5. @OFERFIE, OEREORBOHER. OMEEERO VA NV ARBROKERE, OL
BOTANARELBEED, QREDZ A4 TR EOFERER - AEENESE
D,

P3: SRS T A L RIE, RO LD RIS I 0 R BBICR AT A HREERH S (-
2L, ZNCRES LD TIERY) o 1) BRFIERATL2MERS D L 5 04E
WERIRERORENGRIN TS, 2) BMZ VB  a— T HBEDEGTF
DEBEFETLLODTANVAOER, 3) BEESIZERTLIE /7 o—F ARl
TI74=74270~<  NTTT7HAT7L2OL B ERNBRINTWS, 4) BFKIC
T 2MAIBTER SN TS, 5) MR OREREOBIR NI 5158, 72
B, MR ANT A =2 =2 —FHE, SRME T A NV AOTFELRO BEF RIS
el

P6: RINTL /FAGH AN T & UCTHBINZRY 7L, BEENSTVHENZ0L
B ZAT > TWRNWEDTH D, T, SR Y A LV AIBRLORIREME % RS TR
2 DICRBIROREEDIO>TH D, VA NVARBRILIZ OFRMTRER L
7 DEPECHUNIERINDRETHD,

PL.FHET DI ENRMONTNWB YA NADT VT 70 AT 58121, RE
L DORF MK BT D32, NEL/BREOHFBRMEDOEIE, KO 1k 23
TA—=FDOFOBVLETH D, FEFENETNVIANA] ZRVWTHEETIRO L
7 UT T AR DL T 25 E10E, BT V1 v oBIc, oo —7
BOANADEREZZET DI EPVLETH D,

PO BEIZEIT D VA NAFEROBFHI DL, FENALN TNV, HBHW0IEF
I ENTWRPSTETANVAZEDBERIENTWVS, 29 LEEBEDERIL,
e IR BT 2 EMRIEHEKRL TR I 5722 & Th-o T, oI B ifigth &
NI TOBITIER WV, Lo L, + RN S - ik B s o f B
Th, VANVARZ VT I AZET LM ZIT > TH< Z &id, REDO, BB VIR
HOFBETANAERETE DI E~D—ERDREIEIZ 25,

PO: UANRZ YT T ARBROBENL, VA NVARGELEOREICEN THDL EEX
LN TRIZOWTIHET 5 Z &, ROENLOETEEZHE T, 2L LTy AL
AN EORERD LI EEENICTMET 522 LICH D, ZOBMEERT D ITIE,
RINL RER AL 7 PERIETIRICBIT 284 BRI, LA REEBEDO YA VA%
BRI (A1 27) L, UBOZNEFNOTEEZRIMIC, NESh-v AL
AN EOREREXEITELINENERTLERD D,

P10: 7 U7 7 » A TREFHE M O LRERSEBITICER SN VA V2 e LT, Bling
BT DARMEDH D VA NA LR E AR END VA NA FO—RENZ T A LR
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RHERTH-ODO VAT AORENE T A M35 BEZE O WEERY - {LFRIIZ IR R %F
WEESTZTANAEZRINT RETH D,

PIL: H5TEN VA NVADRESLHEMIZE L C—RIZCEDREDCENEZHT 50
BN TAZLENERNTHLGE. TROObUBRILEPEERIIVANAZ I T T A
BE A RIET S & D E CTOR M (robustness) Z BT T 5 Z LR EBTHAHEIZE
MTDTANART VT T AEEMEITREBR CIX, BRoMEE2FoMkc 7 TBERFER
ETNTANAR] ZRAVDLERD D,

BIE YA N A |RTEBRIGET LA VA | ERWERRIZEVELNTET —F 03,
O LTEETOFMEERE LTRIATEDZHE VDD, VANVAIZA T DT NTITD
2o CTREBT 2 MET 20, WELECLFRRIRIT R L CRICETIE 2~ 7 A
WA B L TRBIRT HIRETHD, TNOLOUANRIZEIVBoNERT, BiE
TRRO A NVARELEBRERNCET 2RO TERRERE 2D, EOX IRy
A VAR B AT RIR T B 00, MR RE L 2 E &SI LIehe D X 5 7l
EITRTHDINITEKFET 5,

JRERFH 2B - (LRI E R T B ARET AV UA N AZAOE ROBEEIZT A /LA
I VT T UARBIMERSNTEERDOH D U A N ADF &8 & RA-UTTT,
H§%2: TFERBERBET N T A NVA | HEE - (LFEREEDRRDIRLZ 2T A IV ZADK
=

SV40(Polyomavirus maccacae 1), & F7R YU 47 A /L X Sabin 1 B(Human Polio Virus 1
(Sabin)), B LR T A VA ZOMONTE - FEm R —TET A LR

RF A TV Y T A )L A (Parainfluenza Virus), - > 7 /L= 7 A )L X (Influenza
Virus), 3> K E A7 A L A(Sindbis Virus), % DD F~KH « =X —7H - RNA
AL A

AL T A VA FIHS V-1, {RESERIF 7 A /L A (Pseudorabies Virus)), % OAtd Hi~
KF - DNA 7 A LA

PI2: UANRZ VT T ARBREIT O R, 220U EOBETRIZOVWT, ThORE
DESRIANATIELGERES 2 ET D0 ETHET 5 2 ENBE L, A LR
EREGRETDZENRTFHREINDITRIZOWT, TORNEEXIZFHMEL. £
FNBRFCTRADD, BRELRAROD, &H5VIFRELBRECTIICLESL
TV O ZEEICRE - BETOLERH D,

gt [IESRPET A IA N RS AL 7 L, BETEREOL D7 VT T2 Rk
DU A FET T 5, B ERMET LT AL AOBEICE L T, B U A NV AFEE2H
W RS BETDVETH Y B o R —T BRI A NVADEREZBETHZ &
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DMBETHD] TTANART VT Z U ARBEZIT O, 220U EORETRIZOWT,
FNOREDL I BRTANARFLREERANZETE0ETMT D ENEEL
W] TOANZRT DT Z AT 5B Z1To TR Z &k, RO, HEWVIEIR
BOBEETANAERETEL L E~O—ERDORIEIZ/RD) THD,

CBER Guidance for Industry \Z{ZLA T O@E Y [ZEE#E S LTV 5,

P3: For inactivated vaccines, the concern is that the process used to inactivate the vaccine virus
may not inactivate all adventitious agents potentially present (as occurred with early inactivated
poliovirus vaccines [Ref. 4]). Therefore, you should validate your process for inactivation of
adventitious agents using different model viruses (Ref. 2).

P4: You should also consider the species of origin of your cell substrates, viral seeds, and other
biological starting materials in selecting your tests to ensure the absence of contaminants.
Furthermore, you should consider any infectious viruses (including those that infect nonhuman
species) as potential contaminants if there is the possibility of contact with your product or cell
substrate at any time during development or production.

BRI, 1O F A NAZRNE LT HTETIE, FELI 2E2TOXRAFREMKRE
ANET D ENTERVWARELRDH D, LR > T, MOET AT A VA E[E ST
MEETREOFMMEIT O NETH D) RARREPFELRVWI L2HRT 5729
DFHEZRIRT HEE, MEOHEE, VA VA — ROBE¥, MEORZEEE T
ThHo, £, WESOME L BEORRENDH DRV IE. b FSOEELE D T,
WIRIRD T A VA BIBIERRA VA NVREEZ HRETHD] ThHDH,

EMA/CHMP/BWP/368186/2011 IZIZLA T D@V IZEEE STV 5,

P4: 1t should be noted that some cell lines, e.g. Vero cells, are able to propagate a wide range of
(human) viruses and there is an increased risk of isolating a co-infecting human virus from a
clinical specimen in addition to an influenza virus (where such co-infections exist).

AT, THIREERIZ A 7 v v T A N RTET TR D T A V2 b H#EFET 5 fE
BRUED N D Z LIZEETRE] ThD,

Proposed replacement of TRS 878, Annex 1, WHO/BS/10.2132, WHO ECBS 2010 {Z{ZLL T
DV IZFER STV D,

P12: Cells of various species used in the in vitro adventitious agent test that are intended to
amplify adventitious viruses to promote their detection. Generally, this would include a human
diploid cell line, such as MRC-5, a monkey kidney cell line, such as Vero cells, and a cell line of

the same species and tissue as the cell bank. The purpose of these cell lines is to indicate a viral
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infection of the cell bank either through observation of cytopathic effect during and after an
appropriate observation period or by hemadsorption and/or hemagglutination at the end of the
observation period.
P38: Evidence should be provided for any animal-cell line proposed for use as a substrate for
the manufacture of a biological product demonstrating that it is free from cultivable bacteria,
mycoplasmas, fungi, and infectious viruses, including potentially oncogenic agents to the limits
of the assay’s detection capabilities. Special attention should be given to viruses that commonly
contaminate the animal species from which the cell line is derived, and to cell-culture reagents
of biological origin.
BRI, BEATANVRIZOWTHRRDIZIE, 2 he—UEENEH] THD,
HERatRIE, MR, ~A 277 X<, E@\74wz ﬁhﬁﬁ%%O%wﬁkﬂﬁ
WZ L ERTUENRD D, MK HRT BRI T D U A VA DOWNTESF
WEESKHETHL| Thod,

[F1 2By ar]

EDOEIBRTANAPEBEBALTL BDRGNLRNVDT, FETNVTAIVAZANA Y
L. ZO7 VT T A RBHENWIBBRPEETHAS 9,

ICHQSA 2T IFEBRMETNTIANAEANL 7 L, BETREOL D7 VT TR
BES DI Z BT B, HEBBRMET NV UANVAORBREICEL T, BV ALV RTE
EHAWERSRBRENULETHY | FI o e —TR A VADFERZBET S
TENUETHB] (IANAZ VTS ARREZITIR, 2 0L EORGETEIZD
WC, TNOEREDE I R UANVAREN/BRERNEZE T L20E2FMT 5 L NE
FLW [OANRZ YT T RCETLFHEEIT> TR Z &iE, RADO, HDHW
FREOBEETANAERETEHZL~O—EROHRIEIZAR D] L&Y, CBER
Guidance for Industry (21, (D7 F L IA NV AERELTDHTETIE, BFEL D2
TORNFREERELTHZENTERWATRRERH S, LR > T, hoET L
?4wx%ﬁoTK%MI@@ﬂﬁ%ﬁ5&%?%6J&%6
ERRET N T AV ADBEICE LTI, BT A VATEZ AW ASR e 03 %
EThDHD, é‘fii/«r:'_ﬁ—ﬁg'ﬂ’wx EREC TR T SIS E N2 & 226,
INEFERNETATANRIEDTUANAZ VT Z 0 RZET 55 MEZ1T 5
TERERYTHDH LML L TEE XD,

¥ 72, WHO TRS 878, Proposed replacement of TRS 878, Annex 1, WHO/BS/10.2132, WHO
ECBS 2010 (213 [HERIR2S B39 2 BT mTé?%WZquTi% (LB
VETHDH] &HY, CBER Guidance for Industry (21% [REARFEAEDBFELRNT &
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ETERRT DT DHFIEZERT LR, MlaDmk, VA VA — FOBENE, #EOH
KEeBRTNETHD) &EHD, WREOEEL LTI, & MHERET TR, MR
HROBYHEBEROLDIZHEEZLOIMERDH LS I,

U bZBE 2T, BFEPEE LTEIUTOLIICEZ D,

HEMETERRT DAL G, FE/FENTETNVIANREZASNAL 7 L, BETREO LD
VT T AN DOREER BT T DVLERS S, FE/FREMTT LA LR L T,
xRN —T By AN AL E ORI ER - L FHEE L R TET AT AV
ADEHEZETRETHD, VANAT VT T ARBE(THBIIE, 2oL ED
HETRIZOWT, EN6NED L S RUA NVARE/ BREERDEHT 50 %7
TOHIEDNEELY, UANARZ VT T RIZET A3 E21T- TR Z &%, R
D, HOLNINUNOEEVANAEZRETEDLZ E~O—ERDRIEIZRD EEZD,
FlARET AR E LT B FEEET T2 IR OBMMER SO H D=0,
Mg, hU 7L BOBYBRRFEMEHIBATSEZ LD, VA LA — RHFIZBALE
HHDICHEBREILIMLERHDHIEA D,

OHAEBEZEETHT-ODHIEITONT

[BSET HEEFEDOTA RT A4 L ETOHE]
EMEA/CPMP/VEG/4717/03-Rev.l IZIZLL T D L S5 IZEREH ST B,

P6: The haemagglutinin and neuraminidase antigens of each seed lot are identified as
originating from the correct strain of influenza by suitable methods. Usually, specific antisera
obtained from a WHO Collaborating Centre for Influenza are used for determination of HA and
NA identity. It is possible that reagents may not be available for the chosen mock-up vaccine, so
alternative tests to identify the seed virus (e.g. PCR) should be developed for the mock-up
vaccine.

(Core pandemic dossier DIEIZd 5, Vaccine seed lots DIEH 5 5| )

P7: Normally, influenza vaccine HA content is measured by the immunochemical single radial
immunodiffusion (SRD) assay. It is possible that SRD reagents may not be available for the
pandemic vaccine, so alternative tests to standardise the vaccine (e.g. protein content,

immunogenicity studies in small animals) should be developed and their use validated for the
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mock-up vaccine. In any case, special emphasis should be placed on accurate determination of
low quantities of HA.
(Core pandemic dossier MIEIZ & 5, Vaccine Production D6 5| )

P8: Alternative tests to identify the seed virus (e.g. PCR), developed for the mock-up vaccine,
shall be used as long as specific antisera obtained from a WHO Collaborating Centre for
Influenza, are not available. When such reagents become available, SRD tests should be used
for identity testing.

(Pandemic variation DIE|Z# %, Vaccine seed lots DIE)> 5 5] )

P9: The alternative tests for vaccine potency, validated for the mock up vaccine, should be used
as long as SRD reagents are not available. When SRD reagents become available, they shall be
used for potency testing.
(Pandemic variation DIE|{Z 3 5. Vaccine Production OIE)> 55| )

BHEE, (XTI 0 7Fo0ar7iakONNr 7Ty s U F o) oz—g
SCBITDH = ey PROY 7 FURENIR S BRSOV CTIE HA O &IX SRD
RBIZE > THIET S, SRDREVPAFTELETITHOFETHABRZREL TH
Ry, SRDAFEAFHIT, SROABREZITI ) THD,

European Pharmacopoeia 6.4 (ZIZLLF D X S IZFEE STV 5,

The hemagglutinin and neuraminidase antigens of each master and working seed lot are
identified as originating from the correct strain of influenza virus by suitable methods.
BRI, [AZ—— RETU—F 72— RO HA iR & NA HFURNIE LUVRHESE
THDZ & a@mUPRITETHERT D THD,

[(F4Axhvia]

41% SRDRBRICE LA HFIENEAINLHEMELH DM, 5D L 2 A SRD RIS
FRVRRTH D, FHELEATAHIZILTH, ERThITE7- SRD R L DO
Mz RO MLERH DD, 1LY SRD REBIIMNATH D, BEReLE LTREE
L DEEEToTEHATH, B0 SRDERIINELEZXD,

Lo THIZEEEE LTI TO L S I2E 2 5,

Uy FUAEBIZHT- Y BEETIT HA O&X SRD RBRICL - THIET 5., BEW

7R & B L L, SRD EIC LB AR EGUR £ 7o 1R EME S AF SRR WG EITIE,

REETHAEBZBEIE L THRWY, REBEEZFAT 56 ThH, BENFR LOE
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EMVENEONTBRITIL SRDEBRZIT O LEXH D,

k2 ZRLIETA RTAFDY X |

WHO TRS 927

WHO TRS 878

Proposed replacement of TRS 878, Annex 1, WHO/BS/10.2132, WHO ECBS 2010
WHO TRS 745

ICH Q5A

ICH Q5B

ICH Q5C

ICH Q5D

ICH Q5E

ICH Q6A

ICH Q6B

ICH S6

ICH S1A

ICH S1B

CBER Guidance for Industry
EMEA/CPMP/VEG/17/03/2004v5
EMEA/CPMP/SWP/465/95
EMEA/CPMP/VEG/4717/03-Rev.1
EMEA/CHMP/VEG/134716/2004
EMA/CHMP/BWP/368186/2011
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OEIES L O MGEE B R OB EISA V) RO HERSMERMHEA 2 Ik v ED b, Skl
DHIB N A =TT 4 IFED D EEORFE IOV TIE, World Health Organization (ML F. WHO
EWVD) DA FTA 2 g gz, [EDFHRAEOREFTICBIT 5310 A8 —7F ¢ I2MT D58
A EME N T,

TDLEHBENAOEBBEIND FTT, AL IV FIIFURMITONA X AL Uik, RS
(2001) FICEAEFFMERMEINEIZ L HERZLREMAFEL LT ERGRECBI DA A —
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T MM A =TT 4 W, EROBRMHBEICRNOEIICELD N, FASK TV,
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TOEIRT I F L F, FA TN P OARAEINCT 7 F U BEERSBE . R SRE, T
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i, MR OEAN R AR EEZ BN D,

F7-. WHO biosafety risk assessment and guidelines for the production and quality control of

human influenza pandemic vaccines| E-NHEA L TN T L T U F L ~DFil-ofedt & LTRITS N
el &bdhh, LRI L /oIS ERE SN TV D, £ 2T, Albo EHESREIC LA A
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(2) BSL: 2AAFE—7F 14—l (Biosafety level) , FEARLZE VRS ERE - kD, AW
FRARERRE IS UM R OBAEY OBREMEDIR S DX 47,

(3) WHO BSL2 Enhanced (pandemic influenza vaccine) :  HHl A I N FOAL )N AD/RT 3

v 7T 7F 2B LT, 200742 31T &7z TWHO biosafety risk assessment and guidelines for the

production and quality control of human influenza pandemic vaccines | S THLIZEFE S iz, BSL2

(WHOEBREAL A —7F 1 #5$110) L vk X BSL,

(4  WHO BSL3 Enhanced (pandemic influenza vaccine) :  HITE (3) L F#RIZFEFE <417z, BSL3
(WHOERE A A —7F ¢ 5E19) 2L Vi8S 7= BSL,

(5) EIEXIE : BSLIZH U CHAEY & R8BS 5 K,

(6) Muwh=E: FHREMNICHY ., BSLAZOMEMEHWTY 7 F L FOEEMORELAT I (EE=E,

BEXIENICHY . BSLRHEOWAEMNPEET DV 7 F v i BEREFORBREZIT S
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(10) PHE : HENH DV EFENFEIL L > TT N COMEN LR UIBRET D L,

1) #HFE: HENS DI FHFERIC L > THREEO S DMEVM ORI Z RDED Z L,

(12) 7 . 9END D VIMEFHFEIC S > GRE OB ZLDED Z L,

(13) FiEfk : YA H D VIMEFHFERIC L > TV A NV ADREREEEZRDED - &,

(14) HEPA7 4V Z— : EMiERFREZR 7 4 /v % — (high efficiency particulate air filter)
JIS 7 8122 HAEDEFE CTiI. FHME CTHEN0.3pmORFIZxt LU TI9.97T% AL DR FIRFEL S B,
D OHEE DB 245Pall TOMEER L O T 7 4 )L ¥ —,

(15) GMP : EESoRUEEHE N EEHIZE T HEM (good manufacturing practice)
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