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AYEEmEREFER 107 4 3 H 2 HIEs(UR A4S E - 165t 108 F-EdEriE 4R
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FrigEaRiin AR E A AN AZE F S B S F AT E a5 7
AT R AV BIPEARAE t FRRE A SR EEIIE SRR AR (5 s A =
AYEE e T TBTERN EREREE IR FFERTER B St mmE
EHlZAET] » RIEE A E 24 -
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IS HE

BN 44 B8 B 5 % 5L I E B = 49 4% (General European OMCL
Network, GEON) {4 FHECMEEZE & (Council of Europe) K BR HH#hZE & (EU
Commission)jt 1994 FFIL[EREIL » W RERIOMN 2 fn i B Bl A PR feg
(European Directorate for the Quality Medicine & HealthCare, the Council
of Europe, EDQM) & B 4845 P 2 TS ~ HHEVEENERI A B4k
GEON &4 Bfdss N —F— S 2 EHR & HEUMEIZZ 2 OMCL [¢
Sl > A EDQM AW (L B 5 45 hn e ] B i o AN e
PELREE Y (Biological Standardization, Network of OMCL and HealthCare
Department, DBO)(A - i OMCL #AE ) i BhiE - pR B fIFE T
SUE S E e e - febare Ue\R Bl bR AR 5 - AVIMEIEAE(E
sTE T EE M TG RN A S B Tt A T/E BN NS IETE
Btaipstia O A A S FHEIRT T H S E B HIRE T - NEAEY)
rnEEREZE 107 4 3 H 2 HEIEARORMEEERE 072 108 FFEELER
A W g 5B 5 L KL (T (Official Control Authority Batch Release,
OCABR)44E s TR AR T8 - ZRALEIIR STER R R WAEE IR O =
O R B B e nm B E R e T RIEE A2 m'E
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EU OCABR network €% » 7 507N A= 1) 8 e 55 L RE A% Experiences
in application of next generation sequencing for the quality control of residual
contents of mMRNA vaccines | 47 S A8 A E BT E Y mRNA
Feen L FE NP Y BB S R I i St B 55 4R » RE LS 5 % B
Z OMCL EZRIf - 2T HEIPRAE R » BRILZAD - Bl ERd s8R
fefe HoAth SEME U E B s 2 BRI ES > A S s A g Rl At
SRR B RIS SR R 110 AR 3 R 10 AU » WiiEeE
OMCL FAF e BATE FR L HFNAFE 11 H A REETE N E
% WATIRAE R B B B = R B ot i R B S AR E R T - TR
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RLH 112 48 6 H 4 FBORALPGHEF B E 28 2023 R
B 7 7755 BT B 2 (OMCL) BB 4 )85 B 7 2L/ (OCABR)
U AR 112 48 6 1 HIEIEERT - (TR TR TR T
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1246 H 4 H(H)~ BOR ( AL (R POHE 5F B 1 )
1246 H 5 H(—)

11246 5 6 H(=) SIEG R FET > BEAG

B (general session) Jz 4= ) & 5 € %
H2%6 A7 HE) (general biologicals session)

112 4E 6 H 8 H(U)~ S48 € EU OCABR network 5 > £
e B TR T (OCABR vaccine)
1246 39 B(H) Re AP 8 5 it 2B 1 (common
human OCABR)& %
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RN EE %

AR A P D O B g B (B 775 1 &) (Spanish Agency of Medicines
and Medical Devices, AEMPS) ¥t » &gt il 5 K > ®iE e ~ Lde
ek - LR ERE RS - EUOCABR network &5 ~ 215
BRE kA ESEm T E/ N & K CAP/MRP &5k -

B4t AeEz i AEMPS [5& Dr. Maria Jesus Lamas 2 EDQM f&
£ Dr. Petra Doerr #E{THE#2EG UM% E] OMCL k8 H KRB E [
IR EIR A A G R 0EE - W5R5H OMCL (LY 4 {EfZ.0»
EE - CfEREEECE R M OB EF - $48TH IR 5 = K&K
BEsE - LHA IR & E N RSN E B R LT IINER - R92
2022 4T E R GEON BE58k 16 ¢ H s 1 4 i & 181 (mutual joint
audits, MJA)EE) ~ 10 THEE JJallgat= -~ #iE 12,430 R AEY)ERE
T T ~ A 30 fREEEE L 2 R TS EONETEE K &Y 5,000 A
EEYIEE TIENS MBI B EREES T » DIERE Rl A L (ERE
B

AREFSHHF 4 Kgek - EIE K& (general session) ~ 444
€% (general biologicals session) &z EU OCABR network &5 (OCABR
vaccine 7 common Human OCABR) » ifi JEEI 7N A 96 e g TR
A 0 o S A UE PR ¥ mRNA e b 2 AR 41 B AL
WL AT S AR E A RN A R ER AT
N

1. GEON #&&h)/\¢H (advisory group) JEEN#H

Ep

GEON advisory group = 5 &4 - f#14= F & 14F# Dr. Maria Jodo
Portela #z5 2022 £ 2023 £ OMCL TAE/NHJEFNEI M i&

EAAE] - OMCL Ry AfEA [FIAL B SE R b 2 (& T 50 A S i/
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BOHETES - B2 B AT Ry 3hpkar 5 [ TIE/NH » B FERR 2R
Ml(active pharmaceutical ingredient) ~ $2{fy{E B KA 7AEE gl
(adulterated and falsified medicines) - B 4 £ &% 0 7] A5 Sl
(monoclonal antibody) ~ EL[A &9 7 s Hll(gene therapy products)

B/ et Hl (medical devices/ in vitro devices)
LAR/NGH > BB s /RS Y N2 B B e A LA/ N B S 4 2
IR TAE/INH > BT 5 PR (A R B B R e 1 VA AR
(MDR) kg2 sl Bl e iR et A (IVDR)YE it > 58 LB RS
P B st e i /8eS N2 e B 2 1% T 35 v 5 2 B e B P B
BE b TIF- 5500 EREEE) OMCL il B I IES & FA0Mm

SR ETR - Ry A EREAS I E S EE - RFEECES
SNERERAL ST kBl - DA K 4EAE -
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HARKREER
Da=thll HEE &S
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~ EEAIEE -
+ ~ 1A7EE ~ AR
w B BOMEEILNEIRY

Full Member | \ 33 | 57 | SmAH] -~ B -
FIAE ~ L~ B
o~ PEHES ~ FE

FE

HABUNEE R & A

Associate BN EE L 7 & el

B8 A

8 9 | M~ DLEFI ~ Hrin
Member HEFFREHER

N e
=
5 full member 5,
Limited associate member PRODMEE (BT TE)
Member RIS RRE T 22T 1 1 VI EEaAER)
TTEHE

Suspended PRI R 22 1T R IR 4

Member IFEME
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. GEON i/ Naflpk B i gt

GEON 3%&&/N4H 2 H1 GEON full member #358(Y 8 fir AT
SHEY - SRR BT e - R (R R AT U4
B ERE) GEON #H(E - EHAF &I GEON Bk
4G T e o TR 8 TR AFEH - Hep 4 U HR AT
FARK G HEHHEE 4 AR - Rk B ILE R AR
fir Dr. Katerina Brezovska ~ j2[E] ANSM Dr. Frangoise Duperray ~
{# [ PEI Dr. Ruth Lechla J%Fi#%4 264 4= Bi{ir Dr. Guntars
Kaspars
- BB E B A 2331(Quality Management System; QMS)iE

P = Ry B B = SRR &R (ISO/IEC 17025:2017)FK - [
R AR BE AR T S A2 S « T A A U T R -
EREHE ) TS A E R R EK o 20fe=E 5 N
TERE - HEMEHEAE , & - 275 2022 &£ OMCL A &5
(Mutual Joint Audits, MTA)ER G #7255 LAY T BEERATm 5 DU 45
SRRk B 45 S 3 (evaluation and reporting of results) | f [ &3
%4 & Hil(managements of computerized system) ; {34 EAY 5
REH - AL > AR GRS A4 R By s A T
MHEEANA ST -

(1) 45T Bl 2 I
PRFERThIY ISO/IEC 17025 ZE5K » GEON #fjA T 4555T
fili Bl 5 2B, #0938 1E H A% i B S (core quality
management documents) » (#7425 K 15X (4 (annex) > &2
FRAE IR B (UEE AT ~ &8sl inds SR et R w)

KR T A (out of specification, OOS) LSR5 S BT
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HSR(fE—)
Structure

Evaluation and Reporting of Results — Core

Document:

e Annex 1. Rounding/significant figures

e Annex 2. Evaluation of results from quantitative testing

e Annex 3. Verification of Initial out-of—sp¢ification (0QS) results
¢ Annex 3.1. General Introduction

e Annex 3.2. Verification of Initial out-of-specification (OOS) results in
quantitative testing

¢ Annex 3.3. Verification of Initial out-of-specification (OOS) results in
qualitative testing

¢ Annex 3.4. Special considerations from animal testing in connection with
verification of OOS results

— : Tevaluation and reporting of results | 4{E3T >
B R E (2 E BN - SRR

oo B S HEIEN B HE N B E e B 4 - WhElbs
242 O0S 1FIZ T » BB A G M6 (decision tree) Sl
TTERAMERY > WosFH L T AR AL

() BRI LAEE B E By - & AllE 05 B (initial tests) 2
OO0S %R AFHAELE -

(b) FrAE RN A A BT T - BIEIEAER AR
HIDER o

(¢) EFTAGEET < S KRR EE TR el B SR » 48 A
EFL T AR EFEERRIE -

F9h > OMCLs 2 e B el 2 45 SR e e 2= albn &1
AEESE - TLHSHE E A TEE S T RE 2 B RS ST
EIFI - e E I TE M - R B FLH T R -
BIATIRGET » SR E S MR FH Bl 52 0 & A (5] B (i B
M E@IE L) RFREE -
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(2) il %4 E H (managements of computerized system)
RETEE] OMCL (PEDz&E 7> Z LAME B H b4 AR &
(Good Automated Manufacturing Practice, GAMP)¥% & 1 &
FEHGT 3 HZOME - (D EEVE R TE b
AT ~ QFRIEA F Eba s T3 E AR K (3)Ease
R EREMEAL - BBOPGER - SR RERTEZ &R Z85
(A= BRR R ) B e e 22 T T 1Q - PQ ~ OQ Bgsif% -
AR EERINETT 28008050 RO B I 2 B A
A teEpi s BiE L BB 24 - EEMG TEEDN
§ais - B HAVARHECR I EUR 2 5e B (EERsEie e
=MHEL -
. GEON H[Fls#E — BAIE Bk fii(capillary electrophoresis)i
e
BB BRI R ES TRNEHEESEAT
N B R AE S EEdy 5 1Y - iR E MR ERrER -
Ty e S KRR AT B 0 E MBS - s EaEREA
T 2 A BRI IO T 2 s B E i B o AR B R US EY
781/ B B (isoelectric point) ~ MRNA ¥ 52 244 (mRNA integrity)
ol oy A S AT A IO £ 81 BE MR DUAG T /F /)N 4H (MAB
working party) Z F- # {7 " capillary isoelectric focusing for
recombinant therapeutic monoclonal antibody (2.5.44) | faEaiE Al
GRie - P EAZ E5T2% OMCLs Bt » BAFERNER
BIFL LT 2 M EREFEL OMCLs B 5 48EE 1575 RN
BAEFRATT
(1) HERD RS YA S s B b o i



BIOMEEH MAB working party 243076/ F B PRDTAG 2L
i H EAERE B i B AR - T F AR GRERMRD S
B Rk AR A - BFRE T cell-based assays for potency
determination of TNF-alpha antagonists (2.7.26) ; ~ | size-
exclusion chromatography for recombinant therapeutic
monoclonal antibodies (2.5.43) ;| K T capillary isoelectric
focusing for recombinant therapeutic monoclonal antibody
(2.5.44) ;> Hrp 2.5.44 @A E R Em I EEL & capillary
isoelectric focusing (cIEF) kz imaged capillary isoelectric
focusing (iclEF) TR lT - RTER ity R E FE B A S —For -
HHFR R E 7> OMCLs {/5LL eIEF J5E 0% - NI - B
BEREALZ icIEF 3R J57A Ry 5 Z e & (£ cIEF K2 iclEF
ST [E ARG (1eG) Raiaiiy - teBRdd R & /7752
FEBL(pDHEEF S > HEFE iclEF J57A N E & L pl
TE Ry 280 MR SOUOR 6 1782 e 45 A RHe fE45 MAB &
H LAE/NHTE Ry 2.5.44 iBAISRIE 2 275 -

clEF : different systems available

iclEF
clEF . T
- (real-time monitoring of the
(mobilization phase necessary)
) o . process)
The molecular species focused inside the capillary are
forced to move throught the detector point Detection is performed by a charge coupled device (CCD)

i

camera all along the capillary (5 cm)

AA goes to the capillary inlet and stops there

1 UV-DETECTOR |' g CCD Camera
] ( ‘ +

H3POs

Focused analytes

3
B | | mNAOH

Focused analytes

POSITION (PIXEL)

I
Afte
Sox

UV-DETECTOR |~
2 123
0]

Adid Acetic (AR) The content of the entire capillary is detected at

i H close time intervals during focusing.
\ J h_lf

This allows the detection of the real-time focusing
MIGRATIONTIME

process with sequential images until the final

focusing and separation of the analytes.

& : cIEF J iclEF JiARE(2H &R © &)
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(2) COVID-19 mRNA 2 i 52 B A
HHET mRNA KGRI ERRE A5 2R a4
BT B R S BN 2 mRNA G2 B 7 2
EHEDUFRIEEERE T - BRI 280 - W
mRNA SeEE VIR SR R U T Ml HE TR E - D
iz i A IEMERE RFYI(ELE S-cap 1 poly(A) tail)Z
mRNA [Ef] -
K EEE OMCL (PED:E# L Biotech COVID-19 $EH
(Comirnaty) Fs {3 » 752 F BB & g 17 7 A [ ERAY Bk
B HA A TR B 4R - EER BT T AL I R
PR > EFE(D RSB AR ~ ()7 ARESUL Q)P inkR
TR BRI © S9h > ARICOE ST B B dm et AH R
- AR E T - R IT(A0 baseline setting
Jz major peak definition %)~ H fila% /774 MY Comirnaty
PEEe 2 HE R A B TR TR R -
6. 44k
OMCL &z & Dr. Mallet Laurent Jf2 P32 Ga TP AE&E LU
A fE R
(1) HRFEHTIER B 28 A A# (MDR) I B8 /a2 Bt i B 2
IERIVDR)JETT - 548 OMCL 2Bl B3 p /3 I N2 B
Pk R L AF /NG - S LER R P RH R 2 o 2 1% T i B
5 TAE -
(2) ANEHrifEaE > GEON a0/ NHEL B - FERFESERF OMCL 2
fCE(E - WRBYMNT AL 2 SR R A ERAE N %
{EfE - DlEisEse s BEE -
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(3) Ry SEREARETHR ISO 17025 7 BOK fe gt B s i Rk e H
B NERHE R S 230 - Tl REHE) o BRI
HHEAFSREE) > M58 OMCL Bl B 28 -

(4) #HHBWE BRSNS H Bk UG R FE R o7
COVID-19 mRNA J& i 5 81 2 fEAE L mBi U7 A 20T » sk
B A THEACE SR 2 OMCL ARfen] LI AR i Sa i s
SR EE -

(5) TEEHYE 2024 5 H 13 HE 17 HRILEHEHEHE

TEER -

~ AWgiE e #(General Biologicals Session)

A WEE RS e N AR MR B R il T L Y AR
AERE aBe K AE B LT E S - KB ERR E R EE
" Experiences in application of next generation sequencing for the
quality control of residual contents of mRNA vaccines | » 73 Z 3K
EAERFEAaETY COVID-19 mRNA J& i 2 FA 1 BRI L5 o
B S i bndlhn - BB TS E R EREE UM © 12
THENPRAE R -
THEAERFREAa(NGS)ZE#E A > mRNA ¥ B Fp 81 IERENE K72 B
gl
¥ mRNA SRETEE - mRNA i @t se bl s o
BBl 7 (B0 - mRNA ¥ B 7 BUG G A [R5 HLAL Y B (A0 55
e - ANEARE Y EEEREAEE - AELEEE
) - HBUGEE4RME DNA B RNA B EEH

4MAE 248 (cell-free system)#E{ TGS MESE(in vitro transcription)&



i mRNA - #3%1% mRNA TP - HEAGER
REZ PR BUAR H BAZE AHRARY N 409 - 15 DNA 5K - B
RNA(dsRNA) ~ BEERHTFZ E (nucleoside) S8 R IX I 771 » #l{L12
2 mRNA FHEFFEZOREE - BHE SR SR « R
mRNA 22 E B H R AN E A RCREE N R EE D
mRNA ¥ i F1#% £ (nucleoside) 73 A BEHEFTIE BT 2E (L mRNA
A5 T-(codon) © (AL » mRNA JEEAYFPHI IEREN: B BUFR sh o e
IZBE R A ee R Ry mRNA b B B IR SR
EH R EEUEE S Ao USRI A
COVID-19 mRNA ¥ i i VL B R 5 B M B GE R A BR S A 07 0
WERELITEL 3 B 73: (1) mRNA LR/ ELEAR % &2 (2)NGS
TIATRAR ~ A T EMER K275 75 |(reference sequence) 175
BE (A=) » Q)45 R - ATUHFNA S #5125 OMCL &
FE > WigtE " SIS AR K TR
RNA(dsRNA)gH | SRBHEI TR am A0 » S T
(1) & polymerase & error rates FFE4: » AT LUE P HIZK
(7 encoded RNA FE3IZEF#E—5#4F open reading frame
(ORF) scanning » FEZDHEEE HAVE B EREN: - HiET 2%
FPy » 3 BRI THERY E P4 S — U -
(2) AR NGS Rl AZ 85 - HETT 77 AMER » iR DISAE L
HY 7T BT -
(3) SHEMEERE RNA BIRH » NGS 77548 HIRH] » fis%Ebs ey
ORI RE B ELA A e 7 /A #E(T > 40 immunoblotting 5 ELISA

Ji AT
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Strategy to establish reference sequences

» Establishments of reference sequences for lot-to-lot testing
of COVID-19 mRNA vaccines

One lot of MANA  Spike protein
. . ‘ﬂ "}
mRNA vaccine ] Q{v ) ‘/ \g

\&/

=
(|

1. De novo assembly 1

II= 2. ORF scan & BLAST

Partial vector

RNA sequence
encoded Spike
protein

| More lots of Unaligned sequences : Vector template
I mRNA vaccines —_— o Partial vector — sequence
F )1 T e e —— sequences
= 3. Combined De novo assembly

7 *AAA
Aligned sequences -
—— -

Linearized DNA plasmid template

Encoded RNA sequences SN EE
> /=)
ArpaREBnERE

rinisiiabon . _

B = : 3 NGS 17 COVID-19 mRNA J5 5% 51 5508
(ERHASH * SR
2. MR 75 BT EE (Biological Proficiency Testing Scheme, Bio-
PTS)
OMCL #hE R & A S AR 1 alBgatE& 2 TR el
R TAFERS » LT
A RAMRR FPERS R st - ZF T HCV -~ B19 & HAV
RIS ROtTRE T1akEs » 2815 DIGITT Rl )T AN —4E s
A R - R ERERE R ()& HCV (100
IU/mL)LL 5% B19 (10,000 TU/mL)2 5k HAV(100 TU/mL)2_F
Tkt (OEEFF VEGER B ATEE - AEEYELER=
B 3 THAE e - HomaEsEs -
(1) PTS230 HCV NAT g /Jalls » 4558 21 ZER=EH 19X E
By, o TR 90% o il EEE SRR

1€ HCV ESCRREERFA 100 TUMLYIRE R » 3%As 15

W
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SiliRE > RS R EREREmHRNZRZRET] -
A EDQM FH[(Rim SR 2 P 1 fa A b MR e b R (E
AR > fRTTRE IR IR EERE -

(2) PTS231 B19 NAT gyt » 5% 19 RER=HR 17 XH
Sl R4S IR (89%) > B stBatkan & genotype 1a2 Kz
genotype 3 » £ IHAE JaR L iR BN EEERT A D

(3) PTS232 HAV NAT gEJyalhs - 4558 19 RER=H 18 5XH
Ep=imiE it > RS 95% Wil B E SR
&2 HAV fgfgCRE(KAR 100 IUmL)RE g » RRES
B = Btz aln 2 fE 7] - R EDQM T {RiEE
s Z P M Ra fe MR R SHE R - 2T HRE IeliR Z IR
B -

ARAMR R - RS TIH B AR MR R 2 i

T z o (bacterial endotoxin, blood product samples) 5z H & H 77

o

T-K/IN7rAfi(albumin molecular size distribution)H| B ks o 257 HH

AT

(1) PTS233 NHERMREANAEDEER  slEntaia B i1
[ERE 2 N33 2R A a7 A IR B o B A T 5
Hrhdmat 1 ) 4 fmic o D E B dRsk 2 & 3 feie s
TR A - Bl 2 eicdE EDQM NERE Bz LA
method D : Chromogenic Kinetic method Hj= » HANHEZES
=573 £ 1.92 ITU/mL~74 TU/mL~ 524 IU/mL k 199 IU/mL> »
AREGER 27 ZEREER 14 RER=mEaE > WEE
4 52% > sE@ i 2 B s bE R 1K o Dr. Laure Taconet

ot A s SR B e 2 RGBS - DUsls 4 R
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EEGIE 2 - o3t HL IR fads 4 EHIA 32 2R (199 IU/mL)
Bt AR (S0 TU/ML )RS i o BT 5991 » AR EH 27
ZEWEANFEREL T EENT CHERE 3T H
AR Z ARG R Ry -

(2) PTS234 HEHTTA/NIATRE el > 453 30 RERE
A 26 FEBEEBEAG W 87%  ZKAE adbads
SRR PTSISA(FR R HE B TR/ N AiRe Iad
Stertb - BB R E ol E Z it R SR
53 A B A E -

«E1EE OMCL HoE > 2023 K 2024 SEFHETERIE 2 A= V)8E
FeABEEtE B R AR o BEAh - HRY B AT AE Tl
R LU A I B LR B RS H R R o 2 - PTG
B OMCL 5% = A% g R AV R e e (AR R gk

Scientific Advisor __| Participants|___ Status _|

240 — HCV NAT 1. KreB 24% Reporting phase
(PEI) underway
241 — B19 NAT A. Reeissi;'nqer 3% Repnr‘éin_q phase
PEI underway
242 — HEV NAT D.(Pullirs;:h 18% Repnr’éing phase
BASG underway
243 - Seasonal influenza vaccine . :
B. De Vries - Experimental phase
e (RIVM) L to be completed
244 — Human coagulation factor VIII C. Kefeder . Expenmental_phase
potency assay (BASG) 30 to start in

September 2023

* registered participants

[P0 - 2023 B2 APRe Datlant EE RO © EkifiH)
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2024 Programme

NAT
NAT March/April 2024
NAT
assay (ristocetin
cofactor) Q4 2024
Albumin — activator Q4 2024
Registrations to open in online (NEW)

[ 75 ¢ 2024 FFHE IR 2 AR VIRE JTsBRE TR CE R © FaRflR)
3. A:WiEfE#e (L3t (Biological Standard Programme, BSP)
EPHAERE LR S H R A Y o B B T A
sFEN BT ()ER IRV IR TR ~ (O)ialaTi A
ERAEENY) 3R FAMETTE) BB ~ (o)HEEtnEs )T ARIE
AL - AP et £ 2 S WO B2 B o B e B T/
/NHSRIE TR BRI - B A T TR BT E T = A E SR -
Ongoing/New projects

Selection, BRP and methods: * new

Diphtheria toxin BRP replacement of batch 1 (BSP117)
« Anti-A, anti-B hemagglutinins BRPs (BSP126)
+ Tetanus toxoids, BINACLE assay (BSP136)
+ In vitro assay for rabies vaccine, human use (BSP148)
Non-endotoxin pyrogens in MAT BRR (BSP149)
Lower content Ig for MSD BRP (BSP150)
Human Coagulation factor VIII concentrate BRP replacement of batch 6 (BSP161)
« In vitro assay for Erythropoietin (BSP162)
+ Recombinant major allergens BRPs (BSP163)
« Golimumab BRP (BSP164)
Hepatitis A virus coating antigen BRR replacement of batch 1 (BSP165)
Human coagulation Factor IX BRP replacement of batch 3 (BSP166)
+ PKA in albumin BRP replacement of batch 7 (BSP167)
+ Clostridia (multi-component) rabbit antiserum BRP (BSP168)*
Heparin Sodium BRP (BSP169)*
Cell-based assay and BRP for Glatiramer (BSP170)*
Diphtheria Vaccine BRP replacement of batch 4 (BSP171)*

[N - AR BT R RO - k)
OMCL fB&E a5 41— L ESe il Z A VIR (LAt Eh
{T4ER ST
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(1) 52K C BUAFRIW s R VIR S IR i 17 (BSP158)

BSP158 5135 Fy C BN SRIm AR WM I T
135 A F] OMCL(ISS) Dr. Giulio Pisani ¥ (-3} &455%
B 15 FEREETERLIEEEENT - KFEY)
B = VA 2 B R E T - i s
SR - ASHEZEE SR T E A By 960 TU/vial -
AZERAEELRY 2022 4 11 ALEBONEEIiZE B & NG
W HEPINIEHERE -

(2) Chromogenic assay for pro-coagulant activity (PCA) in
human immunoglobulins (BSP143)

BSP143 =HE#EIF 2010 A5 PREZ5 B AF 3
TERRZ Sk 0 BRI - M ZEEIRRIZ A B
[ FE » &AL R R A SN & - B
2ot R AR E N BAR R R WY S5 -+ — SRR+ - Rl fx
R RS B 2R TEONEEH KA B R
2RI H H - BN SE I B g RN e EkE 0
FiAE A o E g SR AR R AR ERIH H > B RIEERE
BRI AR EEMHIE AR bR AR R -

BRI YVE VR AERRER T A H RTA = > 5 Al Ryt
R &M 2 st A (chromogenic assay) ~ SEMMEGAE K
s\ G (thrombin generation assay, TGA) 53 F/E{ B} 7 eI
T ] s Ef (non-activated partial thromboplastin time,
NAPTT) - BSP143 {4 chromogenic assay J7 7 HI7E %
FEBKEE BRI SE TR & & L EREE TS
SREURDIBLA & Wl ha R (kits i MR A &+ —
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SRR TSR (bt HL - BN T2
FUBEHEFTXYZ | mIU/mLE(EHHEEE 6 mIU/mL) » H
SHETE B30 AT BN e 5
4i(Group 6B)EZE » WHRHHE R HiRIE2E

(3) AFHIERIEITS in vitro potency assay (BSP148)

PR K 12 74528 0 DA S 9034 B8 (i vivo
challenge assay)HE{ T2 (EA S FABIIEY) 3R #gsh
T O TS I AT B - BSP148 (A
DRI KRR [ & 3T AR BB
S P R 4 > 900 S B DTS B 3 B 7 5 (i
vitro potency assay, ELISA)HUAIR{ TEI54ER 754 (E By
PR B AR B T % - SFEAE B I
HAIETES I - 5 ML B IE -
ELISA SRERFTFEHEL - bl - S58E773% SOP R
By S U AL RISl - 2 IR T A S EIg
REES o BLE GG EIATHEIME BLISA 773 2
Ve - SEZIENIEN E RS EE 30 (8 > AR
OMCL ~ B o R B B » AR Ay S B R 2
BT E  LIRERBE DS - HA
OMCL BB R E st 8 St EIgE R A0 2
B SA FH e B B B (Group 1S YT » 3t
TR SR 10 F {5 Group 15 B
SR AT R T S = I SR B  T e -

WEE}

(Eal

i
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+ BERAEEE L E T B THE48(EU OCABR network) &

EU OCABR network & &2 OCABR vaccine ~ OCABR
blood F7 common human OCABR &% » HesmEEAf e ss > (£ 1
ZF EU OCABR network fi% & B EU OCABR network %5 Z g 5
Sk 2 FRER B E OMCL Elgz 28l - RZF )L 108 £ 11 H 18 H
81 EU OCABR network 5 Z IR A T - BESBEH 2 G -

FEH AR 21 OCABR vaccine 52 common human OCABR &
we  whodg B B TR TR e il R A B E ELRE  AH
FA RG-S
1. HMERNFZE-ELHAT C (recombinant factor C, rFC):tEs

=

MR N R R 4H R T R B 1 B S MBS 22 B R S e Y —
oy o ARR S REENFE B 77+ » —AER - AR 8
AR FE L R e A R N B RT3
ZoEilE AREERTEHN S TUE A MRS [REEFE S E -
PR IR BB BRI E N AR E A BEJE - AL > 4R
B AR S By YEEE TR TEE Z eEEH 2 —
DURE PR fmim B 4

M N ERRE AT A IRE 218 - BRI A (gel-
clot) ~ J& & /£ (turbidimetric method) 57 & 1% (chromogenic) » H.
e = A %8 % (end-point method) K7 B 17224 (kinetic
method) - NZEZE G H i LLE SR (Limulus Amebocyte
Lysate, LAL) (5 R 2% » i SR BN 53R S e & 2 A4 st
R AN R & 8 - BEBIEHNEREY) 3R %
JEE R EA R B AHIN T C sl A48 2 - A A R 4H N+ C TR A
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TR AR AE AR - HIREE 165 REOMNEEHR &

il NEOIES

HEUEL T 2.6.32. Test for bacterial endotoxins using

recombinant factor C o ELE % WifdE 7 A Ml B ([ ) - H
LAL ffiTEAHEN (FC tailiARZ B-#y 5% HE (beta-glucan)+

B -

How to measure endotoxins ?

LAL vs rFC

Reminder - slide from Dr Emmanuelle Charton — EDQM presentation

... versus rFC

LAL
Endotoxin Endotoxin
s +
(\ beta-Glucan {'\
Factor ¢ : rractor C
Factor B actorG /_\

N

Proclotting
Enzyme

Substrate

Detectable
Signal

Substrate

Detectable
Signal

Recombinant Factor C

&t LAL 8 rFC ol AR B CGERIEOE © &%)

EEAIEF OMCL Sciensano 53 77 S FHELHA T C #E1TA
[EfE R E (S DPT R &8EE - IS IEE 5NN
R BT R I7EMER WWHHTEEEEE LAL A7 AM 2 7=
5414 - Dr. Flore Laurent $i¢ &z H il i & Z E&HA T C A flEK
HFALIERS » G5 Lonza & Biomerieux » [ LA I E R
{4 Lonza RofIERAES T I AR » MRS EiRE

5 M: (repeatability) ~ ‘H Ei's N ER M (within-lab reproducibility) ~

MR (detection limit) ~ &R (linearity) ~ & HIEEE K A
HERE ~ B LAL stBa A E R Vb - BN T C sl AiE
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IR RS f E o < SHE N R AR > HEERUELE
LAL B AR - (HABMUESATEESGER - HinbhiatE
J& (precision) K[ LA LAL GABg AREE -
HE5EhY) 3R iE

P& ERREY) 3R B EESS - HAYSELE TR
TTEBIFTE HHVE BRI 2 /& GEON Bii:skeE - CoAliky
OMCL Sciensano 58 #&# 5541 3 FF5 H = #T OCABR fTH
HERIVI(ERE/NE - BEDHE - IRBGGETHER > BoERE
ZEREYIHEC A REAVEES - 5540 » OMCL JREFHERA
HEpghyrsg (Ml s A0VETL > HElo B UEsER T RTh
R OCABR B Ti:feERckss - LUESIEREY) 3R 26
fH# o HETEEHFY OCABR flf Tinbaséns 2 Ehagh?res Uk
el 7k B LA B AZ AR E (LaUBg (monocyte-activation test,
MAT)E R EEER AR MIZEYIE - #¥ 5 (diphtheria) »
TR 155 JE (tetanus ) A5 55 28 200 v PAITUE S B A U 4R s 5
7\ > BB ELISA feIECEhPIsiBa - DT E5REY) 3R 15
fiff -
OMCL EABUG g B .2 s

HTEEAC > A% OMCL 243 OMCL Fibs i S E RIS

FE Ay COVID-19 JEFEREFHEK - RIEAFLDIEZEHEK -
PRiE BEEE K AT REME S 7 OMCL $357 - {(H "] BEA 7> OMCL
1E48  AREFIE - RyftE OMCL THilsSLASRE FE A EESES K
IR > BE A MH EHY R R T 20 R BRI - OCABR S5/ NAH e s =
e fERE SV AR BTSSR RS EET

(1) ik OMCL [FEHEIEM & EF IR E T EZH K -
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() FITITEERS BT AR - (M4SN N THIIZ R -
EBUS AR B - B 2 EENE 2 AT n
ST © ST BRI EE A R R > W DR AR
FHR(aABLEN - HoRgH OMCL FERNE R HE R
SEERERE o A2 SRR ETE -

(3) fH%ELER <~ lot release protocol ZA{FEIRF A FEHS -
Wik = R aaabnic ¢t % OMCL 2R RS R 725

(1) BN RE 2 M BUER A e R =
FRNED T DUz A B At Ay nl 2 i 55
K OMCL Ji{ 7 - OMCL S A IR B/ K i 72

TEZAR M T 4R BEEZ (it OCABR certificates ©
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DR EEEER

+ TFDA Ve an HER = TN 107 £ 3 A 2 HIEZ R ABONGEAS B 7884

B B LS R E > T 108 AR EHER SR VB AL B T HE I TS %
BB TR > R S B R E B AR TSR » IR &
Hrigipi e sl E e s, - WERBIEHE A S G 5
U P e B B 25— R e R PR 5 TR AR P B A B R FR B
R R Ry B BN FE AR - W ORE A g8 2 -

T

AR EREGEEHEE > B REREAIEE DT SRR SR

B kT EARUEE ) WAL RS AR R T H
B ER RS ETE I - MR SRR B PR EEREAR EL - DU

FJE OMCL iR B R R Z Z EHiiE -

C HREYEE G R ER S AV R R B S ~ A

REIale s AE VIR EETEE S > HAB BRI HE - S EAR
HEAEFEAMEFY COVID-19 mRNA &g 2 BN P31 B HI B o i i
T RERAEER - W0 H 2575 OMCL HER= B o EBIFIAGE O

EERTE P RS - DUETTEIRRE R -

* AREAEYIEE S E T T g ER AL | dEAN RS- AT

C sl - Ehasht) 3R R BB, O Sh 5 > 8% OMCL Sg#idg:
NS5 E TR TR R IR R AR B R 3 g K B PR A
SEALAL KA TERES > HFEFEREGIEOm » #UEIRILE T30
FElFEERIR Y S B 22 RSB 2% -

-
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ATHCREF
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1 OMCL fAZE & F 4 Dr. MALLET Laurent &5
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