIR 2 3 B) 7 v IS VR iR & D WITIRAG LT b O K
OZF D BEFEFTIR L3 &2 & & 70 U O X T U735 85 URIE EB 5@ 5,
HERBEIC T, B O A (0%1KR) bEAL, HEDOZBZIZT S,
FRZ AV D IR, T ek BR TR 2 7R S Ze o T2 i\ B s O Be Y
WAHR L D0l mLEHx OFELEy SOKRBIZEMBT S (42) .
L PAZERS AT & D WIS AT 1T 5 L JRUEME S E & 5 W XA B Ak
ZRBRTLHGE Tho T ENLBAKBEMEOGEITIKEREHNTHENEDR
A
i CF U 7R R T il &) XA S D VIR 2 R T
ZERBHDLIOT EEMBIOM SR EE BB L TCHETDHZ &,
4.1.5 BZJ& OGO E
PAZERLAT DIGG 13,24 FERIZICHE 2 B0 £V & D24 K48 FEfE£ T
B J& S % 38 ORI EFEHE I > TEHA L LT O X S IZRKRT 5, @H OH
EREMEL L. R VIOR LSRR E 2 ST,
BB AT D41 B AT %24, 48, 2RO EKSE AT 5,
723 R FEAM AR AT 1.012 72 2 BB E DO L 365 K F O BARBAFER B 2 #EE 7
LR TEDBY,
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F1 & (W) RSOFESA T v 27 A(ISO 10993-10, 6 Irritation tests)
RLBE Ko UM B D T ik

RLEEZR L 0
FEFICHE L (00A ) LT TE %) 1
IT> XV L7hLEE 2
HRR B 200 U EE AL B 3
B EALEE ) B T 0 R O (S E£ ) 4
[ A 4 5]

HIE DI Ak

FE L 0
JEFICHERFE (00A ) LTt %) 1
R E (1X-o2 0 & LIS X 2HERENHRITX 5) 2
FRRREEVEIE (0 1 mm D L) 3

EEETEIE (1 mm LRl & RE R A 2 72K D) 4
[ 4 4]
CHCEE - 91 B ORI D & 3 AU O e 9 45, 8 4]

4.2 AR E
MBS, PR ELUTOFEREEZTLHT D,
1) BRI B X O B AT
2) R 5 e 1 ]
3) BREURE (RS SOTRA L) 2 RrE T 2 EHR
() = o D 4 R LGS 4 LSR5 R B 7R B)
O EH Lokt R E (et i E)
(xR E 4 AN Foe R 570 L)
5) BRI O P LT 15
(Fht oAvE, iR %2 5 T)
6) BRI DFE & Rkt, Fh. T, YR
7) WER A
8) FEBRBHAA I K OV T ROl BIA
9) 1 & DEYW) D Bz i B hin il 5 Mo OV 3%
10) & R OFEAf & & %2
11) 2% ik
AR FII TR R T D T & < ERBE GESE SRR AR e &0 B
TWHDOEEKT S,

26



55288 RAEVERRR

F L IEORIEEOF] (FhH =R 0.5%)
BRI B R R BLEZIRFH F A
% (hr)"! B =™ RS SN
10%* 10 24 100 3.1
48 100 4
1 24 80 1.5
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 BIEREENIL, A BR £ 24 0F ] & 48IRF[H]
*2 (BAYEEVE YR RE OBV ED) <100
*3 MBI D EE (EN) KIGRFAAT & A7 (SO 10993-10)72 K12 K 5 B aAfh A
DeEr B
* o EELZRE L, &5 HERICHR L TR
W2 EORIEEOH (=R 0.1%)
AF IR HE R .
(I EE) | e i e BRI i
(%) (hr)™! Bk "2 SR ET Al A
100% 100 24 100 3.6
(0.1%) 48 100 3.2
50 24 100 2.2
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 BIEREENIL, AL BR £ 24 FF ] & 48IKF[H]
2 (BBYEEVE YR RE OBV ED) <100
*3 WEEREICBIT D (W) SUGRESSAHT & 27 A(1S0 10993-10)72 202 & 2 SGSaFAfh A
DREE B R EL
*4 IR Z JRAE Lok, WU 5 I Con o BREE g V) ImLIEKIZ T %,
5. A&P
5.1 ABRiE

5.1.1 REgEY & B ik
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411 FERICEM A BRI L, HEHT 5,
5.1.2 BERE AR M OB M ot B ) L
ARBREE & PRt R, AP E IR 2R ET 5, BRIBEEZEERETE 2%
AIITRBREEZ 1 BEE L, B2, BIERRBEO3 B E T 5, 2, R
FRD D VIEEM L CREZEEBRE T 2L AICIIRE3 FEHRE L, HEK
fEVEZ M T 2 HiEb &5, RGBS CEBEEET 52 2 & CHalc et a5
ficExsLHBransGaEd, RBRHEZLHE L, 2, BIEREEO3 BT
OHRBRLARETH D,
B BB IE, 4.1.2 IC0E-> Tl e e 238N+ 5,
5.1.3 Ji&dE

&L TOXNEBELIEELEY NOFRE EEKLE (2 x4cm) 04 FIZ.4.1.3
(a) E-FCA%0.1 mL DR NESH T 5,

2) E-FCATEH EALIC R $12 AW TH OB 2 S 5, Z O EAICEEHT0.1 mL%&
24 WERIPAZEAG AT 2 #EFME O A X 2 3BRiE TR 5 5613, Bk
WAL TH LW,

3) 1H1E], F3EER L C2) DEEAME D KT,

4) RAEBR A 1A R 412 R NTESTAL (KB L7J8 i BE R REER) (2T 7 U Vi
e r U oA (Ut od 10%) Z28AT 5,

5)BH T UARET R 7L (kY H10%) 2R E - 7%, [F 560
B 0.2 mLA 48 BRI EAZERGST 5,

5.1.4 A
FEEA%2AM B, 414 REEICET 5,
5.1.5 A

HEE ., 4.1.51 206> CRMiE9 5.

5.2 iR A E
A2TAZ R,

6. LLNA
6.1 ARBRIE
6.1.1 ARERENY) & B2
CBA/Ca t L <X CBA/J R DR/ MM E~ 7 A 2T 5, ~ v AXIELE
MR, RIRPET, S~12HimE A5, EMEIIEEREE, ML HIC 1 BRI
SUEZEMERH L, EEMNORISZREST 2T ENREFE LV,
6.1.2 BERE R M OGP ot B ) L
BRI S D VIR RIC L W HEZ (LS TR ARG AT,
AREREEZ 3RE. Ptk BRIt 2K 1 RERET D Z N E LU, Bt
WEIZ 412 %3512 CEbYIR b DEREINT 5,
6.1.3 JE&/E
WIEI B GRE I~ 7 A DR EZ BRI FLek T 5, WY 22 SR TR S 7Bk
REE 3 HERE T~ U 2D EOEEHIZ 25 uL BT 5, 3 HOEGILAH
7R ClRI SRR ICIT ) 2 EMEE LW,
6.1.4 BHEE O 1 5-
W25 6 HE~ U ADKREZFEEBNICHIE, Lok Lok, &% DORRME
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Be bt 72 £2 WER 212, AEIHESERER A O 7 <AL B & B IRNICE 55 5,
T_RTOEO~ 7 R 20 uCi (740 kBq) D *H- A FNLF I P 2E5H/TH U~
Fiie o 7 AE B MR (PBS) 250 ul & B# AR S 5-9 5,
6.1.5 & # ko 7
T b B OFE 5£0.75 KM, v U A EZLEILIE, B U o E 28
B35, @~y ZAOMED Y U A3Hid 7 —v3 5, L7 BB,
DB LD 2 B A TV, PBSICHBRET S, MEE 5% U 7 oo
i (TCA) H, 4£2CT 18+ 1 bS5, EDOELDEEZ, XL v K
Z1mLO TCAICHEBEBL, "HOFMEZ v FL—ra v TiTo,
6.1.6 UG PER &
~ A1 VLS 720 DA 7 MMESy (epm) TU 3 HiORIEH O F GG L
NN ERET D, cpm ZELE ST (dpm) ITHE T 5,
6.1.7 B PEREA
R P et BRAE D 22 dpm (97 2 5ABRE O - 45 dpm @ kb % Stimulation Index
(S TH L. 3LLED SI Z/R LT WE 2 B AEMERG T & 22723, MBS E T
MEHFERBEEZIT O,
Bt o> ST 3 L E TR T NIER B2,

6.2 AR EE
RERWREEICIT, PR EBUTORREEZLIT 5,
1) #BR I B K O AT
2) w0 5 Hie 1] ]
3) ABREE (R SUTFEM B 248 Ed 2 EHE
(- Rt D4 TR G 38 40 SR B R B4 72 &)
4 fER L7k RE (BPEx R E)
(-5t R 44 N T BEE R 70 L)
5) BRI O P 15
6) AREREN) DOFE & R, 2, Wi PER
7) B 515
8) FEBRBH AA I K OV T RE Ol BIA E Je O — ik g
9) il 5511 D Jis e 1 P AE K OV FE 2=
10) 5 F O FFAM & & %2
11) &35 3k

7. BEIEH
7.1 FR5EAE R A No. 36 72D D2 B AT
HHHEAENo. 361, FF9E (CERRTHF6H27H AT TERAEORE (HA)
IKERH IO LE R AR RO T A RT A4 2o\ T) ) 2L TER S
2o TORE NP —FERHTETDHZEEHMNE LEEMEEIC D TEREIRSHR
MEFOFEIEIZ X > Tl 2 HiEE2BIR T L) 7e—F vy — &R L, MRl L
2o WIZ, ZOKRETIEONTZE L ORBREERCBEHR S . ARSI X
LiY CTORBRZ 1 EEICHS Lz, 4B 5N, 36 2 ET D24
O VRANIEEE L=, 20 L TAETL Y RBEZHML L, &8 TISO10993-10
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DUFTHNREEEDIAHZ, FE L TUTOREEIT- T,
1) 3 AREL R L, BURRBREFLARET 52 LT, FORBUELZEBIRL
THrWZ EA2RLT,

D MHBIZEVFE 1 ELEFH 2EEBRNT B8 LE R LT,

3) LLNA ORER LA R~ LT,

ISO 10993-10DLFT ZRE W IAAL THERR LT b D TH 573, X THRISO
10993-10 L A L TV AR TiE e, 5 F TONY — FRHIZBET 25512 o0
TIXISOL VRt L o TN DB L2 AL DD, Fo, 5T TOEBEEL
LicEimb o b,

7.2 ABRTE DR

AHFTENLEY bEAWDREEEIEMNRER 2 2EF/R L CE 0, AEETk-
IZ LLNA #R L72y GPMT & A&PICHOWTIZZ K ORBRIZ XV, @E oRER
BECIX, GPMTOEE N EWE OO RERGE O RIC L > TIXA&PE L TV
D EMNRENTWVDY, LLNAITH L2200 Tlix, GPMT K& OV R B
EDOFBEMERED LN TODLEN, EFEEROSH TCIXELE+oRT — 2B EG060h
TV, L7 L, AEISO 10993-10TlE, fL#W'E OB E R 2 46 L CTER
B CH oI B2 CE o LMl L7, 72, £ AVWEEZERL, £
DT CHRBR 21T > 72358, LLNATHGPMT L FHEDOFERR™ G LTV D
WEINSH Y | FHRIC L 2B THRI%EENREN TV D, LLNATER T
TR, HIHBHAROBBIRTH D, FFICLLNAZEFIC®BA L CURMET 2B TH D
e, BAIL L DEBAENH AT R T VEERE IR T35, 207, B
ELTCTABBERK: EOKRIZAEEITH O | FIIEIEO DI NWT 2 R ED
AEIENEE)CTh 5, MOBEAREZRINT 52 & L AHETH D08, BARIZ K 24
WHEIZOWTHERL T LERH D,

PEDORICEE L TREEZBINT 28551201, W T oREREE AV T
TEMEFMET 2 2 E N ARETH 5 &l L7z,

7.3 flH I X 2R BRIE O EIR
RY ~—H 570 & AHEERh T CRBRE2 BT 556, TRREGE LT, fl
HEREZMHER L CB ZENEE LV, £, ToMEWwE AV, &5 HBHEOR
MEITHOZELEETHD, MEREX, A%/ —n1, T b, 2-Ta%)
—nra~IYUORK (1:1) . 50 EFE n-~F BN — iAW L T
Wh, ZTIWHDH b AF ) — WITEBEER MO TNAD T, A ¥ 7 — Ll
MORBRCTlX, BERBERIITA X ) — v ERHWRONER LD,

7.4 HBRIE OFH RPN DN T

FhH 5 VEIZISO 10993-1212 i8R 5T 5, #RERIK O 38 RSB X i & 7T
AL L REGEEZ Dbt 2B E L TRIRT R TH S,

GPMT Cl MBI 28R S TG LD, RHEENE D Z L3
HBATWD, lHE KA CFY 7 fERE T~ ) . DMSO, 7 & &
YREMILHEN TS, DMSOKR T & F iz oW TIE, RNTESIC L - THE
R ELDT-DICHEBROEENTNLZ L TFPHREINDIN.,. I F/ATICE EE D
L MBT 2HICHT L HEEN WG E X WE MR L TS L DK
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FEIX BN D Z LN,

LLNA T, — I FEHE B O LT, 7' /A4 Y 7R @4 : 1)
MAVLEN TS, BKMERE S 2 WVIXEN OG5 LWk ok
Bt SITENICHOMET D2 LB HEEZ T RITRETHD, Bl X LR F
TAF R T — XKL F L L — X (0.5%w/v) D X D IR A TR
4 255EbHL, —HOKEEDOITFYEIZK LTI, DMSO®N,N- ¥ X F
WAV ET IR, =& ) —u7g ERFRmEIEMEAIPluronic® L 92X 0 % Lvy, fil
OFREES P 5 ABA & U TR TE 228, i BHA~ DB R 7y DA FIZ
LWL CHRIE L, SRS LR T NIER S, Z ORI RS &
LTI HCON255S U< IEHSEEORKEEDE 2 H Lo ERIZE -
THGEERTRE T H 5, I, BPExT IRE 2 BRI L TFT 9 BRI L - T,
PR S N IR DR 2 EIC X a0 EEZ T D 2 L e < H IR EEmE O
FIEERHTED L EERETHIENARETH D,

AEBREIIZ OV T

RERENY) ORI Y 7o > THEZ OB VEW E WD Z ERFAITH S,

GPMTRRA&P TV TN HENLEY hBRHAWNLN TS, E/LE v FNRITH
72 DI JEAEME BSOS DS D B SNz T MBI HLEE J OV E A Rk L | Fill %
DALEMEIZB W T e MZEU LR EZ R T 2 EnMmbn TRy  HIZ, 85
RERT—HAOEREN DD ENELIHEATH D, I OREIZEE /LR T
B . HEV/PIVEBERSDICILK  HEYREW (600 gk ) & ISPEA
W< 72 B 7 EERBIGEIF DK E 3400 Rt O EEREHAGCELET Y b (@
WI~30 Al ZHWIONREE LW, e LoE 2 AT 2 2 L3N
THHN MEFERTHHAITEREL TR WRREOEMZFEHT 5,

LLNATIZDBA/2, B6C3F1, BALB/c/2 E D ZM T HLHEHARETH 5 & DL
35208 ZERICTHW DG EITIZCBARM L EENRFETH D Z & 2R T D40
TERHDH, FRBECTHEAT2~v X XE @ QEEUAOLD) L35, K
ERMERETHDLZ 2T ENTEIE, HEAHFEHLTH L,

BEECICBE Ui, MRS I, RBRICH W 23BN R I 72 5 2 E R Z 0
DT, | HEDOHLNPRETERWEES & DD, K & 86 52 15 1% 12 5 iR
THZLETHEZEERT TEAHEAIIT 3 BRERTE L, HEERAEME 2R
HZENLEELY, BHESRIEELRBR S LICHRET DS ENLEE LY, LLNAT
VEFFICBEAR DRITEIEDS BOSIZ R E S BT 5 Z &9 b RBREUEE & [7] UIEHA & fil
FATE2WEZRINT & TH D0, W) 72 B R E DS FTE L e WA IS,
B Mo B O BEARE B3 E L TR 21TV T o et Ik 5 SI
ERODHRETHD,

LLNA ORER HFIEIZ SN T

7.6.1 FEAEIZHOWT

LLNA IZBWTE GNP IZS WEHEEIZIXI R I =72 CTHEE Y
TCHEBEIELZELAETH D, BIERGME MO EST D Z LN
FHENIBEAICIIENFEETL 2525,

7.6.2 B TEME D5

'I-iododeoxyuridine DA 1%, 2 nCi (74 kBq) 2 & 4A 9% PBS % 250 ulL,
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fluorodeoxyuridine D5 1% 10° M % & H 9 5 PBS % 250 uL Bk D 5
T 5,
7.6.3 JE RO FH R
U U HER B OB, BE OGO R G ICR E DT R T e bR,
MM OHEEX Y VR EiZ2 200 m D AT U VAR y VandFAurAyyad
HWEFATARTZTADT7 A NS E2FHHLTELIHF LS L TIT
9, DBl (B 21X 4°C, 104, 190 x g) (2K D 2 [EIPEHE ATV, PBS I
BT 5, IRWTHMaZ 5% TCAH, 4+2°CT 18+ 1 ML =25, &
BoOmLSEE, XLy FE 1 mL O TCAICHEE L., *HDOFHICIE 10 mL
DY FlL—ya @ik ANy FL—ra R A TIBL, Y TF L
—Ya A THET D, PLOWEIIZERE y h v 2 —I12B L CHlE
T 5,
7.6.4 KB TEYERE
ENENDOFRERNO NNy 7 7T 7 RERZLGIWEKR, BED & O &Y
Rz (EEZE OREEROEGE) 25tHET 2,
7.6.5 RS PEREA
il R AVHE FIEE IR L TV DA 72 Sk, MR ICHGEH LR 21T 5 Z &
LHEHTH S,
7.6.6 flL> LLNA
I HHE 7~ 2 U2 WREREDNFET 5, EREEER ORIz BIT 5
EYMERNRENDGEICIIMEHAIETH 5, (5] : bromodeoxyuridine (BrdU) %
FW % LLNA-BrdU 7%, adenosine triphosphate (ATP) % Il i€ 3~ % LLNA-DA {%)

7.7 BLJE BOS DR S IEHEIZ DN T

FAE Y bOYEMEILIRICE S LB & | i TP SO < FRIE &
PAEGIZERITE D 2 L2 b — MR RGBS O E S HE 1T KLBE (erythema)
DOFEFEITTEIE (edema) DAL Z K L TIT > TV D H D23 %, 1SO 10993-10T
. RAMIC4EE TR aT 2250 TV AR, L OERAELND 2 L
by AHA XU ATEASETORAIT ZFHH LI, LINATHEHAEIZHND S0
TIERWR, HEHEPOHETORELBET D ENEETH D, FIEMEINR
W TR, B ORERE(M L, MR E L TREIEEDO G PME T 282N
HHT0, RBRAEROFEICEERER L 2D,

7.8 AEME D IR S OFHfiIZ >\ T

GPMT M O'A&PIZ 31T 5 K& Bt D X RFAM sRE . B BOS  GRLBE fo OV i)
DFEEEZ AT L, ZORREEHEME CEH-TETH Y  KEDRIEDOFE
JE % F 7, BB IXRAEME TR B D e bR VEREIRE 2R L, 5
AR O D Z LT AEETd 2 25 FRBRBIAL M K & 72 0 BLER) TR Wl 23 &
% B E T B L AR SRR 1T 35 1 A MRIE IR B (B8 0 X 374 5 28
BELE1OEZRTLEZADRBEVEERE) LIZERBETHDL Z BN
IZENTNDHVZ LMD MRIZEEBENOBE X ZORIKEIEREZHEIET S
ZEMARETH H.LLNA TIIHEKRGUENBD b Ga., RO DTS & K
IZSI A3 o3 ieEE (EC3) 2B L. Z DOEC3 IEEE 2 BEAEDOAIEMWE & g
THZEICEY, BIEMEOBSZFMT 2 2 ENARETH DY,
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1. JE P
AR, ERES SOIEM B OB R M Z A E LTnD (41HZHR) |
ISO 10993-3, Biological evaluation of medical devices — Part 3: Tests for genotoxicity,
carcinogenicity and reproductive toxicity (23N TIE, BIn 722K 5 K OV o 14
WERHT 2BRAHERL TRV . 2 2 CIIMEZ v 2187 I 225828 Bl & O
Tz 0o e R R E R, PMMERBR I~ A Y 7 4 —< TK RO £l
EEARET D, 2L, BONTRBREERBGIEIS R - 7o 60, RS X3
AR O F I FE]So A8 I 5412 L o T, in vivo iBRR % 5 Lo fth O3B O FE il >
WTHEBELRTNE RS (42HZR) |

2. SIHEk

2.1 ISO 10993-3:2003, Biological evaluation of medical devices — Part 3: Tests for
genotoxicity, carcinogenicity and reproductive toxicity

2.2 OECD 471, Bacterial Reverse Mutation Test
OECD 473, In vitro Mammalian Chromosome Aberration Test
OECD 474, Mammalian Erythrocyte Micronucleus Test
OECD 475, Mammalian Bone Marrow Chromosome Aberration Test
OECD 476, In vitro Mammalian Cell Gene Mutation Test
OECD 487, In vitro Mammalian Cell Micronucleus Test

2.3 A 114 11 A 1 AT EEIEEREE 1604 5 TEEIES OBARFEMERBRICE T 2 4 1
K7 A 22T

3. ABrowEH

3.1 ARBRBCEHI R B UFFEM B Ch D, 7272 L, RBREEHZE £ 5 FEHME Y
B, WA ElonTEEFEEICE T 2ZEMENHEINTEBY ., G ENDR
BHEF 0 E O AEAER 72 S X0 RIED AR S D ATREESR WSS, 2
NHRELORER 2 F i3 2 HEIL 2\, TOHE, TORFENZYLEEZHS NI
TOHMENRD D,

3.2 LR SOEBEAET — & 72 I L 0 BAREMEICEAT 2 22N ER CE R WEAaIL.
SRR LI A RIA4 v, UTORBROEREEAL TS
(42 THEBW) |
1) M 2 ) 2 18 I 22 98 28 B R

2) R AR 2 D D Qe e R R RER . MEERER, I~ v AV 74—~ TK R
B

3.3 SBRIE O F
3.3.1 B ELOSA
AEREEE (BB S SOTEAME) OME ., PRI, 7 & OB L7 fF
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B3 EL

PE2ZE LT, UTFOFIEICE D RBRICEM T 5 720 ORBRIKZHET 5,

ARCEECERE
LL{EETE ST

P Wi
b
AT 5
i R &

LABTRL S

frH BE
o%E L (EEH05 gt F s BEORS)
Wht, 1RELL R l;s:z.s RS Tt Stk i)

L 4 SR HER e 4.7 IHER

3.3.1.1 AKFZROBARIZEEMR S L < I3 T X 2Balehid, Bk Ok - ARk -
MG EAREEK 2 &) WM UTRE L CRBRik & L, RBrx Efi+ 5,
3.3.1.2 /KR DO BARIC VAR T TE 20D, AEEEIC X o it ns o b
BT, A% ) — VR OT® b Ak DR AR TS (4.3, 44THS
R o A ) — A I TE Mo THERE NS 5E (4.5, 4.61H
L) 11X, K VHEROBEWESE AV, MY LR E O EED
10 (EABEOEIEZRM L, |IE T 24 B L CHiH@ 24 5, i
EHEL, REEOMITY A S, MW ILEER R 250 Y 22 BRI AR SR
BWLCRBRIKRE L, RBREET 5,
3.3.1.3 KFRDOBARIZE T, ARERELECTH I RS b2 WikBalehix (4.7
HEBMR) | HIREREERRICBODTIEY A F VALK F Y K (DMSO) 12
X oHhHRZ . R BERR, IERR I~ 2 Y 7 —~ TK R
IZBWCITME S AR RIRIC L AR Z Rz Eii+ 2 (4.3HES
HZD I
1) 18w 22 IR A Bk
ARER G A TR A2 L, £ 0.2 glZx L CDMSO I mL (55 ik
RBREE 6 cm? 1I2%F L C DMSO 1 mL) OEIA TR L, 37C TIREH A LR
O 48 REfEIfh L, T otz B s LT, 7L — F Y720 & & 100 uL &
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mML CHRBr 2 £l 3 5,
2) Yot R EL R, IERBR, v U R 7 4 —~ TK#R
ATHEZR A LR B Z I L. = 0.2 g l2xt L CTRBRIC W 5 i & A 5
1 mL (5D WITRBRRE 6 cm® 12 L THEEIK 1 mL) OEIG THML,
37°CC 48 i35, ZOHH#EZ 100%Hh R & L, B8 AR LTt
Bk & Ehid 5,
3.3.2 R B DG
ERERMEIS 50T ET X v 7 EOBBEMEHC BT 2 BEFEEDO S XL E
HIT 28R A 4 OEBTIHMTHIENTED, LER-T, 2IHDEMR
BIERBRILLLTICHEE T 5,
) XERHDWVEZNETOERICE T, ZHDOMEZ#ERT 2B THERED
A F 2 OBBHEICETL2ERPEONDGEIE, B2 EHT 5 LB,
2) MR B LR FRICE L CEEHEMEICET 2+ R ER RGN RWIEEIL. £
DRFEI TR BB A A IR I B B oRHRIC W CRBR & Ei 95,
3) BamtE DR 21T 9 BRICIX, YR A 4 OoRBREEL L OBRHED
EZET 5,

3.3.3 R EHMEZEE O %54
) 72 VR B A R SO T R L CRBR I 5,

3.4 | 7E M O
KA A L2 ZNTFER S T D AR ZRFBRIE IS OV T BB R O HIE 1
TARTA» QEZR) IS, BGUEFRENGE LS EIE. Bamto b o
IS | BT in vivo B 2 G DM OB w2 Efi T 5 2 L2k,
Eb~DYRTFHBO B L D HEBEAOND, 272 L, EREG Ot
At L, BAREE O TR S PR AN, A IO S B OSSR R R
B D BT AL CRE MR 72 & T2 ORI 2R EHITEE L TIT 2,

3.5 iR G #E
RS EICIET, DR EB U TOFRHEZFLIT 5,
1) FRBR R R L OB ST
2) R S i 11 R
3) REBREE (B ST FERM R &2 E T 5 8%
B EFEE AR DA FR, BUEEFR A, BER S, FEME4L R L
4) XtRmE (Tm7—4%)
5) BRI O R 5 1
B - FIEC K D R & R R TR L

6) akBk 7 1k
B BRSO R
7) FRBR RS R
VEIGEUT, £, W, BHEHEZRMNT L Z &
8) fiti R DFEAM & B 52
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9) 3 Sk

4. Z5HHW

4.1

EI=g=N
H A2l

AR MERER (genotoxicity test) X, 1 OMIFEIZA U 72 DNA 5% (DNA
damage)» HIRAE L T, MM L~ THEAR 122984 # (gene mutation) X° %L
BAREE (chromosomal aberration) Z# %7 2 BinmEME OB 2 BV & 55
RBECThH D, BoEEWEOERIT. TOEENERNOKRMRTRE 20, b
U< 34T TR E 20ICEIVEEOR DN G NELR D, FHMEOEMIIC R
WTDNAGENELD L, DADKFERE R L2560 5, TOEWKT, 55
PERBRIIE DN AMBE DB A7V —=0 B OKE 2RI LTW5, —JF.
T-OME e EAERNO AT DNAGENEL D & B2 ORES DML
VAR FE T A SO R D F AR AR TR & 21T D A IR RIS AR T 28R B Yo iR
BEDMBOLAREER D 5, T, HRTORERNRZZ 20, BIEOKRME
DNA [ZEENE UG E, A0 RS 28 3 2 8ird WA £ 5 wlRetk
Ldhb, 20X, BEEEDEIXDNACERL T, BADOFEAESKIRIZ
BEMOEEE KIET 2 00, EEEESITEHN I EMOWT o &G T
ZBWTH, ERICERAL CEBEEZ RISV ENEEND,

4.2 FRERIE DORIR

KA L 2%, FHIE LT, BlomtEoE- 2 H5 R TH LB TRARER K
DY R R OFRERMT L ENTELRBRR L LT, WMEY (X XIF7
A, KRIGE) & 287 IF 525828 BB & LB 2 ia 2 H v 2 58 (G
R EFREBR, MR~ T AU 74—~ TKBR) O ZFD in vitro ik
BR oD Sl 2 FAR L LT D,

AUERFE O PUTEI L TiL, ISO 10993-3 “Biological evaluation of medical devices
—Part 3: Tests for genotoxicity, carcinogenicity and reproductive toxicity” (23T
FRD in vitro EBRIZINZ T in vivo RO ERE N LERGH bR SN TR Y |
KA B2 ZNTBNTH R O R & 2 WIS &0 15 5 725k
it R OB FEE)Z GV E 2R EBITEIR L T, invivo iR R 2 & e fth O #ERR O
EixZETHL L LTWD,

4.3 it P I

BB S 2 S D T2 OARIRBE & LT, BloKEEWE 2+ 2
AH ) =)V EREEME E T2 7' oo ZHEE I, 2 idiBREE
MHARERIRYD 2 Ot AR L2 AL LICHAGDETH D | ANE
IABREZR D KO NRIRE DN ORI O BBORENRESNLLEE D
BLIZbDTH D, AMBEETHEY GO n &l S 7 slBalE T, &
512 DMSO 2ME RN Al e 72 S 11T, BRI U o BefR @ik . LE & A 5
B2 ETOMEREZON D, EO XS A ZRIRT 256 TH-TH
ZORAMEZBNAT 52 &,
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44 E GRBARE O EEICAHTI2RBAE N SE LN MEDEDOES)

AL ) =NV REORTE M AZL > THREAE A OE N EICET 51
WA NG AETX, 33121206 > THIHEZ R D 5, N 0.5% L0 E (X 1%
PLE) & 05%HK0M (T 1% K0 OLE Tk, RBKOFHENRLR S, =
ZC, R 0.5%IF B E &Y 0.5 g UL OB, HE 1%IEE0
EEN 0.5 g RO EFEAICHAT 5, Lo T EL b & ICHEREHE %
NRTHUEND D, RBHHEREZTDIIE, @E LY o B A E
ELTRDEN XY v 7 AL =TT 2ap e TbiEELZHE LTk
D,

4.5 THiHRGE LN D56 ORI
Ay (REidh) OBEE 0S5 g2 LML LT, RO REZLTD LS
IZED T, THHENEONDHE ) Lk, @El, HhHEEN 0.5%LL E (E#EHK
FROBEEN 0.5 gL EOLA) UTHMHEN 1%L E (ERERESROEEN 0.5g kK
WOBE) OBAE LT D, 0.5%E 1%E W ) HHRORFE L, RERICSKLER
T EZ/F L0 OB OENORELTZ LD TH L.

4.6 W) &
oz o CEEHEERR A ZiE 3 2 55 LB HEE D O &%, 5R
FHEIC L > THEIEH 503, BEZOBRRE LT, 272 & bERZRARE BRI
TIE1g, PROEREFHAR T2 gBRENLETH D,

4.7 T 3G b iv7e WG E ) O

RSO N WEE ik, @, MRS 0.5% R (EFRESROE
|05 g L EOGEA) LT RN 1%AR0 (ERELSOEREN 0.5 g KDL
B) OREET D, R LIEER THEINEMRT 256, IEFREE & Edin
EEERT D L GE, itwiIGonznto 325,

F2 HiH®E AV CRBR 2 EiaE I, FMEHCE S5 REMEEME (£
J = —ROINY) ORBREET D L LB, BREREED D OJFEHE Y E O U
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4) A BN O OB I >\ T, FIERAKZEM L. 33 1HZR) |

5) A BEHT DWW TR, BRI 21T © I, ElnmMEslBsi L7210 T < Bk
BN DOBBEBA AL R EORHBEEZEBERE TEHZ 2P L 33.2HS
)
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1. 6 &P

AREERIT. RPIRE A B8 B8 ST F A B O R T~ D 8 2 B ik Bz L 0 34 5
LDOTH D, HEMEIOME, REMER, IS MHEER EIZ X -, BRI
GIEEZ SN DS OFIH ERELZFME T2 0T, FFICRLED L O Z IR
L L CHM L CRMli - 256 2 E . "HAORGHMIRIC L glsRZIEh ¥
BEAFTMT D200 D TIXR, Fio, RREBRIC L 0 S0 O B M0 B i) 2
W T, HEBTOEESCHMMBEBER COEAEEZ SO, AREA LR
BENFHT A Z ENTFRETH B,

FRBRIZ O D HAE A B D TR IS & 2 AR 7 © O IER RIS 2B i &
BPWEIFEBETRETHY, £/, 7y VET~OEEYOEMIEMEIC X 5 ByH
DAZeE, B, MM L > CTREMIZIIEEZ IS, B hTIIAES
NRWEENRAT D AREEO & 23 BRERGH 2 L Tid e b2,

HRE R 2> & Z N T CTOMBRES DR b 2R T 52 &1L, B R T
DIRNRGA SRR OF B E TR 5 ECHARERAERMT 5, Eio, WL - 5 fiF
PED ERHEEZR TIE, WU« S fFRFE TR % 2 R RN BBE SN D Z Lo b,
ED LX) I E BT D0 E MRS D 2 IO CTHEHETH D,
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TEkT 5,

2 SRR
ISO 10993-6, Biological evaluation of medical devices — Part 6: Tests for local effects
after implantation

3. —REEEE

3.1 iRBRE

3.1.1 ZNENOMA SIS T 2RBIEE LT, iAW, T & OVE N HRE R R E
L LTS5,

32 HAERBRIC L D RATORIEN IS 2 BT HICEE L, MiamErk, BAEME, fRg
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3.2 AR EUEE K Ut B b B
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FEDO D DB R E AR WD, B RREEHI LA TIE 0, REBESENY
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Wk ERAT 5,
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ML CEDOMEEZBET 5, OX Mg 72 & A RREIITAT o THRE AL & 55 E
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PR 2 $idiE U CIERE L4 2 R PTICHRAR 3 5 $HURE 23 B IR ) (2 IR S5 70 b4 8H L e
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IREEFHE, BIERE £ 0.1°CLULN O B ERIEF SUTRIRHEEE 2 v 5,
RBRICHND T T Age B New, EHE., EFE R ST H5202CH 250CT
30 pRICL BBV L T, REWEME ZBRET S, BEWEME S RE SN
ERRERINTH-AEZHANTE L,

3.43 #h5EE (510 HEBHR)
JFAIE LT, RABREVMIRE | kg 4720 ABRIE 1I0mL 24575,
3.4.4 B FE (511 EHSR)

AL, MBFEELFE CEIROHERE T, fIO R WEREE TIT 5, ST R
THNE OFERIRT 2 DB T £ ThH 2 v, REBREWIX, @, BRAREE
BDENDREN 7 EMEESSIZEET 5, IEIE, BRI SO ARE R E
TEE O RNRE Sy Z EIBNIZ 60~90 mm DOFIPHN T—E D SIHFA L THIE
T 5, RBRIEEH O 40 D125 R £ TOMIC, 30 0 DOMEE & - T 2 [
BL.ZNOOVEHEEXREKIRE T2, 256 2 BOEEREMEOR’IZ 0.2C
BHZDFEND D, UL RIRIR S 39.8C A2 2B LA,

AERE T 37 £ 2°CIZHNE L R BREY O B IRICEBRICER T 5,772 L 1 [t
SOVEFHT 10 2BNIZE T S8 5, KIRZRRBIRICIL, BEEDE 25 £ 72
WHEAET R D AZIMATEEE LTH LW, HEH%3REMET, 30 0N
OFECHRIEZET 5, MBAREBLHEEHRBEOEZ KB EFEL TS, K
EAREEREVIKT LSS, R EAEZ 0CET 5,

3.4.5 HE (5.12HZW)

3EDRBREY Z VTR ZITV, 3EOKIR EFEOEFHT LV HET
B, 722 L, REFERICI YRR A 3ICHEALTENT S, F1HO 3PCOk
B EFEOEFN 1.3 CUL O & ZREAMEYERNME, 2.5CLL LD & X 3EWEY
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Bttt 4 5, KIBEEFEORHMN13CL25COMIcH D L&, 3LICLD
RERAZBINT 5, 56 IEORIE EFEDEF M 3.0CLLTF O & & BEWEYE A
M, 42CLLED & ZBEEMEME &35, 6 TEOKIR EFEOEFH N 3.0C
EA2COMICH D &, W3 LHRERE BT 5, 79 ILOKIE E5H
FEEDAEFTD 5.0CK O & AW EEM., 5.0CLL Eo & & REWEYE bk
ET D, REMEWEREMED L& REEEHIREEDERBRIEE T 5,

18k 2. (1)~(3) OWT DM THRIEHBRIEIT O T S HE S
Graid, |IR T, @MU ZRRERAH L TR ERBREZHNT, = R hF o U4
By At — FlEEZ -3l (F], JISK80084.3) #EEL, = KNk
XU UORMEMERT D, TN ORRERE L TREWVEME O R REEZET
Ho T RMXFVURFRHI T A E— FREICL A= R v UoilBRizHONT
X, 7.8 TR SR E N (513 ESM)

3.5 AR s E
RS EIZIL, PR ELUTOFREETLEHT D,
1) AR I R Kk OB B
2) BBk 3 it B
3) AREBRECEE (BRI R R 2R ET 5 2%
(il - EESa O PR, WEEES ., [WEFS. FEMBR4R L)
4) BRI O BT 5
5) akBR 7 1k
6) ARG R
Fz o EE DL DIRIRME
7) #i& SR DFHAM K OV 42
8) &% ik

4. = R hxv ok (513 HBMR)

KRBk ERME (B, $F>, o, EhOH L, XTF, TALF
i, =27 —5v, BE2F ) &, EMEHCHKRT 2= N ¥ GOl
WENRBETERN LD, |E T, R OEER & 5 IR EF A AT -
CTHEY) R L, = F RV UREMN I A - PRI L2 N h®
ik (B AWIERAER = R v i BRI JISK 8008 4.3) & S 7
% (3.4.5, 5.4, 5.14HZMW) |

5. ZEGEH
5.1 FEMEWE O 43 F8 & RIS - R EWE
FEMME L, RbBOBRFEBEMLZRT = FEF 20O R
b3 MR EWEmEIZ RSN D, HICEE L, LFWEICHEY T 5
Material-mediated pyrogen & = K | % 2 > Z B < S FEO AW H KB 53125058
SNd, X EHWEHBR T, EAMICE TORBWEYE O F1E DA 4 7
T8, = RhFV U RRICE VM TE 2RAMME T FhF v
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DHTHD, 1272 L., EFEBEE LT OMEHNIAEMIBYNE L D54, @,
7T NEMEE LA O AEMIE R G RRFICE Z 2720, =2 F F X R BROfE
B, ZOMOTEEMHE KK D ORBAOHEEZ TRT5Z EIEXAHETH D,
REWEWE X, TOEREFENL, () VA M A v Fy NU—7 &4 L THRE
FEETLIWE. 2) MERENICE ST 5 TMRRICEBIER T 2WE. 3)iE
fbB Y VL OB IEEA], (4) Z oM, EREFORPLMEICKIISND, =
YRERVUEIIUD E LIEAETEMAEMAS X () ICRYT HRAMEMETH D,
—J5. AL W'E T&H 5 Material-mediated pyrogen 1% (2) ~(4) (ZAH Y47 5 R EAMEY)
HEThb (5.7HSH)

Y X & DT REMEE BRI, o TEE R R ok E RS
ELT, b MEDOKSHBEE RN LB INTEREBIETH D, HIRBWIZE
B RIBFAEIEE O, T DL BTV FE AW ARRBRIEO FHICEI VT
b Tnad, RIBFAEIL, RBRMFADO L ZABZ WM, BUR TH. & 0L
JERIE OB 592 LD Th v | HK THE O RIRFA AR R M I 5 FRE /2
TIV (VT RLFU Y, Eabh=y) T7TEF LY Ui EOMBRIREDE
DIERICE > TIThbhTWa EEZLNTWS,

Toll-like receptor (TLR) family (3484 &G kE T % i 32 O W) 9005 158 2 il
WIS HAERBEEAE VChHY ., M, BBEO X D 2SR ICET 2 Mk~
77y —TOE D S EMBEICELENICRELL TWb, EENICBIT A
YREXVUVO—RENEI~Y /a7y —UTHY, PSS R R
21X LBP (LPS Binding Protein) & U CD14 43 - & #H A& K& JE AL L, TLR4/MD-2
ENLUTRAZIZICD L Lk x AR 2895, £< O TLR Z4HE
BIRZ AR L CTHEREA B EL+ 5728, TLR2 (X TLR1 XX TLR6 & ~T 1 —fK%
BT 22 L2k, 77 ABYEMEOMRAMEIZRET 2 VR Z A e
BEORERR AL T DY REAE R EERBMT 5, ZOM, 7 AV AHKD AR
RNA. Al 5 & QNI DNA I X# 404 TLR3, TLRS X O' TLRY Z 41 L CTAEY)
EEERBET D2 ENMBNTWD, TLR7 O TLRS [T A KHTL T A /L A5y 11
ST oEMEE Oz L MO TS Y, ko, MEEOMIREER Y TH B
TFRTUVBALTLR2Z Y =2 R & LTEHAT A EEZ 2 6TV, ITiE,
R L I2_TF RV AT TLR2 20 S TICIEMEZ BB 5 2 & i S,
NODr%NOthkay%@MWMﬁa FOGRTRBISN TS »Y, ZhAS5DHE
KE% 5328 TLR ICFE#k S5 &, & U > %) —F (IL-1-R-associated kinase, IRAK)
@%@M%NFKB%gi%wﬁﬁmﬁ&\ WD T F NI A — RERT,
IL-18, TNFa., IL-6 72 EORIEMEY A b HA L OEAENFEI NS, 25D
A FAA 1T COX-2 DIFEBLAZIT LT, KIEMENICEEG T 2 RENRAT 4 =—
A —EBZOLNTWD PGE, B ARET 22 LIC LV BBEERAZHET S, 16
PESEBLOFRE X TN Z R 578, TLR family IZBFk SN 5 2 5 O BRI
WTNHEEMEME L 7D,

5.2 ISO/TC 194/WG 16 DL & HiH in vitro FEWE W E 3 BR 1%

FEVEWE BRI O W CTEBNCH BT 572, 2007 4512 ISO/TC 194/WG 16 A3
R SN, IUVFSE, IS0 10993-11 S IFMSE L7-TE & LT, FEWEME R BRI
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FIHCE DR TFHEORBREEMH LT 7=V L R— RO DB
HTETHD,

W7 7 = bAR— ME, VX2 AW BEWEYERBRIELR O R
URBRIEDIE D, & MR EMEH LR in vitro B EVEY) E B TE (Human-

cell based pyrogen test, HCPT) I F 2 b NH S TW5, HCPT (3 —nm

y NG T Y R a2 W B E RO RE & L TR SN RBRIE T
bo, EFRERICEHAT OOIITERDIBAEFERNALETH H08, EFEMBIZD
WCIHRAFERBE T LTEY, BElca—a v 2B TR IShTng »9,

HCPT (X [E e &2 IV B 8215 (direct HCPT) & #ERIEAR, K 2 3k
& L CTHWDM#21E (indirect HCPT) I KBl &S5, b Mg & LTiL, & b
R (A1) oA, THP-1, MM6., MM6-CA8, U937, HL-60 7 & O LA IE %
FIAT2ZENTED ™, WFRoORERS, (1) & MIHT 2 RBWEL2EHET
WTExDH, Q)= R UANORBEDE (EICWMAEMRSY) % ik
X IREHICHEMTE 5, 3) BEEICB W TR, HEM M2 nE L w7,
FEEVEE ORI ET D2 HLENRRD, (4) Bz FEHA LW EOF E»R
HoH72H, HCPT XU F 2 W HEWEMERABRIEE = N F & lBRiEIC
WS, BIDABRIELE L TAHATHL EBbns,

HCPT 2B W T, HERS~ 7 v 7 7 — ?@E@ﬁﬁﬁﬁwﬁ®ﬁ@ﬁimﬁ
BFLTWD TLRZI U0 & LIEARBEICE G T 2%/ B2 LTRSS
éf@%ﬁﬁ%gﬁ%ﬁémé>Giﬁﬁﬁ)omwai\%@®HR7ﬁﬁ
A MZEoTEH SN~ 07 7 — 7 EOREIREML D EAT D RIE
PeYA S A > (IL-1B, IL-6, TNFu 72 &) %3 ~—FH—& L TELISA IZ &
DI - EET D, HCPT TIE, v~/ n 77—V R EICAERSNDIEERLRED
TORL - DS AERIC T T B LR T X 5 Al @#%éﬂ ZOFEE L, A N
ARy NI =D 50T 52 LR HEAEEET 2WE (Material-mediated
pyrogen) [ZEREN S AR W ATREME DS IEF 2w (5.1 EHZ M) , £/, HCPT T,
AR B2 T TWE 2 5 0RO A & 7o Ba ) b Ak D FEER L 7e & D3
BWEZ Gl CE /20T, BEHEICHEE TE 2RO RKE ZITHIRRH 572 8D
RIBIAEET D,

Y X E AW REWEERBRE, = F U URBRIE L ONHCPT 121321
ETNRER S D720, AIZIGE U CHEYRRBRIEL BT L2 EDNEETH D,

5.3 W BRO HE

ARBRITHEERICHWDS Z L2 HEME Leb o Tl <, RBREBHIT/FEET
LREMEYMEOREZNEST 222 EANELEbDOTHD, MBIV A LB
VX?A (Quality Management System, QMS) (23T, A B D 52 AFURE0 M i Y

EARFRIZ BT DA R IE= 0 R R 02T U & LIZERR S DORF % T
Ty VT HIENBBEIIRDZEITYURTH LN, ZOHEITHW L REBREILE ]
DEGE D QMS FoMME - REFTED LN LI NS LD TH D,

WHhWLHLEMRY =R EDLEE. IEFIZENTITH > THIRIMS bW
B2 LB REO EEME 2 4 E T X §°, Material-mediated pyrogen O HFH~ 5
=iz, v EMWIERBREFER T 5LENH 5,
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—Ji, ag—=rr, BIF ., TAXUBER EOFRRKREROAEMENL,
OREBRRICE W T R MU U FRBNEBTond, £/, = REFv o
BRELED TRVWED, FHEB T R UV ERHIE L TR LERD 5,
ZDOXEIBRBHBIZESNT, KRBRO A X — AR ALTHNT,

AT, BB SN EORBWEEZ T 2B Th 5, R
BB IR EDO = R R UBEEL TV TH, T8k 2. (1)~3) DEMHT
T2 &, BEEEMRHBTE RV ERnH 5 (5.4THBHR) |

5.4 i R E

5.5

PER DOFBRIE ORI T8 2. O THIHIRE - K] 02 b (H)~QB) Dk o 7%
RN OEREMOSEMTITOL Tz, ZO%HE, = F X U B3 B Tiin
MEMEZH T2 U REZHETH S &V ) RPN SW T, HBRIEH TR D L%
BMEME L, [ Rhxvy ] THDEDHENRRENTE, LaL, 51H
IR PR OEOMOBEICLH D LT, = R MR UEIRE INEVLEE S 5
ETEMENRRDOND ZENHY, ZOBRITT U N Mo URE, AR )
\CHERI D 3R FICIRFET D Z LR EnT-, Fric, IKBEOZ R0 Th
FUEA L 2. (D)~@B) DX 9 725 FTIED 2 VIEEDN TR D AlREMER H D 2 &
MBS, =2 K2 oo (0-Hute) ZkEdT 5 2R
IZFEF ARV EE 2 R TN = R S v OEMIEEZH S U E RN AEOIT
BIERME N OV T VA1 U ESRE R CIRIB S ISR (U B R A BB K 2 IR
T EMHE FICEREBESGRT S 70 a2 RESTLY B SUINEIIER R L O Bl %
b, Fio, =R MR OEMEIIREEIR T TR - MEA L7258 THIKT
THIEPHERINTWD, ZO7d, (k2. (1)~@) IZHE L7 MRS <hb
H L7 5A . MEHER EICAFEE T DI MR ST R ) & 58T 2 L2 D 2R
X aHtiE o pH ZEDIEH), = F bRy AR (Bt kv, Ve
NAESOGRPEZVHELZ b 2 R XU OMIEERTIT> 2 L
EEARET D, REZMHERIIM B OBBEIC L > TR S, £/, = F ¥
TUREMEWG A X, BRI~ DO IER R E A A R AT X D EIE K
LA TE 2, SIS YR O OMOBEICA SN ZEHE FIX. BED
LZNHDHERLEELTWS D EEbh b,

i S

FHCIE. RS o R & OBk, ORI SIRE, BmHL B D
(] - HEERAE) | EEIR, REVEELRERCTH DL, iR THET 2
Bra, i RRICITEMEN RS Th, RFFOIRENR T T2 & B EMET
L CAREMEWENERINTL 2B E08H 5, MHIEIZ 20CLL Tz b0 &
FWMH L%, BEMICZ U R X2 7 —ORBIIBTHEND S, MK
OBREUIT 17— a U XITZFOMOEE 72 HIEIZ L 01T, b L, WIRBIE
WXV RBEROMEPRDLNH5EIE, BOLT, ZERET D, REEY
BOBREDHW T, BREHADAL TIo 7 4B —REERNLZ L I38ET5
ENEFELW (Y FEXF TV UBFETDHE, TV REFTUEA T T
WAk SNDAREMEN B D7) o F7z, WEAYEY HFvy (i R OVRTF) (2 AT6E
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IRPR Y EE L ?Hﬂu%%é 24 FREMILINIC, FEWEYE R % £+ 25 = k&xﬁ&bf
W5, ek, KenkE @%Lti/bﬁﬁ//%ﬁ%%éﬁé&&% ) —
I*E/MK?‘ZD?‘_M)\ VY XICE G T HRNIEERART 5 2 &%?ﬁ“ﬁ‘éo

APSN ?Ehtljﬁé%éb\ FESTETIC R th&J%ﬂéT{Mﬁ%%ﬁf%uu AQUNCS
ELESGAE, B S EICEODBEOBE B K OELFE AR T ILERS D,
%U%%?%/77/74»5 AT 2GE X, AR, 0 H &4
LIEAY T Z 07 4V E—DLRLEHT H2RNERD D,

5.6 FEVMEY) E AR A
KRIAA B2 ZNZFH STV BB ERBRIEIL, JPOFEICHEL DT
b5, ARBRIEZ, BibT 2 X0 ICKEIERFIZE W TRERK O & 57 &SRR
FHOFMEAREICE L CETORENRD DN, 2L OESIFHEL TV Do),
BATO USP & D WX EP D H1EESEBICHE L TH v (5.8THEM) |

5.7 LB X DR EVER]

A TR L 72 bW EIC X A2 BEBUZ S W ToRERIT, L TE Tk
WS FIZE, FTEGIE, T2A0ERBIEAIE LTHOWLR TV N-7 = = /L-B-
FIFAT IV ROT N R—beg-F 7 F AT I 0L TR b 7Yk LT
BN LN KR EFOE— 7 13HENZ 12 ThHomHE LTS Y,
Flo, EBICBEIT T NVHOILNGIEN-7 = =)V-B-F 7 F LT I D
HanzEHESN TS, LorLl, BIIETIEINGDFT T7F AT I VTR DA
HEAETDHIEVEDH D DICHEH I TN,

R E&- & ?%@@@m%% ELTRDEHIRbORH D Y, BRRF L
Lfﬁﬁéﬂé46/%FDo?V/~w%iémmmﬂ¢W¢kbfﬁbﬂ
TWhy=hrr 7=/ — 7%, BEY UIBEOBILZEIZ LD . =R
~®)x&k%%ﬁ9§ﬁf%k%ﬁﬁ%ﬂ&b\i%@%?é%ﬁ%éﬁét
WCIRIBRS AT 5, o-=bue 7=/ —b m-=bkua77=/—)b p-=hkuB7=
J =g EIXAERES TR, B R RAIR SITER SN T b
BREICEERIEAR T 2o TWD, F2, ZEFOYeR o g 2 LIl
HEnsve 7 ) vt A XOERRTERKED ERRAESNTWS, LSD, £/ E X
72 E DM B, EEPCRICEN L CRIRFAES#EE LRI T 5 2 &k
D, WEOLEREL LT ERMBN TV D,

5.8 AERENY)

RE1Skg U FOBRETHRALEZVIXEHND, 4~SHEEBEONE 7 X T
Ty RS CRT DR ENEL ., £, KISOEBNRRKE W & XDk
%Lt?##%ﬁmfé BYIRTHO s, £, v FEREETIIEES

AENZNOT, Hr—Y T1IRTSEHEF T 5, HHENTILO TS T
% DN, BRI 28T B 2D T oMK — L TR 2 FEi+ 5 2 & 2
PFE LU,
fBEELOCRBRENOREZIL, FEERG L HIZ 3 CUNOERIC L &
HTW5, JP TlE, FiRZ 20~27COHFENT BRI L& LTWVDHN,
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USP Tl 20~23CLHEL TV, MEELOHRBREOMIZINT CTRUI LT
W, MENOIRE - WBEIXR CEH T EICHE SN TWHAZ EREE L,
REBRRFICI T 2 U X OMREIT, EMEEIEIC L VAT O o BORFRIC K 5 B inE E
TOWHREZITHIDT, TEALEIT AP LVARAZRFIT A=D1 & IITFHRE X
WL S REEsR AT 5, aEERIC Y X135 E %@@@ﬁﬁ’ﬁb
TEELTENDIZERHY, ZOZENRREZR> TUIXUIRIER T H S 2
ZLTHERENRFTRETAZEDRH D, 20 L) RREBIZR 72U I ER 2R E
WHEIRTHZ ERIEEAERLS, BBULRAKBUNIZKLET S, Lien->T, #
D TRERICHWS 79 1%, ARERAT 1~3 B UNICES 2B < 28E2 & e thik
B TV, AREBRICHE &8 %, USP TIIikai 7 HLANIZ TP & RIEEOBIME 21T
IEIITHEL TS, EP Tld, 2 EEA L T 22w o 22 v, K
ARERD 1~3 HATNCEBRICEE A B RER 2 FEH T 2 PR 217V ESTaT 90
D ESE 3 R O BN AR EHFE DY 0.6°C &2 2 722\ 7 5 & AR BRI
THI LI TWVD,

USP & [FlEE, FEEVEW M & HE S v X3 48 R O RFHIM 2 B W
7=t%. BEHTE 5, EP TIXZ h#sﬁ%tﬁméﬂfwé

FEEWERE BEME & HE ST T X O LARNC R BRGEE & Sm A U E & A
ﬁﬂ%&ﬁéntﬁ%%@ﬁﬁﬁif%ﬁm:ekénfw s ZThiF= R
Moo a2RGEEINTZTYFIINLT U AEALD, REIOZ R X o512
KT HOEBE L, FRICIIHRT 28RN E V{2 LIk Tng, —
J7. USP TlX 2 M, EP TIX3BMARE T IVIFHEHANTEL 2 LIZ72o T
W5,

5.9 $LE Kk OER A

IREEEEE U CIIKERIRE G, BVEEXHRE G, ERIRPUREF 2 D HWLR 5,
LML, 5 HTIEEL Ofigk TH— I A X —BERTEEE (0.1 CLUNORE%
HT D) L=y I rarta—F—7LLlicksEE8ENM TR TS,
P —ZEGICHEE LORECEEIREZJET 28546, Ho 0 LORBREIYMOE
R ARIEI N LB e e 2 5H 3 2 M BT e, EBRREICH -0 BEF O
AT JP TIE 60~90 mm OFPHN & LTW\W5, ZHik, USP (7.5cm L k) %
EP (5 cm) OB EITIZIE I L7z b DO TH D28, BAEHEE 3 & OB KPR E
FHCBWTIX, 5 —HOALDIREZTRTHOOM, &5 —ERMIZEMIND
BE ORI 2Lt Rm T b 0N H 2 O T, 2D OB AIE TR O M K&
EEBHIHAREDREZBETHZ LM ELRY | ERROFHAFHAIED S
7=,

MHEVED T AR B, &en. HEHE L OVERNE 2 81X, BEFICHEET DT T
A@@%ﬁmiof%méhfwéT EENRH D720, HH LD 250CT 30
S EOEBIEEIC LY, 77 AREMER RO R v v o EWIEtE %
RFELESE S, EP Tk, 200C, 1B OMBME L RHTE 52 LT -> T
5, £, UREHKRTH DT B b %2 3@ OWREIE T &N a2
RN ARBRICHE T A8 B O, 1 Y = TRV INBVLE N VL E T H
o TURMFVURBOLEDORBIEERKT 2BICHD T T 2 /DL HE -
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REOYUEPRE L, = REX 0D U AVARISDEAEDEREE LV b
BEBEOLEENE W & LD, 250CTD 30 M TiEfEss T, 250°CTh 7
< EH 60 MOMBMLELZLT S FNEETH D, EFFE R OESEHIREAMEY
B ENN (A ey 7 —) 2 & PEREE S AUz BRI o I b
EHAWHZ EHTE D,

& R BRI I AR B A2 AV 203 TP OAFRRIERZ v sf ey
27V —Thob I ENRIESNTND,

5.10 # Bk &

USP & [RERICE G Ix, @], RE Tkg I >&RBRE 10mL & L TRV, 1
VE~DEFIE 10 M LANIZE T &8 5, EP TOMRE Tk, F5HK &M 0.5 mL/kg
~10 mL/kg DHFIPAN L 72> THEY | 4 LNICEREZE TS E L L2 ICHESH
TW5, LEOREHREOFEITRBRIEOMEIZFICHETIZRVWEE BN,
F 7z, RBIKOESNIR~OREORRICIL, RBRIKO= L R FF 2 I X D7HE YN
RNE DT, KRS, FRA PRI EEMT L2 E NN I L TITO B E
W5, T2 LRBRROERSR~OFEZ FREEMICE S IE, ENTO
WTFME R CORBIBMETELZ0T, LT LLZ V=0 R_RUF R EOMERE
TTITH> MBI RN EEZLND,

5.11 5B 1A

PERIT AT FRARIB O JIE 720HIC 3R LL B A B L T3, BIEIX EP & [RIER,
ARERIGTES D 40 23R HIES £ TOMIC, 30 0 OREE L > C2EHEE L, %
OO FEYEAEXMBARIRE T2 X 5 ICWIES 7z, USP TIEilbrik 2 59 2%
30 A3 AT E TIT AR 2 E T X E W2 L il > T b,

KRR OHEIX, ok GFL&ERARIERS) 38.9~398CTho7z, v
FaEEIICEETT 5 & & 1% 38.9~39.8COFPFAICINE B DIk, W@HEHEH 7Y
XK 30%ICE EEHICBERNVN, ZOFREZE L EMBLARWIRY | FEWE
WX T DRI L LW ERBE IS0 T, FHINLIERARER S
DI 398 CLULF &k L TW5D, USPIXIP &R UHLETH. EP % 38.0°CLA
T & 398CLU EDOEEZERAT 2 L OICHELTWD, £/2, JP TlL, 2Bk
RHEMORIC 02CEBZ D EZDHHEWIIHEHTE RN LiZ> TN 5D,
—J%, USP & EP Tix, BRI CTICULDOERNSH L U FIIHEHTE o0t
EDHILTWND,

JP L USPIIHBRIE DO NRIRE % 372 C L EO TV A A, EP X 38.5CEHE
LTWa, LIl sRBREEE S %o MIBOREX, 1 BB T3 EITHY Z L2k
S TV A, BITEIX USP L TN EP & [AlAR, {EH# 3 FEf &£ T, 30 0 AN D[R T
FEARET S LI ICHESNTWD, BIETIE, 1T & A EDHiFR CEXAER
PRSPV TEY 2~3 MR TIREDTLENAIRE L 72> TWVWDH D T,
HEEBIET D 3RMOMTRLBWREAEZRMT 5 HIEZHALTH LW,
BIzIX, = REF UL DREAOGAIL, = R U REHZITIT 15K
MZICHRADOE — 7 DA LI, HHEENZWVIGEITIIEIZ 3~3.5 RF %I 2
DE—TNAHELNDLZ ERTNoTWND, ZOLHIC, 3RHOKREELZ T 572
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THRVEIRE CHIET 2 Z LICHERDH D DT, KIEIZHE 30 73 LN O#IRE T
WELTEZERAT 256 TH-o Th, BREEK 5% 3 RO MRZE(LICIERE L
T, BEMEOHIELIT O 2L NEID LN D,

5.12 HE

ARRERCTOHEN, D TEHZZTLT WU FORIBO LT 07 ERHICE
H5H00T, KRR EHOREICL - TiE, BRBREIT > THREIZHIET D &
WHEERFENE LN TS, RERBIEITBITOE +NSIE B ARIER G O Ik
Th b, ERIZEP bRKOHEFIEZHH L TWD 2, HEREICHE T O
ENDH D, T2, IPIIREHEICED T THEGC T3 EMORBRE £ 5
EOHELTWDED, EPIZZND 4B TH D, — 5, USP Tid, 3ED 7
XEMEH L 7ZPREIORBRICEB T, 0.5CUL EOMRIE EANRO bz a. 5L
OUYXEMHEHL-HRREEET L2 IR TEY, YRIORBREZE DTS
VED 7 3 PEDORIR EFEER 0.5 CRM XX 8 IED 74 FOKE EFEDE
FER33CHKRMO & X, RBICHEATHEHESRLTND,

513 =2 R b v o ilBRiE

T R MRV UORBEICBE L T, BHAKERARER S - —BREO =
R kv iRk & JISK 8008 4.3 3535 L 7p b, & O, JP O H A #EE JIPTIY
B OEOMOER T, WETE, AR, EEFE, SHEARY T -3
VigEmEE I TW 5,

T R MR URBREZ, 7T AREME RO RN DT M=
(Limulus polyphemus X% Tachypleus tridentatus 75 &) @ M EKh L %77 LAL
(Limulus Amebocyte Lysate) V&ML L., 7 Wbz sl & ZFOnicES&, =
YRRV UEREUIERET S inviro i RBRIETH D, RBRIEL LTI, 7L
TR & FEHE & 5 F AL, VTR OB EZAL 2 FEEE & 5 5 ik R OV
A RIEE OMAKSRIZ L DR OERIEL T HBERDH D, = F hF v kb
EIX, = B R Ak T 2 OB FFRENE <, o, U I L D3RR
WCHE L THEHBELDOERETHHZ LD, T R 2558 E LA
PEWERBEDOMRIE L L CREE | IR, EREHEOSBE TS TWD,

BICHET 5 ODIEH, =2 K X URBAOFEHIK (ES AZEK)
HHIC L SRR 208, = R N3 v ORI OFEEIC L 0 kx < B
Lo ARHIZE Y 100% T WEIREZG D Z LN TE MBI OEET 208, 77
AF w7, BE. NN KX T REAL NOIEN, 27—, FF o X MY
VIR EDRRERMEINOHERALS = R RV U2 EIRT SO L A%
HWI %, TTAF v b0y K hF v UmEILEL, EDTA, PEG/Tween 20/
EDTA It MET VT I U R EDEEZFIAT L ickvdEsns Z
EMBD D, BRERLLOEIUIIL EDTARBN AN TH D, A Raxo 744
h, ag—Fr  FFo, I onbox KXo o BIIC I ERRH 2 F
HT22EMNTED, 720 " Fuex o787 4 MZHOWTIX EDTA i, =
T OLARIIERa T S —8 B AT O 2 LI XD B[R E
KETDHIENTED,
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k. BETRPOWMAEMBERET = v 7 T 5 ER TRERLOBK E L Tx
YRRV UVRBRARESND I ENDH Y TOHRIC U ARRIEZENTE D,

514 = R hF U URRNT A B — FZE

ek, = R rRBRICER T 23T, 2OEE S LAL 33 & X
AU TN D3 Tachypleus tridentatus DB XY 74— M LI T-,
BHEOMBEERERK S TH D B-7 et ra—RAR0OYE (FaTu7y v
BEZ k5 N TR 72 ) 7o SIFRBGEE L RS STV 5H 23, LAL
WXL TR RT D Z ey BUETIE, B-Z A0 IS K- TEMHL S
L5 LAL f%%3 Cd % Factor G ZBREXIZZOMELfEAfISELZ &Ik, =
VRRFRVULERMICRISTATIA B — FRENREE - HilkShTWD Y, F
oy B-I N NE = R RV URRTEIEEST LLX — KIS E RS 5 ]
RN D ZENEmbENTND 20,

. E S ER SRR A No.36 70 B DA B A

KITA X AZEWTIX, (1)JP, USP, EP E&#HONE LEE I &,
ISO/TC 194/WG 16 23MERK L7727 =71V L 7/KR— |k [Principle and method for
pyrogen test of medical devices] [ZYEHL L T, (2) FEWEME &k O EFE T OBEEE,
B)HCPT OME, 4) = KR hx v rilBAY 7V oOREICET 2B H R %
BRC L7z, IHAR 2.4 T TUSP 24 Biological Reactivity Tests, In vivo] [X3EEVEYE
AERE L EBARCTH D Z LR SN2, I ABEMGHIR L, £/, K
HA L AE AR T STy F Ry otz onTid, BEOMZRK
RICESE, BB ZHHAT 22L& L, TOFOMHEZSBHME L TEL
L7,
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8 ¥R iR &M e

3 FH 4G P
ARUERI ., IS B D RS IR O i E S V2 Rl 5 720 D b
Th o,

2. lIHHE
2.1.ISO 10993-4:2002/Amd.1:2006, Biological evaluation of medical devices — Part 4:
Selection of tests for interactions with blood
2.2. ASTM Standard F 756-08: Practice for Assessment of Hemolytic Properties of

Materials

3. HABmEHA

Mg A R, mAREak, mgEeE ., m/ ik, mEFEE, #ERD 55
ORBEB oINS, BREE ORIIZH - > TIX 1SO 10993-4 Amendment 1
(Table 1 & Table2) DOFIRAZZZFIZ STz, 1SO 10993-4 Tik, Ik & ME2A01C
BEfil 9 2 IR ER IC O W CRBE B OFLEIL 2 WA, s oY CUIHhH )
DAL T 72 EI2 X 0 U R 73RN TE R WIEFEEEROGAIT. A FEEZ R
L7 BT, ABREHEZ@IRT & Th D, HlziEX, gz Hov CEmEERR %
TV, K & OFBEAERIZET 2V A 77D 12 LTH LW, B, MiKE D
IR 3 D THWEEES (7 o'y M R TEHRE) EALL ik & OFE A
YER OFHN 24T 9 HEIX 20,

4. FHMmIEH
%%@ﬁ%%a%@m&\1ouimﬁm@ﬁﬁ@a%%%¢é FEYER 70 A
HHZR1IIRT, ZUHOHEE X, EEEES O MR E A MO FEiEIZ 80V T,

%E%ﬂ%ﬁ@ﬁﬁﬂgﬁﬁéhk%®ﬁﬁéo%u\;h%uﬂﬁﬁﬁﬁﬁ%@
RLTH LW, ZDOHEE, FHiEE ORIRHEZHATLILEND D,

# 1 EENRFHMEEA
FRERH H AEAh IE H
i A& & OE L/ VENE RN
1 5 e [ FDVEV?$DVEV@*WUAD T4 7N I RTHEA
RA (FPA)., B4y b v R 5 ZF ] (PTT)

/R /R E ., /IR (B- b e R Z e 7 ) (B-TG) X
1./ Z 41K 1 (PF4))

MEFMEE | iM% (CBC), &I
AR TARIEPEALPEY) (C3a, C5a. SC5b-9)

[V
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5. —MEEFEE

5.1 ABREE
Foe B O S e R B B 0 — 58 2 BRBREAUEHC WV B o BRI oD i k0 S P LS D
VN CEEA FTRE &I S AL D G A TR R BRSO R R B A L 7o Bt R VW D 2
EMTE D, £, BEICHE AL CERIRFERE O & 2 IR 2 5 MmE & LTH
W, U RZFHIEATO ZEMMEE LYY,

5.2 akBRiE
e ae O R B O REME A, SR OB T O RBRIE H OF#IZ
FEONWT, WO RERERE - B ERET D, REICEL Tk, 1SO 10993-4
LOZEDOMDHTA KT A AZRRESUIFIH STV L RBRIE 2 HESET 503, 3Bk
BEELTOZBENREINIE, L7 ETHE SN TV DIREBRELZBRIRL T

AN

5.3 BRI H
5.3.1 MARTE AL
RN CIEER MR I Bt~ 2 R AR Tl in vivo iRER 2 | (RAL TR I B2 fih
T HEREIEOG AL, invitro b L < 1T ex vivo B O E i N B E I b &
Thd, 2k, BHFE - HEHEEZEZE L eErE (MEaeR) U8R
S, EORBRIZEBWTIARIED U X7 3l A U7 bl TW D51,
RO 2 & 5 720 TEIET 5 LB F R0,
Fo. MR OFARIZ I TiE, B D 2 10 =0 & P I AE O 1359 D4k
REBIRTHZENEETHS, WIRIZ L 2812, HFBMECESRE 1788
WHi7e EEHWBENERBEFIETH S, MENICENMEE I D B
BEER TIE, ERE L7z AR 28 Mis & » CRIEANC BB LT L E 5 etk b BE
THMLEND Y BEIAICMZ T, X0 RKMEMAME OPAZE T ZEIITHE D
A LOFEZBIETHZ L HEEILRD,
AR AT MR G E S A7 A & /R OTEHEAEDBEEG L Tns EE X 61
TW5, @O AR Z Z- il fTRE &l S 255 121X, 2 b OFHlE B
Z AW TEEES SUIEM B O ARk 27 i+ 25 2 &b TX 5,
5.3.2 I ik e [
YR 7 190 U8 [ 0D J A 7 T 1 YBR[ 0D 3 A0 S0t 38 72 L D A 8 2 I R e
BfEEZRHTHLIICEZLNTND, LIRS T, EFEEIRICE > THER
S AV D B DO INE 2 T3 5 7o o 1T iE, BRI IECHBR R A WU AT+ 5
ZEMEE LW,
PTT (X, Bk 2 AWV CREEi3 5 2 & A T& |, BN 28 Lz ik &
BHRL., ZOZLEHRHD,
farvr-ftha B EHER(TAT), 747V ) _XTFH A K AFPA)ITD
WX, EREEOME AN HIEI NS, filkOFy hEfiHT22 LN TE
LM, %<Iide MREX Y b TH D7D, REBRARSCRER HIEOREICERE DL
BThD
F 7o BEIZ 3 HEAL CREIR 248 D & 5 iR s & W Tt I ERE 2 3R T 5

88



o5 8 HD ik A kAR

72T T < BRI R B RSO B 1k R B E A 3R T C RN SR O PR AR D SR
EHERT DI ENEE LU,
5.3.3 I/

M/RE OB T, W A2 A C S5 RN 5, ERESICRE
Ltﬂmﬁ@ﬂdﬁﬁ@ﬂ&i /N DREE /R EREE . R AR b oD i
WREE [ S M MRS EIZ L - THIE R 2 S b, EER RGN 75X, M/ K
BORETHY , RAERFEHIZBEH O MR+ o /M A ET 5,

M/ OIEMEAL OFEAf 1L, MAREROIEE L L CEETH S, M/ MRIEMEL
DFAMIZ DT, MR IS Hefih U 7o 3UBRBEE O R 1T 25 L 72 /MR O £ &k
RE & EAME T PMEB R & CHIET 5, Zofth, BHP@HA&EEmWﬁﬁ
WMEOKHEZMET 5 HELH S, 2 OREICIE, TTIROF > b & 6#H
THIENTELHN, B, ﬁ%ﬁ*ﬁﬁé&ﬂﬂ%b\%ﬂétb@ fEH T 28T
DIRESND, 207D RRALHRFEOREICEENLETH D, £/,
BEVZ 38 AL CERIR R D & D R a2 W Tk IR ERE A 3R T 57210 C
72 < REVE S B RSO B kT PR A L % B C R SR O A FE A D SR A& AR
THZENREFT LU,

5.3.4 MRFA9IE B

TR MERRC A MER & OFAEAERIZOWTEEiT 5, £ 1101E, f%FRB 72T
fiTEHE & LC, £ (CBC) L%~ L7,

CBC %, EFREIR/MIEOMENER DA 27837 MW TIHARN 72 1% H & 12
9%, REBRHEEHCBRZBH% O MR F O R MEkE, AmERS, M/, ~€ 7
o rEEHET D,

W BT LR & LT, bFIRF EWENKF2EZ b5, KR
VT EETe NIV AT AR MiEEN T O L OIS, MERICImERICEE A2 5 2
% AIREMED & 2 EEER Tl MRIEERIEE A VW57 EB B L BB L
RERDOEmNEE L,

MBI RN T A E AT E D ERESRICE L T BRI STV D
in vitro REVEEZHANWD Z LN TE 5, 6. HIIR LERBREOMIZ, ASTM F
756-08 HLH WD Z ENTE 5, WEMICERICEE L2 5 2 5 et H 2 ER
BESRIZONWT S, 2O DOREBREL AW TN 5] X & = b FHIK T o 4 8
ZIHMELTH LWy, 20HEIF, BEOEEICOWT, BlEY A7 i 21T
I ENEE L,

5.3.5 fiA %

IR D FE 7R3 1E C1l~C9 TEHE ., I35 7F 7 Ak (Clg, Clr,
CML%@@i@%ﬁﬂ%%kéﬂéL&f20ﬁL@7?7%VFK&%%
OMRHDH (C3a, C3bARE) , MARIEHALOREE & LT, 3ME (b R,
ﬂ%% VI TFUREE) DELNTEY, WO S C3728 C3a & C3bic

DRSS, EIZ, C3b X C5 D CSa & C5b DfiRIZEHE L. iz C5b6789
(C5b-9) MR SN D, WEEYH TH S C5b-9 1 TIREE GRIM-CMIREE) 1E
HERTHZENMOLNTEY, ZOM C5aD 7 T 7 A2 M El b ABENE
NhHEFSOLNTWD, FHEHSCHRMENES 22 b, A[IEED 7 F 7 A
>k (C3a, C5a, SC5b-9 72 &) O — 2> ITEE % W THIRTEME O FEAG 23T
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NTW5b,

C3a, C5a, SC5b-9 ZFHMiH & 92854, & Mg (4, @4, fmig)
ZRW invitro R E T 5, REBOEIZH - > TL, FEYEXTIR, BEMEXT
ZE LT, MBROBELRIET 2, BEmE (K & LTk, mEBER
VxF L UoRAEBEKRER WD Z ENTX 5, BIEHRWE () & L Tix,
tre—R ATV AREEHNDZENTE S,

6. Wi (EimE) 5k
6.1 FRBR IR O 7R Lk
[Fl—w v b 3RBRAE A, FHEE (EBEEER) 2BV Chlx b L,
BRI E1, E2, B3 2155, sABRakE (R SUTREM BN o & & imEst (4
AR OO K OHHIRE BRI >\ TR RO EICIES . 72775 L.
REBEE 2 MU 2 5 A8 3R IEIC L DB RICERT 5,

6.2 fii il 1% o> FR

fFEZR T X L0 BARMEM AR L ROEREIT-> T, RBRICHWS,

B L 72 BARMEM 0.2 mL Z AEBRRIEE 10 mL IZRII L, #9750 x g T 5 43[H
L, BIED 576 nm ICHB T H5WNEARE L, HllzEZ LTniRnz & (1
HEE0.01 BLF) ZfERT 5 (6.7.1HSH) |

PUBERZBN L -MEEZ AN TS IWR, Zo54xRBMEEICTRT 5,
R Lo T (B : BT I v 7 R) FUBBEAINKIET 520 HDHDTHE
BENRRETHD,

6.3 %R

6.3.1 Mk iR (G va il xf k)
AR BRRIEIR & R R PRI & F 5,

6.3.2 Bt iR (Se4¥A k)
KK (6.7.2THZM) 10 mL ICHiARHMEM 2 0.2 mL RN L, R4 & =
L7iR & BT IR & 35,

6.4 FERERIE

AR ST MR BRI 10 mL (2 %F U CBURR#EM 0.2 mL OFIE THRM%L., &%
LT 1 REEEIERM L7-t, 37+2°CT 1 B, 2 BRI OV 4 BERE D A o % 2 _—
varxadTd (6.13WBH) , E0%, K T750xg TSoMEWL L, EEE S
T 5,

FIEOWIL AT MV ERIE L, BBEIEA~EZ v B ORIGEE 2 =T 54512
EETEICL ST, A T B E U EOWRINEZRBO TGEITIEH LI XL -
T, EMEEZRE T2, WIET, F3BRIK (E1. E2. E3) ICOWT 1 BT 2970,
ZOVEEERE ML THERRICBIT 2EME L T2 (6.7.4, 6.7.5HBR)
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(BB 1E] SFonle BEICHONWT, 2O EEMFELA~E 7 2 B OMKKIL 540 nm
X% 576 nm (2331 2 WG A I E 3 B BN Btk BRI T KONG4 skt BR
KA 3 BIORINCEZRE L, ZOFHEEZ AW THRAUIC LD EmREEZ KD
% (6.7.7HZM)

: (PRI L5 W) — (KR 5ot 375 00 W R FE)
= i’ T X 100
(BB st R 00 P59 0 O 85 — (R et FREE 175 0 S 390 e )

(] FIEORA~NEZ oL 23T U A MANES o B IER L, FDOWRIEE
MHEMEELHENT 5,
1) Drabkin ik : 7 = U o7 kB U 7 A (Ks [Fe(CN)g] )200mg/L, > 7 b A Y
7 A(KCN) 50 mg/L, fREE/KET N U 7 A (NaHCO;3) 1.0 g/L (6.7.8
HEBW) , RS EHAWTS X, Zo%E, flkmofHGFIES
RAFSEEITHE D,
2) #1E : BRIYIZ Drabkin ;{38 4.5 mL 2 & ¥ . BBRIE & [t BRIE o B & O
KPR 2 N 0.5 mLNx, BRI 15 p=EKRE L, ARk Li-vT
YA RNEZ OB DOWIEEE 540 nm CTHIE T S, B BRIR K OV M %f
R BIGIZ oW TIE, 3BIOFHEZRE B L, ROFHEA LD EmFE%2 K
D,

: (PRI 115 W ) — (R G750 S 3 WH E)
F I3 (%) = = ik * 100
(5 S R 0 S Wl O ) — (R b PR -3 0 ST B W e )

6.5 FEAfh
A Fa_—2 g 1 2RO 4EBICB T 2BEMEELZRD D, £2Z2HNT,
BEMMEDOREZ 7 L— R LT LW, EFREISSORE, Mk & ol 722
CHEZEBBLTC, VA ZERTILZZENEE LY (6.79HSM) |

&2 HER
WRIMZR (%) 7 L— K
Wi =R =2 Feva vk
2<IRIMER =10 B DY ML &V
10< A ML ER =20 HEEE O MMED
20< RIS =40 RO IILME B 0
40< P I IR IRIME S v
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6.6 BRI L E
B EEIZIL, PR ELUTOFREETLLT D,
1) FRBR FE Ha s R i ORBR ST
2) a5t 1
3) AREBRAREL (WSS ST FMED Z8Ed 5 EHE
(f : RO PR, HEEEL, WEES, EME4AREY)
4) BRI O FH LT 15
5) fifi A ifn ik o0 5 B
6) PR ERAE
7) ARBRAE R (T R)

8) fiti R DFEAM & B 52
9) % Lk

6.7 Vi I FE MR AR O 2 B 1
6.7.1 B1fn.
AR HE M AR B O 7= b OB M yE 1L, SHBEHMRER L, HAFIRE L, B shRE
M, DFMONTITE IV, WTFhb A ¥ aX—3 3 CRFED 6 RFfE E
TIXEM O ATREMITIE L A ER20, LR - T, LEMEENDEOEAICIE
SHENIRD> O ORI 2 07 L b 43 & T L, PR R IR U 7= DA i
ISk, 20 RE (64HOBIEDO I b A U FaX— 3 OB EH
LW THE LN BIE) @ 576 nm OWEEEA 0.01 LA T & AU aER 1Z T8 47 1fif
25,
6.7.2 AR K
IRIMERZ ST RN S ED 2 ENEBMTHD DT, KO GELE L THRE
DHERET DH DT/,
6.73 A > F 2 _X— g UK
R (4 FFR) D 1R TH K, BOSITRRRFICED OB — K TH 5
D, BPREIIFHI OO —B b 720 | 1 ROHRDT — ZIZHAT — X DOfF
M E@RODLZLIZOBNDLIELHDHTED, 64HTIEHFA FaX—va v
REfl % 3 M E LTV D, ML, RORFICEL T 5 6 o, Kk
B L CIEMOEMNT 5250, BHIIZCD TEMT 5 6 D7 EkEx g2 —
WBEZBI, EONRE—U b0 —%FE L e | RBRIK & ORI AE S
WIPEORFHE L AR T 22 b U AZFHMMICHE AL ERNH 5, 3R
BrEN D72 WD+ EOMBEASE LNV A v FaX—T 3
VR A 4 REEI DAL LT,
6.74 A h~FETOELRE
AR~FZBE U RELEIE A MNETBE Y, IVRF AT E VR
EDOMFE~T o UL D E ST,
6.7.5 %5 11£ & & 1T EDER
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KITA B AT, T ACAYORLERMEH 28T 2 BN I
FEaEHER LT, A MNEZ B E U REORBRD LW GAIZIZVT V%
AW WE 1HETHET 2 HiEEIRR LT, BE{L~T 7 v OWRIUER %
RTHEIW, YT VA MNET R EANIERL THEZIT> THRERICREL
PN e, BIHNETH-LTEBLTH LW,

6.7.6 FEF{L~F 7 1 v O &K ORI & — 7

R~ E 7 o ORI 2R T 2 715 E LTI, ot EH 2
THE 500~700 nm WINPT % . BIEXTR O & ik T 206 LW, H4
WX o TiE, BEAEToE L O—HRA M~EZrE ML, 540 nm &
576 nm OEFEL~E 7 B B OBBREZRRINE — 7 L b, A MNETRE
YOE—IRNRETHZELHDHOT, BIAXE P ESEIC, WEETEER
SBETDH MO pHIZEY A MA~EZ OB ORIGEEN R D Z 212,
EERIMLETHD,

6.7.7 I FE b~F 7 1 B OO EERIE
R ~TF 7 v B OWE 540 nm 3T, A ONT 576 nm T IZ B B —
JERTN, XDy —7RE—7 D576 nm TOHRENEF L,

6.7.8 Drabkin 73 O {# F R

FHHL L 72 Drabkin 3R I3 LT, MRFATICRIET S, AR O B 2134
17 HTH D,

6.7.9 FFAfh

BONTEMENTFETE D08 5 hOHIWHIE, ERELS O AR
FEABEE, REfERE, Mx OFHEEBEBICANTITY) ZEREE LY, @F
OEFERMEICORMEIL 0.5% Kl TH -7 L OFERPFELN TN D,
—H. LD T AET I v I Az miifith LT2RIZIE, A AV RED EFA
WZRED B D RRIM GRS SN BN S - 7=, Z OB MR ITMHIRE ITKF L
TRV, 37TCTIHELELRIRBO N hoTz, 2D X1, EMEHZ L - T
EF R & OBR LR — R L 72 D,

7. FEHEE RIS No. 36 b DA

1) FHHEAS AR5 A No.36 O ik & YRR Tk, il tERBR s hiicie
HINTWD, UL, EEESE MIROMEERORRREAEL 2 MK, M
WREERE /MR, MR FEITEE , AR O EERRBREE Th 5, 1S010993-4
THLINLORNFEFSEINTWD, LENR-T, KA X AT, ek
B, MRERRE . /R, IR E . RIS ME A BIRE L, a2 T i
L7z, EiinmEtaBRilnmE e tlBRoRBREEO 28 Lz,

2) il 2 OFRERGAF T, BERAGE  EHGEEZEEL THRETHIZLICL TS
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