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18.1.1 {RESHEBEMA T AN F—DEE

WRAEABIRE A D7 4N Z—Z 20T AL FERR M R OB R R EMF IR SR T
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BER 7 AVE— IR EREENRMSNTRBY, — BRI EORERIEER ICRRP S E
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OREMRRT —FOQZURET L @NITITFXL o VRREROBILMELH DN ITE
FHRBORFBIOT 7 A —BEB @R O LM FH Z 2O MR - TEEO
e

EFRBRIZESOEFRIORER, LN MHBEES LT FIEEIE-T B
ETANE—DOEEMRBLOTREMEEZTET 2, BEMHECT. #hhy. TEkE, saettil
BR (A AIBRTHE) . MERENE Ehd, TRFEEIMEICIL. LESBEE (A7) RS
WO LEMENZEND,

S AR I 2 )

18-1-1) 1SO 13408-205. Selection of filter and filter assemblies based on filter manufacturer’s
datads L U%6. Fluid-specific criteria based on filter user’s datatlZ [FARD NI N TD,

18.1.2  WAKAIRIEEE O Fhe & CIRHE TROEHE

T AN — R OB ORI SN THLN LD TENRTGA—FERELTHIE, B LI TA
—ZZEL TN F =g B E R THIE,
1) URRRME

TANE— (ZHRIANFEEE (ABBOEE AN T 7B 0E) BT, ) ITOWT, #hiE,
RESMHERRI T bW ESE VT LRETHME T2,

fiEzH)

18-1-2-1) ST FIELLTUI. EEDITEL T, B~ VU EEELRER, TOC BB, NERME
FRMERERIRERHY, EEOHTEL T, HPLC, FTIR, IR 2E0RH5B, 7404 — BIEOFHHIZE
LTI, 7402 —aE B —RICEOZFHRREH T B - TS,
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AR EIIRD—EDBRELREN THIL, TANA—PNHEEIZIREINAT EDIEDN, TDO
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3L EATOEE KMV TORERERMOFERAELED TBILE, 7AF—DRE
BIRRE FIETIE, ®ERKEE . VAREE R OB RERE DRSS,
fRF)
18-1-2-2) A —bIV—TRE LT ANE—RRFRBI2E TOREE 74N — 2R
DH BT, DRV AT A~DOEEEGII T DBETDIE, 742 —DRIEOH EOHERIC
et RE VDL, SIBEE 7 V7 —ITBE | oy MGEZ LIZEEINLGD, BF0H
DML E S EEIE A O EY RSN HE . £ O RBRERESH A NVOFERR LD
LINCHDRET DL,
B )
18-1-2-2) FDADREEBRIEEN A ALISO 13408-2 12 7 4V 2 —DE K EHE FREO R
REEZHIE T DLEMENTHIILTND,
3 EEMRABRER(E
B EOEEICR T DT 4NV F—DFEEMRBRIT, TANZ— O AR T — & L DOFEE
AN EAES - IR BRI T L BT L,
)
18-1-2-3) FFEDSHB LN ANV T —hEN etk ZORETRIZEB W THRIL T AL Z—03ME
AESNDZEDREIEDEE THY, TOEERMER FIENZE2ERR THD, TEMERBRIZIIA
TNRABE MR E (T A7 2—ParbHB0ET7 47— R 7a— b)) RR D5,
B )
18-1-2-3) FEENDLIRLEMRBROFIEIIOWT, FDADEEBRIEEN A& AT,
Forward flow and bubble point tests, when appropriately employed, are two integrity tests that can
be used. EU GMP Annex1 T}, -+ an appropriate method such as a bubble point, diffusive flow or
pressure hold test. &RRE I TVB,
O EULEERERIRT D, T —RE SRR T BRI RBICAIRRES
ITHRMIZRN T AN Z— 2B B,
figF)
18-1-2-3)-O /K TORBENLASNDED, ABBR TN Z—RETHH A OB EE T,
KTOFEEMERRNPLELRWIG ARSI, A1BTAREOR R AR ERITER T+
o ZDOHE . HOEPLHEDRE D ME N7 AN F— DL MR EE N
VF—h92ZL,
R
18-1-2-3)- 1SO 13408-2iT%7. LZFRRIZFEHIN TH5,
@  EEURBROTLOOFIRED, SRCELUTOFEEELLOLTHIL,
7)) TANEZ—InERE
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IR TOABIRIZBWUIZOBHICEETHIL,
FRFIE)
18-1-2-3)-@ ISO 13408-2iZ}%. Written integrity test procedures shall be established,
including acceptance criteria and methods of failure investigation and conditions under
which can be repeated. &EEHIINTUA,
4)  SIBPRELRESEH
ASBEE LRONVT —aiZid, LTFTOREEEZERIZAN, FEENDT —AN—ADH:
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18-1-2-4) TANZ—HHEF T T AN F—DBRIEFM OB RIFFEL AL, TOHPBARNTY
ANE—ERENEET BV AN —ZA TN F— a2 T 5, OILERE—AL T ET
NTOYEBEAEMERREL T, ABRTROZEMERRME -7V —DEE-MEREOEL
DORER 2 ELMEILRUERTT AL,
18.1.3 SLER OMAEWRRIERDO AT — g
1) BEHFYLUTAR

UENZRH T BT 42— O AEYHIEMERIT. R RABRE. ZEETHEINIDTV—AN—2R

ARDEETICB W TAYF =52,

figzH)

18-1-3-1) BERIVABILREDY—AMM —AD/RTA—F— L TiE, pH b A4 58
B BB TE RS DB - BB AAFN—F o B R AR /AR - R RSB E - &
K& REE - AIBREN ETOND, FEMEYT YL VO TANUEREINETZANVF—IZ
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HREIOGDNWTANZ—THIZENEETHS,

FRGI )

— 45 —



18-1-3-1) LEOMEDF XYL VT AMIMERAEND 74N X —DRBEIZEL. 1SO

13408-27Ci&, 7.2.1.31Z8\ T, --(typically within 10% of the limit):1 TV 5,

2)

FXL VR ROF YL VY

O  FrLUVBR

HRIZAVWOIBHIIERICABERESNOIBGOBR ThHD L, BGOBROIE NS
DD TF YL VT AMNBSBRERE T O EITR N TS, WRET7 NV F— OB 2R
THDIZ, RERICOBBE SN ORI E AV TELEEZV 2L — LI SBE R L.

DBRBELI=EHITBNTOF YL VT AN ERTHIL,

BRHIZEM)

18-1-3-2-O F¥LPEEOWEIZBEL T, FDA DEBEBIEENAF A IX. TR,
Direct inoculation into the drug formulation-:- (%) ---processing should be justified. DT,
PUEMEH L8 S0 R R I L C AR DO BRI B 5, 1S013408-2 TIFHAE D BAEpL
LTT7.22.114 ::Iou\fTaE%‘rJ: QYN

a) modifying the fluid to be filtered(e.g. reducing or eliminating the antimicrobial compound);
The simulation fluid shall mimic as closely as possible the formulation and the following fluid
specific characteristics: pH, viscosity, ionic strength, osmolarity, surface activity/tension, and
the effect of the fluid on the challenge organisms.

b) reducing fluid-organism exposure time

¢) reducing the fluid temperature

d) using a diminutive organism that is resistant to the antimicrobial properties of the fluid or
process

e) exposing the filter to the fluid with the anticipated fluid contact time, followed by a
challenge in a modification of the fluid as in a) to d)
@  FrLTTEMAEY

Brevundimonas diminuta (ATCC 19146) SUII0RIZIcZ U LEBEbnaF v VA
WERV, BEOAENBONDIEEHERTHIL, TOF YL VL ~UWIHBEEOBALE
& (cm?) HTVEAK 10" HLL ETHBZ L,

)

18-1-3-2)-©@ ABE DB EE (cm?®) HI-V K 10 ELU EOF v L o VEHEERL T
BDIE, ZDFRE S TT AN Z—FBERAED B. diminuta DE /LAY —IZEVBDORDHLEE
N, ZHUCEY T AN F =T N TOIBEOTHEN SN D EBRILL 2> TS, Fo, Frly
TRAED D+ NSEER - AR CERZ DR DI, FHL U VRBRIZER 7518
BE 74N Z—LI3BN 2 ha— T4 F—E U T—RRIZ 0.45 pm T ANVE—% MY
PIBIRTHILEFERT D,

R ZEF)

18-1-3-2)-Q FDA HEEBRIEIEN A5 A, EU GMP Annex1 3XTNISO 13408-2 LHIZFIL
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B THD, B. diminuta UNOWAEDEF v L L VT ANMERTH7—RIZ2OWT, FDA &
BRIEIEN AF AT, RO ANAF =T U FEHE R DF DR EMEN BT — AN —
REBZDNDHELL TS, ISO 13408-2 TiL, B. diminuta F0VHT7 AV F—Z21EBTHME
BOFENRERIND T —AELTFRE BT Tns,

+ presence of biological material

+ use of water from systems that are not operated under self-sanitizing conditions

+ presence of microorganisms known to penetrate filters

- presence of pleomorphic organisms(e.g. L forms in penicillin, mycoplasma)

18.1.4 AiRFEORE

B LT ENEFEORER, WA YN TANZ— DRSNS AIBEREIT. B LAk
THOME DL FHIEE R OB EICE D& FMAewi5 e B k357 O I TR
BELIRT IR ERWEFTR RS DB LR EHT 528, ZARIBE R ZERPEREKIZE
53— /LR ARy MRETRNENZTANE— R ONTV U T BB THILE,

R

18-1-4 ARIBERDT ANZ—WER (CIRAD) DEERER B AL —XIZHEHEND LD, 740 F
—DRBFEBIORVADABIZEETDHIE, ABYVAT LAEREBETHRESRMEITAIBA]
BOM A~ EYIBEYRES LT AIIRETEIE, BT 4 T E IO T R MNILE )
IR APBIBE T AN —ERETHIE,

18.1.5 HEDOFIR
1) TANE—ROARREOUEE

ARk EE TRRARBICRO T SN Z Y e BB IR 5L,
2) ABVATLAREORE

AHIBREOTRE L. TIEERIZBW TR SN Z LB B X SMEHOBIEELIET5
T OB TRRBIESMITITHIZE,

figs)

18-1-5-2) K& OFFFENEAEYEFE DR RIZ/257-90, ek lBE LROMICHEMEZE TS
HAEIIIRER T2 ABYV AT AR EE T D,
3) EAEMER

NYF = ENFZT 4N A —DFEMRBRIY, 74NV —T v 7V —% ST, 518 (ff
A)BICERT AL, TREFEZBELARE TOIIET7LF—BEHROAIB (ER) AlcbE
R N

figz3)

18-1-5-3) TANEZ—T o TV—% G T, TROBTANG =TV TITHEERL
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bD, TaNEZ—EIZT L MDY DI RECHEERE LSS, T4 F— B RO EMIIk
BTEDR, O-V 7 DICNEDEERBEFTE TRV, SOIZTRRIZHEELIORRE, 3772
bbb AT TOFEEMRBRPIboLLEELL,

BRI

18-1-5-3) fHEARTHRDOEAMRBROEMIZOVWT, FDA EEBRIEEN AL AT,
Integrity testing of the filter can be performed prior to processing, and should be routinely
performed post use. . EU GMP Annexl T, The integrity of the sterilized filter should be
verified before use and should be confirmed immediately after use by-+-. . [SO13408-2 {ZH AL
LRIBRIZREEMS N TRY., EARITISLATHY, FEAMOTZEMRBROERLIERS N TND,
4) AT UEHE

BRI OGO NAAFNR—F DU RV EHERTHIE,

L)

18-1-5-4) EHWNIHBRIDNAAAN—F U EEMET DL, FRETHIUI AT/ =T
DEMWLRETT DL,

RBIEM)

18-1-5-4) FDA #EFBRIEIEN A4 AL EU GMP Annexl T, "AN—F L BL U
NRF v (fav=r) O, ARBERTOET=FY 7L RBLLE SRR E E TORHIHIR
% (@/MNTTBID) ERLTND,

VIII. Bioburden and endotoxin load should be assessed when establishing time limits for stages
such as the formulation processing stage. (FDA)

51.The time between the start of the preparation of a solution and its sterilisation or filtration
through a micro-organism—retaining filter should be minimised. (EU)

52. The bioburden should be monitored before sterilisation. There should be working limits on
contamination immediately before sterilisation which are related to the efficiency of the
method to be used. Where appropriate the absence of pyrogens should be monitored. (EU)

ISO 13408-2TTl, NAFN—F U B DIECE RSN TVDLZENRTES N TORWE S |
By b HZEDRIEERRD TS,

9.3 Pre—sterilization bioburden shall be determined for every batch, unless all aspects of aseptic
manufacture are well controlled and previous test results have shown bioburden to be low and

consistent. (ISO)

5) MEREBERVEFEH

BHETEBRAERFEE SO, 74— RSBV AT LR EOMERE B FIEE ML E
THLE, TANF—DE AR R ERFIRORMHEZERLIOLTHH ATV TORRHER
B ORREDFIEZHON LD ED TIRLZE,

fERL)
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6) B
HETRIZBW TABEE I RO ERIEETHIMB OIHE EWHTH2L, JIRONEFIZ
1, EEMRROBRIEE. RENRBRBREB ThHoLEORHEDFIBR VEDEN, 74V
Z—DEEE R BB RIE, 7402 —OREE R OEEENEENITHDETIIL,
7)) BEhERE
BIETEITIT D LB TROFBEERH THLOETHIL,
AIBTRE D FIE
ASIBPEEE AT T MDA TR ey MY
AIBEREEAT T BB DA FEIXIIE4
TANE—DRAEE | TANEF—DFEER VT 4N F—DuyNEE IV T VES
T AN — B OBIBRA OB B OVt D S
AIBRE TRROSMH EE., —RAEAROCZRAIES . RE. BIERE. BIERRH
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TANE—DEEUFRRE VEDORE
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18.2.1 HARABBEMTANZ—DEE

HABBBE A DT ANZ—IZDWTL, BKMERM TTERLOEERTHIE, Fio, fH4
D7 ANEZ—DAFR R R B £ PR MW, IAEDHBIRERSIRET —F
EEROEREL, TEROFHIISEU THNERER O TILREENOLEREEELE T T2
ko B BESNDHTAABRBEE 7 ANZ X, LER 0.2 m LLFOLDOTHD,

f#3H)

18-2-1 —MRIZHAAIBEE 7 4V Z—I{EASNDB/KERMTIN T, ZOBUKEDOES
DINEIZIZ, PTFE, PVDF, PP &729 ZOJEIZ, ZVKITIRIUILKWE TH D, TASHRIEE 7
NE—DIGE TROT—AN— 2% a0l — M AT EBRREE ThH LD TIRZ LOMA MR
PERED NI F =L a NI ERENROA, 18.2. 2. 20B B I, T4 Z— e ENEETHT
ANE—DF XL PRBRIIE, =T AR (NITVTRNT TV T 7~V BRI o
TLTCIANZ— %@ TRER) W AEAER (B, diminuta & Te/KEL > CLTIANE—EE TR
B E TN ORBROBEERY | RERIEFREISEV RSSO, A - URZIBCE 72
TANE—ERETHIL, EEBOREIIRE., ZE. BERRELHERICI>TEEL,
TANE—TRETDHE,
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18.2.2 HAABBEOEME ORE TROSH
1) BERME

HAT AN B3 RIS EEFE AT 570 BATOBRERFICE W TORBEEERH O
HERAZED TRLIE, TAVF—OREBHORBEFIEITT, EBBEE (SIP) XA —horL
— KD RBEE . U ARE R CHESRIBE R H D,

ARRBEIZRBW T, 74V F—OKBEFLASBRMEDE T AELLRNIS 372 F &2
FTTa—F U 2TOLERHLN. MEOEMEZCT 70— U 2 ERH T EELE5
REELT AL,

HHIEM)

18-2-2-1) FDA SEEBIEIEN AL LA TOH AT ANE— D+ R EIRICERTHIIERL
T3, Gas filters (including vent filters) should be dry. Condensate on a gas filter can cause
blockage during use or allow for the growth of microorganisms. Use of hydrophobic filters, as well as
application of heat to these filters where appropriate, prevents problematic moisture residues.

2)  TaetRBRERME

T 4N —DEEWRERIT, 7 AVE —OMEYRERM R R DTN TEDHLIRIE
RERBRIZE DT L,

L)

18-2-2-2) BRUKMETZANZ—ITIIERBBIRE L TP a— 8% M= 3EE T 2t
RN ERSILTCE, IETANZ—DBKMELKEDREMAEF L 7 4NF—E1RDI72 KT
DFEEMRR (T —F— A —DarHDHNNINR—Ta BB NERLEn TS,
ZOEICEY TRISRELCRE COREMERABRN IR o T D,

O  ABRLETANEEFRERSICEMT TR
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