D
[ed=habE]
(Al =2 EF






HigddAg &=
- GLPE{E.l} Ol0H -

Q) Al=ojtEoMAl  NIDS SI=R9IE7|710M gy

1. OECD GLPH| = 3! KGLPR Y

2.2|27|7|2] GLPHE

PA

p|
=

>

HOl
=0

3. GLP

10
18

gat

4. HILHAIE 22|(AML-AHA-MEER S)

b
=

oS
0z

Al

ot
10

| Al X Atz2 2

=‘




OECD GLPHIT = KGLP2Z

NIDS 2I=RAZ7171HEH

I aizaE

H
3
o.
—]
O
o
O
LLl
o

o0

=
o

oju
0

11




OECD GLPAH|= X KGLP2Y

GLPS| HAt o

® 0| = (UsA)

(MOFHHA S MEXIR O =X QT 2H M 27
z S| 2T 0|5, 1o ZXHQF 407l 7|2

1975: O|= |27 | Y AL 2| GLPAHE T+ M| 7HO| E2HQl o &Y

1976: FDA GLP 7}0| E 2}l K| &t

il
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1978: FDA GLP 70| E2} QI X|F 0t S (1979A| 2H)

GLP2| HAt o

® OECD

1978~1979: OECD Principles on GLPA|H

1981: GLP A& Y Al XtE 2| 4= 0I7H0f| Lt O AR 27
1983: GLP T===0j| CHot &= Q174 0f 2tot A 10 XHER

1989: GLP A& F==0f Lot O|AL=2| 27 /7 10 XK El

1995: GLP &= YIFEXtof| ook X| & 7§ (GLP guidance No. 2, 3,
9, 10)

1997: 707 GLPA A KB Sl A XtE o= QI (H 2| RS
1998~2000: GLP guidance No. 1, 4, 5, 6, 7, 8, 11, 12

2002~2007: GLP guidance No. 13, 14, 15

2014, 2016, 2018, 2019: GLP guidance No. 16, 17, 18, 19, 20
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Compliance Monitoring Procedures for GLP e

® National GLP Compliance Program
» AT AT AL A A HAAE ST epET 7
PS

|
o
= GLP Monitoring Authorities(MA): Xt=+ Y ELH A|& 7| 29| GLPE
AEf H 7t
o3| = GLP HA I &=+ B AFHAIE

+
0

- A 7|2 ZAQ B ZALS S8 Glp K 0| &
75 O

e P e PP

o3| AT GLP = AT 21
= S| RIFOIA gL A Of 2t A= A|IF X2 S0 CHol 2| )=
AT oI

= OECD GLP %] 7}0| =212l

= GLP T 22| 7|2 7H0| =2t 2l
» GLP HEO| M E, H, g0l 7I0|E2tel  13E XM
= OECD GLP 2|74 A{(Position pager) 1 =AM

® OECD Guidance(18=A]): GLPR A & FE=
1
3

®OECD Series of Guidance on GLP(Good Laboratory Practice)
= No.1 OECD Principle on GLP(1981, 7H"&: 1997, O| At 2|: 1998)

= No.2 Revised Guides for Compliance Monitoring Procedure for
Good Laboratory Practice(1992, 7 1995)

= No.3 Revised Guidance for the Conduct of Laboratory Inspections
and Study Audits(1992, 7§ : 1995)
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OECD GLP Guidance o

= No.4 Quality Assurance and GLP(1990, 7H’&: 1999)

= No.5 Compliance of Laboratory Suppliers with Principles(1990, 7
.
:1999)

= No.6 The Application of GLP Principles to Field Studies(1991, 7§ ’3:
1999)

= No.7 The Application of GLP Principles to Short-term Studies(1993,
74’8 1999)

= No.8 The Role and Responsibility of the Study Director in GLP
Studies(1993, 7H’d: 1999)

= No0.9 Guidance for Preparation of GLP Inspection Reports(1995)

=_No-10-(1995, | X|: 2016, No.17 CHA|)

= No.11 The Role and Responsibility of the Sponsor in the Application
of the Principles of GLP(1998)

= No.12 Requesting and Carrying Out Inspections and Study Audits in
Another Country(2000)

OECD GLPAH|= ¥ KGLP2Y ooy NIDS,

OECD GLP Guidance .

= No0.13 The Application of the OECD Principles of GLP to the
Organisation and Management of Multi-Site studies(2002)

= No.14 The Application of the Principles of GLP to in vitro
Studies(2004)

= No.15 Establishment and Control of Archives that Operate in
Compliance with the Principles of GLP(2007)

= No0.16 Guidance on the GLP Requirements for Peer Review of
Histopathology(2014)

= No.17 Application of GLP Principles to Computerised Systems(2016)

= No0.18 OECD Position Pater Regarding the Relationship between the
OECD Principles of GLP and ISO/IEC 17025(2016)

= No0.19 Advisory Document of the Working Group on GLP on the
Management, Characterisation and Use of Test ltems(2018)

= No0.20 Guidance Document for Receiving Authorities on the Review
of the GLP Status of Nonclinical Safety Studies
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1. MIZo| 71

MIEED

- dEHQ JIE 2
- 43g 30 200U=JISH B9

- MEYHOZE SHMOACH Mt MEEZ OIFHE

MIZEAED

- AFZ (Apoptosis)
QAF XS0l OFHd MIEJL +=HS THll AtE0k= XIS AL

- 1At [INecrosis)
2 X130l 2IoH WA= AtAL E= SHAL

59
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1]

MIZO| bH

Xk MIE [Attached cell)
HEE A5t 2XOIE N MOIE UTE MHaE HS2I10 DS = 2AIOHH SAl
MIIE H39J| specific cell surface receptor= S0 A= matrix?t MolE W= SHI0
2A010] A

282 M (Suspension cell)
X QM= HHEZ HIEH0 201 S50

60




2) M|ZHjde| Hraa

2xt MIE QO BER4

- BN (HHX| + A + S| 5)
ML ME=0l=0l TBRT HUAT MEE SMINAFE s o
tHXI0ll= D-glucose, L-glutamine, Sodium bicarbonate, Phenol red S22 020X A2,
thX|Oict grEol Cis
YH2 YN J|E FL MINZ A0 BT FAES HAUCZM MEQ MEES SXAAHS
SHETIE MIEC DIME0 RS H0IE (T AIRS T el SAS LIEHE = AR)

- HEEII
HolE WSS Ml ol Zeret 871 (Dish, T-Flask, Well plate )

- OJAMSFEAHIT] (CO, incubator)
MIEES BHZT1ZH SO S HHXI W 25 X pHIt 2H £=S QXI0I0{0F OH=0I 01 0| AFIErAHH
0t RNAIHS

2]
e
-
a

fir
40
Ml H

- SSAMXYM (B
HAPA filter 7t &t24 24

MZEHHE2 T2 SHE XIW0HO0F Ol AI20ls 2252 S22 E HSE ME00F
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MZo| SAE
- MES IS0t LA Bt £ MEZS HI==0t0 34 01% =l

Td (Doubling time of culture population) = T(Z: Hf 2 A| Zh)/(log,B-log,A)

0 Azt 24 A|Zt ag A|Zk

62




3) Mz EF

Mol

ME=S
oTE

- HMMPHSTO| HIES SO0 ME MIE 5 ol

Cell Viability (%) = B(viable cells)/(A(non-viable cells)+B)x 100

Viable cell

Non-viable cell
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3) Mze| EF

\ AR e|BEE DR
el = ulvak,

SHE(Karyotype) &0l

- M 37189 SMH = =2l

MIZ O] Mycoplasma @05 =

- M= O0)’8=(Mycoplasmal LH0NH S

o

*s 2 ‘L
ikl -
- y
3 }.' sl ~
. Q-\E - Toap'tTe Tho o
o L S LR 4
- R T - e Nk "
. % * . - i k]
i e o b .
R e el
1 2 3 4
20| -hmycopiasma DNA

(250-300bp)
1. Size maker
2. Positive control
3. Negative control
4. Infected cell
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 mzepzesn NIDS
a3 i

MIEZE (Cell line) : F20IM ARol= MIEZE

- NCTC clone 929 (ATCC CCL-1)
: Mouse, Fibroblast

Balb/3T3 clone A31 (ATCC CCL-163)
MRC-5 (ATCC CCL-171]

WI-38 (ATCC CCL-75]

Vero (ATCC CCL-81]

BHK-21 (ATCC CCL-10]

V-79 379A
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11137 = 1) 'COIM (72 + 2) A2t

Ot
o

—
—

1 2t S
21(50 = 2) COIM (72 = 2) A2t S
+2 12t s

[o)

31 (70 + 2) COIM (24 = 2) A2t SOt
40121 = 20 CHM 1 = 0.1] A S

-> MESSAO0 oo % S WXINML 8&otk=s B2 (37 +~ 1) °COIM (24 + 2)

ANt St 888 =

SERE

- IS0 10993-12, Biological evaluation of medical devices Part 12: Sample preparation
and reference materials

- A% 1Al MI2020-12%, 2IF7J1712] M=t okM () et 3SIIERH H11E : Al
ZH|9t BEER

- Ajory Tl Hl 2020-20%, O I17| JI=A
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11 8&A%

(37 = 11 °COIM (24 = 2] A2t SO &0

=
oo
[
[
o
0

2) M= & Z (6 well plate AI2)
MIZE 2= 1 x 105 cells/mL -> 3712l well0il seeding

v
11288 M
SEES HEJH MFH 2 welloll 2 ML M2
2) MEBE-£7|
MZol %] 2y & )

1] MIERE-24 = 48M12E
MIZEO| 24 = ABAIZH HEY &

2) Zit ME(S3)
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X
& &H| 2%

CO, incubation
24 A|ZH = 48 A2

3. A-"E%AOI.'*IBJ AI-c.’;:'llhcl)H:él-l Tl aEeeE

BNEY CELE HELESL] A

El | & 2 %E (Pass)
sE HsE B QM| Z 2| AE
=
0 (I\i:e) MIZELH 2} (intracytoplasmic granule)2| &2|, M E 83l g1S, MZHTe| Xal 2l

obFmlet | MEe| R0 S BT, s $AEI0f o0, ME L THEI0] £ 4| UHL, HEefo
(Siight) | H1SHE 9l ME7H20 %8 WX 2. WUZ SN ME7HEAHD; Of2hol M MoH7} BEE,

@ ojef MzZe| 20| S2H =1, MZEZ W 2t2lo] AME MET}s0%E X 20, ZHAT ME
(Mild) 8= HO|X| %5 M=ol Y& Xel7t 50 %E X %S,

3= HZo| 20| S2H ZIRAALL 83 MZE7L70 %8 EX| %S. MEZS0| M| otag|x| =
(Moderate) | 2Qt2Lt 50 % 0| 42| HE XIS 2 Y

AlSH
4 s= MZZ0| 9| =& 2Hxs| ot &
(Severe)

X RSEII2858 Bt 2 42 - M=ES'0| It BT




3. MIZES/GAIE Al S Al MTT test Tl Moo

11 8%

(37 = 1)°COIM (24 = 2) A2t S S0 E&5E 32

2) MIZXZ (96 well plate Al2)
MIEE Z=: 1 x 105 cells/mL -> 3JH2l well0il seeding

&8s
2EES MEJH BSE 2 wellol 0.1 mLY M2l

N MTT Xl
24 = 48 Al = 2} welloll M2l

75

3. MIESEAE Al 9 ZaE MTT test

I CO, incubation MTT X 2|
(BEEOH: BILN) (37 + 1) °C, (24 + 2) ATt 24 N3 EL 48 A|ZH

Solubilization
solution *{2|

=

Incubation Formazan #’d
3~ 4A|ZH (K= at)
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3. M=Zz=

- °D570e
- °D570b

GAE A

100 = ODy;,,
Viab.% = oD
53706
= A™ ZH 100% S0 sl ZHE Fxo WA
= SA N sl ZHE Bo| WY

" seemeny NIDS

Ol AL
SH=EH 100 %
LU =EH 83%
MEEH 95.9%

Cell viability % (Pass)

X 70% 0O|Ft- M|Z5/g0| QCt FhEt
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ELEVENTH EDITI

[ =rssssaizmzsaszua
FEETET e |EYH Y=o
(KP) (UsP) (EP) (P)
HE - - HE
a4 - Appearance (8 4) RS
pH (Zligggi():iplaélm Acidity and alkalinity pH
255 H)<
YMTEEAYEE - Reducing substance LM ZESAYEE

Absorbance

Nonvolatile Residue
(H|-E|’-—|'='M1”E

=
=2 SUF=)

<15mg Water extractable
SUURE - — substances / SRS
Residue on Ignition Residue on evaporation
(H2ARE)
<5mg
Heavy metal
=aa (Xy:L_/; Heavy metal =oa
SO sT%) (§%$) o=

<1 ppm()

Substances soluble
in hexane
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Body weight change

Clinical observations Organ weights
-
[
Clinical pathology systemic toxicity Histopathology
Gross pathology
o
Acute
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(within 72 h,
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Subacute or
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[ISO 10993] Biological evaluation of medical devices
Part 11: Tests for systemic toxicity(2017)

INTERNATIONAL 150
STANDARD 10993-11

b

Blological evaluation of medical

Part 11:
Tests for systemic toxleity
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1) 1SO 10993-11:2017, Tests for systemic toxicity 5 Acute systemic toxicity
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HM10% MUSEAIF(SO 10993-11:2006) 4 ST =Y
- 8% 801 2M 2Oj(EFAMa|Al g4, H|Z2 M0 (Cottonseed Oil)
Mouse ICR 15g~30¢g Algl2: 50t2|x2
(433 0| A CHZat: sOr2|x2

- 50 42 SZU(IP Intraperitoneal), ‘S HLY(V, Intravenous), &+ (Oral),
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\ 1) PSS 1) H1Z #3} (-10%, > 3/5)
—
\* - ) HE 5E 2) Mortality (2 2/5)
Eo XA
T —
_Eoq ;_302“& (dead / total)
@ 3) Y T (22/5)
l'f__i (Abnormal / total)
OB i, e , N
-V g ; @ TAIE (10012] AFR)
@"': Mortality (1/5) or &4t S 4 (1/5)

i
!
i
i @ Intravenous injection

1 @ Intraperitoneal injection
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