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A8y, 297k~654F o] Abgets Ahde] A sAEZEFTIAE STt A A
H AT A" AAANA JIEFAA dFAS Bt HA dod F US4
& g Atk =3 B2 AZVEC o AEFAAY] fde AR R s
A2V AAZ B o)yt 2 Aol "oz T2 A 2009 4¥E AF
AEFAAA/HIND tH3-2 A AAIH O E 18,4499 o]/fo] Al ZA0&E B
1= I(WHO?), 2010.8.6), FA ™+ (pandemic)= €22 + Yv FHEE
Z5F AZFAA AH5) A H5N19F H5N6 % 27/ AZF AR A(H7)NA

H7N49} H7N9 uHlo]#] 27} 1tk H5N12] 7% 2003 o] T2 HE A AlA 1671
= Fdol, F5olA 860 (A 454™) 8] AFY A AS A A Z AL, H5N6E 23
o] ZHEAE YA A=Y 2018 9L HE 2019 2¥7tA o ZALo| A F71A
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156778 (AH3615%8) ] ol HAIH AT =3 e BAddS JHAE HIN47L
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7} 2018-2019 Al&7bA] < A 1,000 3 2
A Ay H3e FolEX ¥ FE3| LTIty FEUG violEine A
2003 - 2008 71A] 3xke o AXl 7}5-F H5N1 %f‘fﬂ% Bt =3 A
ol YA H5N8ol f-Elvtet oz FoA B =AUtk AA7ZEA -2t

1) https;//www.cdc.gov/flu/weekly/summary.htm

2) WHO Global influenza strategy 2019-2030

3) WHO(World Health Organization) : A|A ®.717]-

4) WHO Antigenic and genetic characteristics of zoonotic influenza viruses and development of

candidate Vaccme viruses for pandemic preparedness
5) ARye 5 20199 32FAF 73+ A4 AW ZAIEA
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http://www.cdc.gov/flu/weekly/summary.htm

Aot AAE WHOE A 23 BuAoA AZFAA vlolg vt A%
do71a o] A AATE AESFAA tHFrd e el A3 #H ot
92 A7 A astth ¥l vb ok JAEF AR tifrdo] AT A A Al
2 9F 740%F ~ 19 5N Hol o2& AR AT A2 FAHH,
A i 2 A AAA Fsi oF 7109 ~ 1,670 ol o]E AL
2 FAHAY. YUY A 30% EHES VEoE g uad EA Al <F 900

Heo] 9 = ALAI} AL 54,6009 W Z3 ARV AT Ao

i 1. Current WHO phase of pandemic alert

Inter-pandemic phase
New virus in animals
no human cases

No or very limited human-to-human transmission

Pandemic alert

New virus causes Evidence of increased human-to-human transmission
human cases

Pandemic

6) WHO. Current WHO phase of pandemic alert.
7) BAEAR, A¥AYER. AF AEFAA w3 =], o A2 2006.8.
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A vhole 2t wgE o] Uk,

N
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19773 ol Fdst= AP JAEFFAAE H3N2E F HIN1F o, WAlo= o]
T 7HA otd e AY ISFAA HiolH v 2E o] it B 1990 Frbo
S04k BE ol 2708 T2 F&H7] AAAL AEFAA B Hiol# e oFF

S % UFA| Il linecages®E B/Yamagata ¢ B/Victoria® Y1l QIth8)

AZFAA wlo]H e uHlolgx EHo| X3t 873 4 (hemagglutinins:
HA)®} 77247 Y ] ©] Z(neuraminidase: NA)2] ®Holol| oJs] &ddo] =+ M3ttt
(antigenic drift; A2 A&Wol). o]t Ao Wol= BE ASFAAEG

AQ JIEFAANA | A5 yebdth Wale] 294 wiolg Ao FdAdT &
o]

A¥ AEZFFAA vlo] 2 2+ antigenic shift(Fdd e thHol)o o8] & o} F
ol 7534 B wetrUH o2& 7HX Hlojg{ 27t S8 & o, o]’
dg-oll= ool st ofFol thdt w2 &a3rt gl

antigenic shift o] 2| ol = #j Fst= M Eo we} violg = F
7F & AE g 7] wZol viekste Alake wE A
A B oF(embryonated egg)oll A ¥l &gt vlolH e ZFFE A Z oA B & vlo)

s i [e]
2ot U4 W AEH Habe] AolE HolE A4 AF A §ATl A

8) Content source: Centers for Disease Control and Prevention, National Center for Immunization and
Respiratory Diseases (NCIRD)



thulj et nlolel 2 MAFE Alste A Fol TR/ Tl AZHO= 27/
frell MEA A LHEE EA carbohydrate linkages Zt+= W] vho] 27t Y}

Zol A== o= FAHATY HE (selective pressure)ol| 7] AT}, Hfo]
H2 E73H W FS sFAZ &4 2% FHlo 8= 48 S
7d5-o wet npole} 9] FAAHdS WA S

rr

rr

WHO®$] Expert Committee on Biological Standardization <!
A 7t=, A3 AY 4 (immunodiffusion) 2.2 S8% 1 mL v 1 =20 £
gd d7sHa] o2 FASESR dsta Ao Ad 203 % B

(whole virus) W21, £ (split) WA B o} (subunit) HAloll Tk @2 A&
dol P LA ol ATE Tl =21 734 15 ugel FE A e
18] HFskd Aol AZSFAA miol# 2ol =Ed FHol A= Ui A&

S0l AEol e & ET7 e FAE 7EE 7 A= A= dEHA ATk

HAol= F=2 Aleotoll A izt B3R Llo] ARREHO gkt 1990t ©] %
7 A (adjuvants) AHE AP =32, JASFFAA WAl A4S 9% L HEE

o
o JNd, WAl vlo] ) 2F9 A4S 7 reverse genetics 7)o F&5% H

=
T
>,

5 ABRAA WA A PPe] B WAl YUtk WAFHA I 2
oA BP0 LYo, THF ALFAA YE Fsu, v
Foz HFSE Fms AuAE s,
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o] FholEebelel ALEE golo Holt ofdiel BT} BE FolHE TE onz

AgE 5 e

AA AZFAA BA | WHOZE Al JASFAA ARFFoll ARt =S v
(seasonal influenza vaccine) | #WAsh= AEFAA A BEol | 25 253 JIEFAA B
A

4
Wad AERAA  ul [ dgde Dozl velgatE o gt AET WAl

(pandemic vaccine)

73 =0 AEFAA B | 7 AL 7H] dFE 2 ANt

(pandemic preparedness | A& 1A|8l7] e s{7E We i WA

vaccines)

TEYA JIEFAA WA diFd Aoy FEdd AdEse dole S

(zoonotic influenza vaccines) | A vlo]H 27} Y& TE7|99 AT EWye A=
FAA WA

A o 574 A (adjuvant) YAl AntS o g ddH FEAS A
7171 A% A&

oF % Sl (attenuation) AEA Al == 7E BES Tl ol "9
TEAE = oy HAd S AAT A

712 #Z(Primary vaccination)

H 9 7] 9 (Immune memory)

ST WA & 3 1A HFom T-AZ oE4 WY WgS 53
gow F% WA PAprimngeleta BTk EHAA gL FU Sof
B-Al| & (antigen-specific memory B-celDe} 712 HE o|F E(YulA oz 7} HE
(booster doses)eletar ghell ofaf 7] (7]<]) ¥ ¥k-g(anamnestic (memory) immune

response)< =gk

¥ o 9 A (Immunogenicity)

%4 hsd WY e fE5

rlr
=
2
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olr
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WAl 884 (Vaccine effectiveness)
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7] <l

of WIEA] SE ook st AR AT A REs P4 V€

7} A FBooster dose)
Aystagt e Aol tiste] WeHe Eolw ol s oY EahE Akl 9

- = 3T
3l ZIxHTe 9RF Fo AT A4S T Foste HF

3} A %k (Seroconversion)
Ao A A A w5 = Hriel SUF WAHT M AE e FA7F ¢

=HA H=%HA Ol?S‘POJ[LLOD]) = A% 7ss AU

AgARel A, 53, RUH, T, 14, B4 B1 EAHE zdan J4Ad
ol TetH e o Bl AAHW AT o oorEe] QA BRI, Aw
A

Ee Aol A™sA £MSEES 7] A d4AE Ve

GLP(HI 93~ #2771+, Good Laboratory Practice)
AL, 3, ZYE, 715, B3, Bud vddd 23 342 A AT AdH9)
_]

247 H43 ADY A Axwow GLPY U Adel FA, A4, 94,
39l 7}53 AR89 B, volHe FAAL BEdE HUYRAY 7E

GMP(Al = 2 FA#E 7=, Good Manufacturing Practice)
2z gxo A3 Fr) 57 Ao &FHE FE ZF @0 AFS dBIA
AL gl At e s 5t 9% ofofF FH BHFY 3 Fof

GMT(Geometric mean titre)

I

e FHA o X 1% TE ge ANEA ne 8T AR 9

£ A
BAe] ), Ada Al e Wi @A 971 ANsE P,

rr

jaicid
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Ad JAZFFAA AL H9 774 h(embryonated hens” eggs) 2 ME7]H &
ARgsto] Aabgitt Al IEFAA WAL, s EH = A5, "AESHAA 52
FES7FAAL A, B TSR AA JIE 2 ADER ) [E3E5] AEstE A A
ZAZ(RAEFAA 2 94, JAEFFAA xHEgd A E EFEF gt o
o #FoA =& ARE B3t A4 Holguo]2E F=3lo], Ald Aol

[t

=

=

(seasonal update) Al, &
=

—

3 Aesio &es

r

1.1.1. X B4l vlo] 2] X (Candidate Vaccine Virus(CVV))

3e)

I

X WAl wlo] 2 2 (candidate vaccine virus(CVV))& WHO 59 F<l7]#o] A
a3k, A WAL ikl AR JAEFAA TFE HEIT IRbHeE, WHO
HHAEH(WHO Collaborating Centre(CC)), WHO 33XF434A(WHO Essential
Regulatory Laboratory (ERL)), &2 & WA 02 IFH AFAdA TH WAl
ol 25 JAEFAA WA Al ALl FF38t] A= ZE(seed lot)E FHEES
ot S H A mlo]lH 29 A FgEol FAAES AEstr] Hste], WA Az

+ WHO FHAFUES 45T 4% AA FH2 94l blojgl~25 +£3F 4+ Ao

gt Al JAEFAA WA 24 (composition) ol thHEF A4 71 A
gyt YAl
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WA Az AFHE wlol 2t theel /1 F S gl By bed
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59 4 T (embryonated hens’ eggs)
AT o A=
Z A7 A EZ(mammalian cells)(Annex 1 %X)
WA whel 2k T F shibel SlRE 4 9tk

a2 A 8] (reassorting) & AJ4HE 14E& A E vlo] 2 2 (high yielding
reassortant virus). ©] H}o]2|2~ol= WHO FH ¥+ €733 4x(hemagglutinins:
HA) 2 727 Y el o] Z(neuraminidase: NA)2] A&

I8 YA e AFE ¥ #F PR8 S & A} 158 FH #F=E
FE o g 7HA &2 11 o] Al -] 23 AT Als Fe(genome
constellation) A4 2= &&=t (serendipitous), & = 5:3°|2} 314
5& PR8 frefl Als 49 Folm, 32 WHOZF BaLdt opE niolg 2 £
As 49 & 7MY, H 43, Al G Al (reassortant) = WFEA| oFB Y
T e HA 3! NAS X &star glojof stm, gojd Heol wet WHO €9
Al o] WHO FH a9 3oz FASS SHsoF gk

4 (genome segment),

H S (reversed  genetics) .2 A4SE A Hl DA (F3 (synthetically
synthesised) <1ZFWAF viol&] 2~ FH A A4
¢t(defined genome constellation) o2 /351, IHtA 02 ofA Y 5
HASH NA Al 24, 28130 U4™A 6714 = PR8 &2 UE A58 &9
oA #FAF A Bde 29 F Ao Als 24 4L diA =24
(alternative composition) 22 ¥ 3 (modification) = 7153t} ¢ < Zo], *H

2 o=

WA wlol 2t WHO @B AE oA Ak op§ npolelzoh 347

AES X3, FA-E Aw F
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of 3t} A3k AlF FHIF TRt Afels, Edde A & Al A9
(antigenic confirmatory test)©] U5 v}&2 g Aot}

Hulol2 F=< fdiAs, 4 M=& o
T REMAXRE AE(working seed) I/ FL AAHE
production seed)) T 34 £4 2 TR =

ot o=’k HlolH = Aol F7HETA o WA HoAdA/Fady AATT 7t
53kt

kv
[
N
1o
-
>
o,
> Z

A A A E

"RAEAAA Ve 2 AL, o wEl ., A= Ho] 2ol thil 224
A FAAADS Fdstodof It F= 3 Ak 2 7["d=, ¥A A= 2E
el AFE Al o ESHA 2 HholEl X A Y F e TheAel mEY. AT
52 AlEujeE 7Ieh, 8y a1 A 52 A% les &8st FRI% o
2 A= gk A A3l H 7Hextraneous risk evaluation)®] Al F-AREFS

Zpol7t A= & Aoy, s HIHE AAIsioF
ol#g A BIlde vw Ade =Y F Ao

¢ OFR M vholE 2 e AGEHE U4 /BT E 2AT £ s (/«J
%) wlolEse] W@ An. mHg W9

(respiratory syncytial virus(RSV)), otel|lx=vlole] 2, n2ilE&F

N
u
rlr
l-o[t
n:[oil
N
=
b
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s
=
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A2uUdteld] 2, glolulo]H 2, Aujnlo] 22, EBV(Epstein-Barr Virus),
HSV(Herpes simplex virus), CMV(Cytomegalovirus), Pto]Z&Eet=ul7t Q15

o A48 7] (production substrate) % HfolH 2F F|o] AR&stE 7]A Y Hl

7473 (susceptibility)
o ANE RE EHld AHgste e 95 2 Ak 71Ee A #Ed wH
ol Qb 9] 3l(viral safety risk)

o HiolH = A= QA AR AT (extraneous agents testing)oll td A 7=

Sn owal wlolel s Zuol BAE FHE TR WA ulol) 2 FFAV} AT
So9lont, TE8A £§ A9, A4 Wk Al AR B s mslof #r}. of
A% a4 BIL A AR RHARL AT WA A= 2E 74 2Ae| 7

Hho] mojof gt} A Al niolE 2~ AR AR T A WA FE Fx)ol A3
Mz AR7F AlFEHE o2t A B7IE AEsta, Aldel g g =
dE dulolE] AFsloF ot 7]Ho] AEolM HEE LAJAN dFE T
Tl AR EH, o] Al=s ARSol E7bsin. 7ol HEd LddA e dFe T
A geud, A F8e Tk Alxg A A LE4AAE AA Ea/E2

gitet s =X E FsloF Ittt #F WA E AIEH Aol mE F o=

=

2, QB2 WA AzA} AF WA A zsh FA ATE A7 ol T
Frdete A A HAA A gk A @R (:
Z(multiplex) PCR)S /3152 Seshe voloh, 2 EolepEeldxe] e 3
of, o] 213 Al¥-& HZF ¥ Ph.Eur. general chapter 2.6.16°] W3t HZH thA] Al

oz A8 & Uk AF WA WY AR} 1SS UFFHA AT AL,
7z

XLJN

N AAsn Eold J
AL 9la) Hud dehe AL AN SR T&%X]OW Bed 2AS AA
ok gk

1.1.3. B4l vlo]g 2 AZE 9§ 7] E (Substrate)
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A AL SalH, 4 FFo vlold2E AZT el FAW U avp

7

(allantoic cavity) &< iAWY A& AMEZzFE F24 30
A A& A

AZ 7)Ao B3t A8 27 uhs Bk ohe} Bl Ba A4
AZ 714 sl AZ 719% Sol gy A L HELY Y A AT A

2317 Al A Z1ANS & Qe AAE A ds) AR FAsok Bk

1.14. AZFA M

AZEA o) AT g AT 44D Ak Bek 3 A M
2ol B3 a7 S F25)7) 9la) B4 vlole 2o EA] we} sttt ©E
= zAEolof AT} A A4 AW 1w A TA 2L AF EHEN AT7E

s <
g EATHE (A 53 %/&%%‘(Dynamic Light Scattering))

)
Fo wd 33 WAL Hrisor ok @M So] BAY 7

o
ol
:cé
)
2
ot
flo

efer +, A
o] A= 8 ooty A FAY ZE Al violH T Fold EA, £4
54 @A AE, X" (shaking stress), 25) gk BRE A-F3loF gt o] 2’k
PAES 2T AP A H ALl thste] e sfof ot

1.15. 3A "I HolA
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SHEH TAHT H el 0035435 8 FAo], AAHAR 4 2L F4
EAE FF3te YoF AL BEE&F ol AdVEe A FHE F A
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AP ¥F 4R P TRE
solsop @t} &AM oR e FEA WA dAMe] T 5 Qe
(HA 9lo)) g9o =43t 2 Agsto] st Dol AT A2 B4 7%
Az e sleo] gF WAo] ALHow AP Jomy W A o|5L
ggafol BT AREE /AL Hoa, &2 W8E s, HHF T

A AAE Bl ABE7E BAY g FES 7)Aoz Quo| Eslof FTh(EHA

B AXH 3 (Annual Update)®] Lo o). Az o efFoltt ehAl| o ofFol 33
AU A (aggregate) 7} EFHE 75, ol tldt FALE o shoh(ol]: A = FA
A, T, &3 ZE0Y). o)y JdAE E3sta e Al ¥ (formulation) o] <t
A4 9 "L et nEafof stk FA #H EEC: AT F9 <
ZFA2 Wil AFSstE FERE R (ovalbumin)/ SFAE S A, A Zuj¢F 7Rt
WA A F SFTAHEZ DNA, L3t/ &3 A o AHeste Aokd 22 sthe 34
i BEE)S FQlsta FF s oF stH, o] A5E EF3t 4 HAA Al AHEF
o} 2t5 DNA 9 s34 x o g o] A3 4SS d5str] fste 33
AT JAEFAA 75 SaA AEZajeF 718k AAlo] A4k vy S W o] st
= A%, 35 DNASH A dhl o] tigk Hr)2e Age A 4

9 HA 49| 3514, &g, Aest S48 W9 $/F : HA titre, HI, Western Blot, epitope
scanning, immunogenicity in mice, ferret challenge, SDS-PAGE, MALDI/MS, HPLC, transmission
electron microscopy, isopycnic gradient ultracentrifugation, dynamic light scattering, tryptic peptide
mapping, amino acid sequencing
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o] VsatA gge Adolth THEE A:AE
£ % 99 A%, 2AEERD Aok 9% o]/ 01 )3} HHA Al (stability
indicating test) & A 0|2l ¥ 71%2] ALgol thste] 2AE AT PF3keof
T Zlolth o]t Bl AW 9% WEo] WL WA = A9, BHF B
AN/ EHAND/ AR ANEL B %

gAl AR S 98 At wele) w
A ZE Abold] A AGAY 4AF oA FRY F YEItE 1Y

.

webd] oA AEY B4 2 484, A8hsAe 3 Mol B 54
BN AT 59 Fol 712 Brbd F Aok oA ABWL FFHADl At
A o, 4] #EE AGstel Al AWM SRIDE Hmalof Ak ol H @
T AT L, QT SRID Aok AHgol s AW, Al ABW Aol BE A

o2l
)
Jo
=

Al &F viol#f = Al =F ARE-ste] A=k Alazr)of WAl tist
A3 ‘A8 F2” SRID 7] (‘egg-derived” SRID standards) A}-&-©] 7}s3tth
01] HlS A7 Aok “AZu ¢ 21”7 71&(“cell culture-derived” standards)<
2”7 SRID 7| &=(Zd 3 FEH)I B AL doAde Hrbste A7
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HEAe] 719, Axsd, 14554 %gw, B A E, 9 4
Z3A Abole]l Az AL B3I AEARE

st== du. ASSAA Alzdlel AlxsA JHdel st MEsior
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& 7] (multi-dose container) P}7] 2] T3] A (multiple puncture)e} HHH A o
st ol doh(el: LF-3H & (coring) TA, 2 L Foo] A8
FARR o] AA7 |l 9 do)). ZF FAd a0 fofd tial dAls] Mestal,
A SR &= B#F A=, AR F8Ts Ao B3 ARE Al FfoF gk ZF 87
nlt} BohEA (filling overages)©] 7HsEHd], ol S e A AT ZAS A A ST

£/ %o MM oIA 7] &stelok B

~

1.1.10. HRAZ BT

1.21. X 94 nviolgix F4 9 3

1.1.1. ol &}

122 YAl Al BEE
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1.1.2. & wEo. $H WA dolg{ 2 it ARES A HAer EelE
(specimen/isolate)ol] A H o2 ZAT 5 U= MEL vlolg ol Ui FRE
Z3teted, flall BrF dHlolEE Al=sloF k. A& vRo]# 29 A AR A
AES NPT Al PCRe AHE3SH), 18 A4 7|83 F7HAQ =95 &
3 Al=o thak F7FARI(PCR) Al ool w9 dttH, o2t X}ET‘::— A4
Aol 23 oF th(3.25.2.3). ARbAl F3 A4 HolHMl o]~ 55 flsiAM =,
ANE ZEHZEE AE(working seed) R BAFEA A E(end of production seed))
FEANAMY M2 2 vlo]3 29 HASF NA FA Aol thdk 44 4, 19
3 2R A vlo] ) (52 FURA S E HTHe T HlolEH|o] 29 A Agh e}
9] Hl S dAeH. olg|gk Holee Aol F7HETA o]F WAl HAAA

aA4Y QAT 7hssitt. A 249 Ay AxHIA Y dRE F2

o

]_
Ol? AZol Fsdhd, A5 ABZAR AHAL 9§ #F A o]zlo] o
=
s

.

1.2.3. AZFAH ML

E4 vlole 2T EACR 8] a3 (HA AEAT Y HolAe]) WAl
R ﬁﬂi}% B A FASL ZAHE AABoF €@rh3.25.26). AY
(formulation) 7I'&(3.2.P.3.2)o A AAE, M2 AE 475 A3 AA| A=
(formula)) % ‘9‘4{\_] Z/d(vaccine composition)(3.2.P.1)°l thst FHE A FafoF gt
t. dE S0, dFAE] B-?LQ 35, AP ARERE HiAI o] AP A A A
(Certificate of Analysis)7} FHIE ¢, (F2 &2 d& A5 A= A) Al=sfoF

SHh(3.2.P.2.2.1).

124. A dEdolds 34 <aA

=
ut
Mo
4l
N
2
=
3
of

ko
N

Z GAE AHE7bsloF et A B3 34
I} £ F & (splitting efficiency)= Sl oF t}(3.25.2.5). AXE& A= ZE]
FAer Hx 39 @ Aol tigk wiA A AF}(Eiriydel=2 AY

Im o

=



E3IHE ot} 2L Aol AAF ok FTH3E.2.5.4.4).

c NEL TFF] MELR vh2E AE ZEE o] 85t Axd A= ZEE 4|
St A4, Axg A= RES 13 o) 53 4, o8 71 Alx=&

& % 2
AE BE FHIE A% A} Hx Axg A ZE 2 e $YsT
== A ]_ J

1= 2Eo0| thste] Hx 30 &

1.2.6. B4 =3}

EA-A7E 5 HA dFS e F e A5 BHEA g d5o] 2
238}th(e): SRID Al¥ 7&%—). HFLY 2 Al fF(3.2.P53) ¥ oyt ©@rt

Beldlold A% A=< 7]tk SRID Al gl o
Els Xﬂ-ﬂaﬂlolﬁg 37, Ass dutdow 4 AAASH, &<(identity)/ 5
o] (specificity), 8% (accuracy), HEBZAEFA
precision), ®rE B (repeatability)), 244 (linearity)/ X ¢l (range), <A
(robustness)(¢ll: FHA )2 FAHAET. £ HXH3.2.P.5.1)0l Ik 78 ¥ of
Uk @71 4(3.254.1), ALY 2 A YFF(B.2P41)0 et sdd AF

o=

ZlEe EX P2 o= Aok 3t

-~
o2
mE J

J (intermediate

}—\
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127, AL AE7|ZT

AAZE 9 THES A 27 ste] X gk o] g b AT, Hl A
& AR 7718 S-S of sta, A2 & WAl F He WA F- o tistd
F7HARD SAE Aed & A 28A dEol g F4 dolEuol: 5
Aot 22 2 WAl FFo) e o]Hd dFE WY Ae A omgt
A5-olE, @7hANE 19 o] AFEShE A9, o] Aol thE kAP AF A
£ Aok 7HH(3.25.7)

A o eFE o] S, T Al ekE REC sty 37 & A AEAE

Ayt h= A AAIE o] 3 A Sf(stability

commitment) ¥ oYz} o] A& IAA AEE A= oF FTh(3.2.P.8).
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2o A FEigk 7F, in vitro ¥ in vivo Al@ S F3 A
¥ ¥ (high pathogenicity avian influenza phenotype)<
o A YA oty el A, ¥ WHO A Al whet A d& /\lﬁgéﬂok atm, A
AEFAA filo] ALHe FE WA wHpolg 2o #AF A (o] 7tol=gel
11.1)3 frAbeloF st 9% 54 8 32 A9 243 A8 Aldel 715
ojof gtk WAl FH WAl wiel#H A= o] FhelEEk]l 1.1 A" HA T
shitell ofsll =7, HA F2 AP 2RE FHE AR ARED AL, HiA)
4 (non-reassortant) kA& AEFAA; vlo]H (YA F2 AHAY)E AR

el /\ 01]:]_

H5N1 FH Al wpo]3 o) 552 Agstal h) sig FE WAl niol
Hos AFROIAIA HS whol# s o] A &Aoo s FAgs e o, WA
At #5572 7heAel wa, QA8 dd H5 Y H7 oFg el A
3 FE uolgx WAlS Jdsted 7HE 22 )R Addns A
Heol At

o AfHEe R WAL =F vtolg oA 53 H7N1 A#EA. H7N1 ¥
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H7N7 vlol&| 2= HZ 79 7taF S A (Europe poultry outbreaks) ¥ ¥
do] g om, HYNY Hlold 2= AHg 7+ #Ado] o)

* H5N3 %7 #H}o]#| 2~ HS5N3 v A/Duck/Singapore/97 =58 A4k w4l
= ojn YA ew APk 1 H5N1 ¥ A/Hongkong/156/97

I FdHom FASIY Ee T8 AR YA H5 Hlolgi 2 ofg S 1HE

« H7H9 =7/ JAEFIAA= A =FAM Add AEFAAe] o}F ol
Foll el gl=}dn. o] A4
AJ7 w&EZel  $EH7F "ok
A/Anhui/1/2013-like virus (A/Shanghai/2/2013< A/Anhui/1/2013-like

viruse| )= 13 FH HH 452 FHAT

o uREe AYEel AW

e HON2 Hlo]#H =, A/Hongkong/1073/99%} & Al HIN2 Hfol# 2 o]n
AP WA YabS al ARSIk, AR AFS s Tk ARl
gk HON2 Hlo]&] 29 AbbA Zhdo] Al RIHEA o, 19683 ol &
AAZNAE HIN2 B4l AdAdd S A3lsts & WYo] & = Jthe
oAn] ZA7ZF Aok meEtA] d8 B2 F31E HIN2 W3 YA S a8 3 oF
sh},

o H2N2 <1z ulo]# 2. A/Singapore/1/57-2 1957'd tl#+3 52, & 2
2 Al AYakel] Abg-sfghrh H2N2 W4l G A ol A E 19681 ol W FAAE

o E WL mEso

WAl vhol e~ Evlo] AN FEFE AH(RA AZZAA vlolel ~
FAA NDL A8 A9E X3, 4282 W8 9 S2AE /)90 AnEo]Y)

of &2 AujdA ] H-+-E dolA

SES
A fAHSe FR WA ol AL A LFF ALE Ao e, meix
AES HAH B FA BES A 37 2o RAt G4AYS FEF F



B dholel s AW A ERF AZ Aol T 28 Ha YrigEol B
a3k,
- TR M wpolH 2 Ao AgIE AE 7

]
Ao AxF 2P (cell bank system) F AA ARG WAl Ao AFA =
UL F UojoF ot

o

%] &} j,].75]
a2 =
Zajel afH &80l AEE A AAA =S (transmissible

spongiform encephalopathy) ¥+ A5 & F7I2 A ZEsoF o

TS S H 94 dlo]lH 2 A4l AMESl= B S FEE A A

2
o
[
2
filo
of
o
o
27
us)

T A who] 2 2 kel Abgste 22, HholE 2,
o, A, vholZET2rt @3 BEste], WAl ARG dFe € F
o

A W7} A, oA @ 24T BER 27

o
)
>
o
2
_LJ

7
o7 W A, & A

“ 3 44 H5 5 H7 #lol8l 225 A& Hpolg =g
T53 Ae, ABAE S84 HA Ad F-2l(cleavage site)®] ©a7] ofr] =4t
2E# X (stretch) FA)S &RA38t7] fst] A= ZEE FA 3= vl 29

d

AA A 2919 HA A9E A5sta $1 Ml vlo]#) 2o Ad3) vlas|of 3
of. =3 olEE HmAFS HF WAL YEsE 37 wix| ol ekl Aviajek
Tl A s oF .
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o] 7tol=g}el 1.1.6914 A F3tE A F o] A g}

21.7. AT
SZEQQR WML o3 Zo o3 JELoT AT 4 9l

03] &% AT (multidose presentation), AH8 5 &9 74 2 H=E AL
€ 5 AW AZNA0NE F FET Zl'(in—use shelf life))& L &sto], HAade] B
A E dAstH BEHAF (A rAEESFAAAY) T BEA | th
7heb B A g7 o H Y BEA AR WFJ]Z}% it o3 HE A
Fogs SUsd 5 Ao Ao BEATE AFEEH = A-Fole A g A

= ZFefof o A XRA Z2 FUAE BEATE BE Al A4S F Ae
7hsAel  theted  ZAbsiof  @rh JIEFAA WAle] HEANE EWEA

(Thiomersal)<= AH&-ITHH, A 2AF 2 FUANE HA Yo HU g 24 &
of thgt ZAE A AlshoF gt

)

Me 5 FaE7Ite A-s] AFddoF o 3Tl &7l AHEshs AT
b7l (multiple puncture stopper)e} THAE FA| o tistd e afoF (o ILF-
e (coring) &AI, F2 R Fool AL&st= FAK S HA3 |u| 9 Zol),
axof 8l ARl IFRoll AEShe T8 R o] 87] E5ol tiste], s (fill volume
overage)©] 4o} &% Ho 3o FRSIEE AT v Sl dig

=)
}1

UEY AUl Bad A9, ol e we)(el: AAFAA AA Lol FAL
Aul GO R T sokd EATE $A8 AY © 13§79 Bz A
o7t & F Atk oA T TV £ e ok s,

=
AA% FA ARE 9w
=
=

H =
A A (compatibility), 38Ax A5, AL A= Al A7}

2480,

21.8. B3 FF3}

WA AR Ag FOR AR ABFAA WA vmste] 4T3 AL el
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FdHA)e] 23E F Jornm Ho o] g s A8 AAsr] A%

AANEHE F3d ol Weulold FHojof stal FAIZ| A ZHE BEA ]
AEF o oF gt} =3 o] F ZFEZ S FESHS 0, SRIDE A dS 3311,
NAAFHOZ F3gh & 3 47 vla F£40] BQ3it} SRID &
7HA R Thssiat HF Al Fol tEiA = o] Fol Ao SRR, 54 A SAA
O] AHE TOE AN FE] EVFEE AS AT + e AFH QUHAEES A

N AES 7=t AZoA FadsteE AF, A=A
A2 LAL(Limulus Amebocyte Lysate) Al@Woll thd WAZZAA ] 1H43%
& 7hsdS BrbsoR gk A gl Y A, LAL Age |

k8] Aol A9 Male] thshe] HAs o} ek,

73

fro Abgo] s o] WY

@) R
T =
2o FEF AN FEs] 98 WAFAA A8l 272 £ 3tk

XA TooF dAAAND 7=, (HA Aol wet AAjsteioF &

o =R YESAAA S BRI AA P, (AN ;Ao ate AR

JoFE % FAFEF T IHHANY ARE BT AZelop Aok A

Aut 9o dole] Hr) A4V D Ao okFe] fEIL BRI e &
NREAY AT AZo) A, AF B4 L A4S B0 wet shs % g}
SN AR AFol DAY + Utk H7F AL T W) AYHL YF87] 9T
A\ RE ABAYAE AA AZSL olo] BE NPBARE AW F F/I2 AF
slok gt ol oToﬂ% Ao ge] J9e ZEEZREH QL HolHE BEA
22 A48T 5 AUtk A BAZL BAG Aol BAHY H7h ARAE o]
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A< A & (sequential studies)oll A W o]+ F(drift variant)ell TtHale] W

H gk Wk WS4 (cross-activity) 2 . 2F & W E I (cross protection)E HITHHA

52 A7 o m g S Vs o] M =2 JIEFAA Hiol2 29| o

Al HA oF@ oy AlE(clades) ©lH 3F91&7]1 (subclades)°] AAHTH, 5

WAE AL g Ao F A AU ot 7hesty ole2 F4 2 thstd
= K

g2 ud 5 ok

" TE TY otF o & FFE thA T e H5N1
55 UE H5N1 52 uA). o] 4%, F537HIA= M2 d5 a3
=S AAE AEsor & Folt} AES 83t JEHe= A- W

=
A JulolE AlAHe| Hagt A5 FAE Z o] th(section 1.2)

o 79 HA/NA o8-S thAIg(d: e HE5N1 +FE H/N7 = 1A
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F ABTAR WA HAE A AE TRAbE, (HE), TIFE T ¢

Aol B FH, (Fe1) 2 WEFHAA S BRI AA FH, (A
TA)E A e Aok R ASFAA WA A5 o4 DAY 1FA
o

9 poratel THESHAA 5o 2}

AR FAL ABEESANNAAY A 5)A5F D AR F)ol A

o tladlol td d == AREFE AU & e oJoFE L A
=
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—
AT AZE A5 dRE AT T A =3A Y SAHo =z AL&3E)

31 UAE 3% 9% A IS5 ABAAEAAL UaY 2FE

311 EE37 AF A AEAs 84
3111 TR WA Hlo]E A

o] Ztol=ghel 111 ¥ 21188 F13g,

3112 WA AE BEE

o] 7kol=g}el 1.1.2 & 212%< Fa3th



o] 7tol=gk]l 1.1.38-& gt

3.1.14. HA A=

o] Zlol=ekQl 2143

3.1.15. FA " d o)A

o] 7}ol=g}el 1.1.58+S 113l

3116, SHEA

o] 7Fol=g}el 1.1.6%¢S Zha1

3.1.1.7. =X

o] Zpol=tl 21.7%

3.1.1.8. YA FF3}

o] 7Folegtel 1.1.8 Y 2.1.83+
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3.1.1.9. Y S7A|

o] 7tol=grel 21.93+8 3},

LAl a7zt B vtsd A4 Aapel ik jast SAAEE AEsoF 2.

Ao " Fa7|t AL LAY Y ARE T2 AAH T
Me ¥ A AP (In-use stability testing)

o] 7}tol=gk¢l 21.10388 sk},

312 t#¥ ¥F HHIEREEY dFY TFE FFT 9A)

WHOOIA di#38 &< AA A #5372 2153 d#d +55
3 FH A e Z3slr] st FHUPHA A S AEshoF ok
Aol ©] E(pandemic strain update)).

gaa Mae Az @ Fdels Bdste] AL who|g el tfW Hol#
4 EEAS YFAE AL S Fasth T BA ST B
2 918l @ mpolei o] o7 o1 ol W kR T BANAE AEA Y

- =X
% AT F NG S Ak O, o] A St T EEAPS FAs] 14

ghob i a wWalo] Qg AxE WY A dNHow aTHE BE AR
2 AZslok Bt ok, hfaolets KIue AR okstel YN ARE Fa
9T 4 9lout ool thal A Aok (4 F ol FERA P U) o Al K1
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Z71% Fol ool U@ F71 ARE WEA AZdk ahr], WA AE F AR5
B4 FolA WA BAT BAZF FAHE A5 oo tF WS FA Bis
&R 227 ANA 5 AEF dok Bt

23 749, A8d vel A L ANTH 54

Ve Aok 2

3122 WA AE BE

o] 7tolxgtel 1.1.238F 9 212388 Zu3ic},

WHO E8AHZREH 543 dd4de sa8<s WA, A48 d#d 455
ek MAe skl AE AT nlhole 29 #<l(identity)S 13 Al A
(1: PCR)S A3l of ot o] 23k Ak A3 3¢, A= utolgj=e] &<l &
S #sto] HI Ald<e ddsjof gt

s WAl AL ARl 5 =Y’ A vlo]E 2 A= ek " B A
A Ee AME veld 22 WA, Fe $IT AN 7F A EE FU AU
2 o tg ZAE AFsof vk BE A5 QokRe % 13 2T
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A A ] T =AZ WA BlojE s A= tie A e S

A A A5 84
A ek FF(: g<l(identity)(HI, NAI)).

RG #F9 4%, &g (2 "HgdAd)o] &473]
A& npole] 2 7] fleke], F71 At Fe A =7 rkay A=
B/ R2FAd4Y/78 IS8 AdAdA 353 &
T (reference virus strain(CVV))e] 32 443 &
il oF 3.

Hiol2j 2 R T HAZY &

T 5olZ o] SHE T8 dA tg &8 AS5F8 38 °

g o] A).

BEN AR

J[m

Hi R 241 |22 A28 Al E(working seed)oll A fFrefigh H= 3
(S7F ¥ H) 7l @7FA Y (monobulk) & NAZY &4 % F/oll thste] Al s|
oF gt}

A A F A 74717 (holding period) S A3t A AZ (WA
tlo]EjAlo] o}F wiH A 32 ¢, BEdS 71A)

R
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=
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=
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MLEEH AT F BEDE FolH (o) ANFE, IR FH): 2F USAS

golZ)ol tatel A3 w=olshm, AEALe] AZTTAMA AL AR 7|

o gwisol Ak A= 3 FF SAHNA B FolH o W7 771 A=
o]

3.1.2.3. YAl A=
o] 7folEg}el 21438 Fra 3ok
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31.28. ¢AA /HENZ

ABCFE 2 hAllepEe] i WA AHH AP FAH UaY BFE T
S WAl o ARAGA wheh ARk BES UG FFE TR WA
o RV D AREAL AL Bk U ZENA T2 AT A
2 AAZ W 27 84 AR Al THHA 2 5 Aok Az FUA
L S B RS AFEY) AT BIRE AGAYANE WA AZ
3 oo WE NYANE AT F F/LE ASSoF Ak oW Al He §
ol 48 REZRE A& HolHE HEARL ALY & Utk KA A
e fa vhold s WA A - Fo HAZ 9 Jh% A MmARE B A
=] 5} ,{'i giq_

Ao AFE 7]XE A QF(claimed utilisation period)= S 37| {5k, thF3
ol o]l golgt APA A we}t eafsfiof ghek(ol: A

32 U3 43 A olF 57 FE3I7H HIFA N (emergency) E 21

23]

i

WHOOI A #83 Axtel] whet offa A9 AR, A 24547}

7t AAS A= 7HsAdol

O AR WES RY 2Tl B ADAGE, YHHOE o] sho|=eiel

31%0] 2 g8
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(in vitro )l &
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A7 (in vivo
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2% Y% (temperature sensitive(ts)) E3
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HEY (neurovirulence capacity) °]
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o QAFFAA Autole MAo] vlolej s Fol TH AW F oA
19, P, vhol ZE e ATt R AP e AN of Grh APl
=

A=}
o3 ttH, olyd AP Auld A=xE Hlolgl A E(reassortant Working

4112 oY AEFUAA HA B NA 3o o5
41.1.21 E2E(isolate) X At) ©] ¥

HA 3 NA 3o ASFAA voj2{ 29| g4 &<l(antigenic identity)> WHO
o] A-d¥E HiAF3(seasonal recommendations)ell Welol sk, o] FF2f 7]
2 ol8q S A oF gtk WHO FH <l ok d o o5 U3 FA(
two-way HI A @l 9]3lf)& WHO dHAE o ol A= F43tE Zlolt.

41122 ANEZRE

T FF A E REE /A
2] = (primary isolate)o| A] & 53
SPF(Specific Pathogen Free)d < S 3l oF gt

41123 NEZEAY

F=8t A JAEFAA mdFote] Mde Al AT HA 5L NA &9 I&EF
QA #52 HF ANE ZEA diste] s Ade sdsoF It

A rABSAAA 21F 9 AP el W, AYS B3l B FF AS
o sely AR G #73
Ao e 59 23eYE FAsHoF Bk B stol =l A ojr] A

3 folx, Al Aikol] ARERE FA T Z]EA BEAVL TR I 2F7
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o] A HAEo] 7ttt AS5E t%s PCR(multiplex PCR)< 7l'&3foF g,
TAZo] T, ojzgk AFL Aud AxE npo]# 2 A E(reassortant
Working Virus seed) TFFAA % Al 7hs3ttt

Add LEAA AA F2 2837 ASFAA Atols 2= YAl Az FH o

FZ3l RHFFo A= ZE T ATA QAo EAE F&

DA A% B GRANES ST St 4 BFT HASH NA Fof A
TAR FF Aol AWML, AP AR PFAE AT YT Aokl I
B3, B2 5) gl AQATh GRS PH A A TIGADE FAAA
2A9] BHEN, Az 2 FA0 Yo} stols 0] YH L AnAFE F53 0k
Bth. Bol ABRAX FFNA FAT LUHE HA 8 NAZF EAFL S98)of
shol, 54 FEH @ AW FF A L slet PHS A 33T £ 9

EQEAE EE A A ol se] FEL SP
o v wpoles NS 2E T3, AeAow, n
&

H2 A= 2EES Fgsor Ak

]
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uth
2
>
o|N
1>
2
>~
>
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l>

g}o

——)

41132 vbAE 2 A 2L Hlolg A AT ZES] EA BA

Fmg A A wlolgx AEe] Fel
41112004 71%% Aee ZEATH HAS NAS 89l % oje} of=g 2
48 §a4e 2AE F9a0F . RAEY SHEAE k55t BT 117 (in

vivo ), I8 F% 4-&(cold-adapted(ca)) =2 =% FHlZH(temperature
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WHO FH 52 o ¥ 3o +F Fd4 A (two-way HI testingell 2J3l)
S WHO d8AE 93l AlPE 1 EA3=E Aol

St ANG A wtol@2vt AP Tl g FHsoF Atk AL T

A FAY A Aoz dAlda, SAE AAsoF .

41.14. vlo]gd 2= ZA4& 93 714

ANE ZE FHo AFES JIEFMA vho] 2] 22 SPF(Specific Pathogen Free) -fr
A TR AA NE D AGE, WA 43 ©E) T HFH
A Zef g "= FF Al AHgEE AZ71E e Thol=ekl, o whE)(l:
& v o} Aol (chick-embryo fibroblast), SPF] SO 2 RE] A2 H 2174 A
3 (chick kidney cell)(Ph.Eur.5.2.3: cell Substrateds for the Production of Vaccines
for Human Use), 8l <=A|(diploid), €& AEXF)o0 2 F2AA T

4.1.15. B4 ALk

= ojHf g AR A A 2E e de EAF WA fetd B =

Q] g} % <
9 A ARtk AlE-S Tt ou)

T
F AL 2 s FoE 7=

ojgiz dqo AlYs}7]7t o

=

SAO mpol# A HFekA] B2 HET 7%
1ol
Al

12;



41.1.5.1 A4k AMgst= FAS 714

dee sk @2 A2 02 SPF AHE wAsr] s A4S #E s ok
Sttt ISFAA; AntelH 2~ WAl Ak Al #ejE fFAERs ARES|oF 2

41152 Hlo|H 2 &

3 H}Ol 22 walel 73%, Hul2as 2 nEs g g4t o471
Bok stul HA 29l N@@ A=
e AME nlolH s ARTE F7hHQl S0 ALgaof dt.
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ok
;
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uR |
5
S.
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=
Q.
(@]
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i
ofj
I
off

TAG=H Fojdd, nAEdE B vlo|ZETAn AlgS & Hiolg X~
dg o) 59l FA ol F AHR AN FHE = At E=F HTkol| gk 4
A&l oF oh(dl: &3 9t (chorio-allantoic fluid) & ¢F=3} A vlo]ej =9 GzF
7+E 8 F(egg infectious dose)(EIDsp)/mL) =2 3339} (Fluorescence Focus

Units) ¢t 22 A E EolF &9))).

o

41153 G711

et A Polls oF53t A Ao FAA ukA 72 2 2EY Flol
1) Z3EY. F¥Y EAEANAE, o F LR ol A (revertants)
v = XA =gl #3 urA(In vivo F3Y), I3 F9
2 -§(cold-adapted(ca)) =2 =% Fl7Z}(temperature sensitive(TS)) E& 3 (in vitro
2=

B)ol BE ATE ZFATE

HA 3 NA°| &3 A de sy of 3t
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WA g8 o 294 vlolala PAke] Sl EIDsy 3 TCIDs (23 vl 7+4
& F(tissue culture infectious dose) =2 7|EF A& Hold ©@9)E AA3MF T
oh S Al Eol Ao tisll 583 awsiol ghoh(dl: 2 ot ol thske] et

£E Ak ALgslok Bh.

41.2. AA B4 ‘AH B3I (Annual update) & 3T AHA A=
4121 A @A A= - “FA”

41211 oY JAEF AR HA L NA 39 #F /55 Aua A
Hlo] 2 A FH]

AEe) A oFolt the meaT

o mlxE okE3l T wlolEls @ WHO A uholg oA 7|3 A =9
Y=ol ik A

« A ol

AEA (PP 029 HWolA|(revertants) HE 73 =7

gdy = o)
=3t #3g vA(in vivo 3), 2831 F9] & -§(cold-adapted (ca)) F-2 =

2
o
o
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% "7} (temperature sensitive (TS)) EA ¥ (in vitro F3)oll &3 A7, 181

HA 3 NAe°| tigh &AA &)

#H A9 R BIY nAS TS AS e BF FAH (O
'PT

A 714 DA (full genetic sequencing))

WHO FA77el opd 2o w3eh npse wlolsise @94 fAA
HI

& WHO @Age] o3 5855 £A5%

>
ool
=2
Lo
ofs
-
£

A A @A 8 A (analytical protocols)(&eld AR b8 Ad =3 A= wf
olg12=E PCR=E 2|4 AAtel tid A< & 4-F, 2L A4 S=3 Al
Toll thgk #7449l PCRE| B oA e o BF ol ARE Al
gl oF <

>
2
H

27859 Al (neurovirulence test): Al HJU|C|EY AP 5H AP (d: &d
2 AWolE Hol& i (antigenically drifted strains))< Y¥EA 02 Q3]
B A¥ AEFAAS] HEL HA o (dl: BI(FF)-H1, Hl-H3 °}%) =& &
A =2 FAd T8 AsH OdE HELE BE AEFAA vlo] g 2=7F WAl

41212 AZ FA AL

574 wholgiaFo] B4 wel Al AzgAe] HZ S disted ZAstH

AFAI A ARERE HiR] 9] A FNLAA A2 (formula)(MEF AA ),
2]a1 Al g A A A (Certificate of Analysis)7F ¢S = JATHH, 84 Al AZ3| oF g

41213 33 ddoldFA dAA

N
>
Ty
it
[m

MEZE 5ol dste T8 Alx GAE AF 7ok ot ==
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EHEH Hzx 37 @bl tiek v £4 & AEsior vk AL T

Al ol ofF Wi x 4 A3E ATfor o

=4 A2E2P51°l "3 AL B otye} %7}%0“(3.2.5.4.1) 3 ShA o] ok
(3.25.4.1)° thste =dd FAHL AR = F4 o= AASoF g

41215 AP FE7|ZL

Shd S 19 ol ARgske Ae, s7F WA Al A AIFAEA
(post-approval stability protocol)e} & Al Eol| A A2
}(3.2.5.7).

A ook F o] AF, v gAY FE ZE tisto 7 & A AFAE
Aot FHAAAIG o] PA o ot H A E A E2 B ARE A= 7
t(3.2.P.8). M=Z& #F7F Fa7IZte] Edi7t & A AFolA AR 5

2 J

2%
FH BHol FAL AYS FHHI] fAskel A A TS BET F U

=32 ‘XN .

.
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o I BARJA - mpolH 2 WiE(F71H A AlFYoR), violE 2 9] H(viral
peak), Blol#] 2 BA 2 A A AHFELS FU|FHoE TH I AYA A FtaL
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Guideline on influenza vaccines - Quality module (EMA/310834/2012 Rev. 1)

Guideline on influenza vaccines - Submission and procedural requirements

(EMA/457259/2014 Rev. 1)

Guideline on Influenza Vaccines- Non-clinical and Clinical Module

(EMA/CHMP/VWP/457259/2014)

European Pharmacopoiea Monograph 0153 Vaccines for human use

10. World Health Organization (WHO). Good manufacturing practices for

11.

12.

pharmaceutical products. In: WHO Expert Committee on Specifications for
Pharmaceutical Preparations: Thirty-Second Report. Geneva, 1992 Annex 1

(WHO Technical Report Series, No. 823)

European Pharmacopoiea Monograph 0158 Influenza Vaccine (Split Virion,
Inactivated), Monograph 0869 Influenza Vaccine (Surface Antigen, Inactivated),
Monograph 0159 Influenza Vaccine (Whole Virion, Inactivated), Monograph

2053 Influenza vaccine (surface antigen, inactivated, virosome)

European Pharmacopoiea Monograph 2308 Influenza vaccine (whole virion,

inactivated, prepared in cell cultures)) Monograph 2149 Influenza vaccine



13.

14.

15.

16.

17.

18.

19.

20.

21.

(surface antigen, inactivated, prepared in cell cultures)

European Pharmacopoeia Monograph 50203 Cell Substrates for the Production

of Vaccines for Human Use

Q5D CPMP Note for Guidance on Quality of Biotechnological Products:
Derivation and Characterisation of Cell Substrates used for the Production of

Biotechnological /Biological Products (CPMP/ICH/294/95)

WHO Expert Committee on Biological Standardisation 1998. Requirements for
the Use of Animal Cells as in vitro Substrates for the Production of Biologicals
(Requirements for Biological Substances N° 50). WHO Technical Report Series
878

CPMP Note for Guidance on Virus Validation Studies. The Design,
Contribution and Interpretation of Studies Validating the Inactivation and

Removal of Viruses (CPMP/BWP/268/95)

Q5A (R1) Note for Guidance on Quality of Biotechnological Products: Viral
safety evaluation of biotechnology products derived from cell lines of human

or animal origin, (CPMP/ICH/295/95)

J. M., Dunleavy U., Newman R. W., Riley A. M., Robertson J. S. and Minor P.
D. 1999. The influence of the host cell on standardisation of influenza vaccine
potency. In “Inactivated Influenza Vaccines Prepared in Cell Culture”. Eds.
Brown F., Robertson J. S., Schild G. C. and Wood J. M. Dev. Biol. Stand. 98,
Karger, Basel, pp183 - 188

Guideline on Adjuvants in Vaccines for Human Use

(EMEA/CHMP/VEG/134716,/2004)

Q5C Note for Guidance on Quality of Biotechnological Products: Stability
testing of biotechnological/biological products (CPMP/ICH/138/95)

http:/ /www.who.int/influenza/vaccines/virus/characteristics_virus_vaccines/en/
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22.

23.

24.

25.

26.

27.

Update of WHO biosafety risk assessment and guidelines for the production
and quality control of human influenza vaccines against avian influenza

A(H7N9) virus. As of 23 May 2013 (replaces version of 10 May 2013).

WHO biosafety risk assessment and guidelines for the production and quality
control of human influenza pandemic vaccines. WHO Technical Report Series

No 941, 2007 Annex 5

Note for Guidance on Minimising the Risk of Transmitting Animal Spongiform

Encephalopathy Agents via Medicinal Products (EMEA/410/01 Rev. 3)

Note for Guidance on Inclusion of Antioxidants and Antimicrobial

Preservatives in Medicinal Products (CPMP/CVMP/QWP/115/95)

Note for Guidance on in-use stability testing for human medicinal products

(CPMP/QWP/2934/99)

Note for guidance on maximum shelf-life for sterile products for human use

after first opening or following reconstitution (CPMP/QWP/159/96 corr)
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