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— > ZJIECNEEH Group 6 HZ/NHEH

A/NHETA 42 LE 5 > BEKRE 21 BiZ(EE 15 (EEONEIR - 56 ~ 7AE - 18- - #2K
M~ PEELEF ~ fa7Rd ~ ELFI ~ FI2E - Tt~ it ~ B ~ &SP~ R ~ ONRE  fid
FE R EAMBE R RO ~ iR~ R - ALREAE ~ HH K EE) - BT F Peter
MIM Jongen ({a [ &% a5 Z2 B College ter Beoordeling van Geneesmiddelen / Medicines
Evaluation Board, CBG - MEB) - A& L 2 H » HiE A& 34 fir (B & EHIS & L%
17 fir) > PETERGEGEE 2 R MPRES A &R E 2 3R dnH (histamine {7775 KAHE

% R ) K [N-nitrosamine “FRl).2 BRI | - 4546 M H—BUMHE - JosbiR g
C TN

(—) TE2EMERERNEGREZ 3R amH (histamine 2857774 K AHRA M Fomm H ) -Test for
histamine and requirements to minimise or eliminate substances lowering blood pressure
NERIEBYRE ~ B~ K581 b3S (Replacement, Reduction, Refinement, 3Rs) » EX
INEE T AE R i BN Y s B iE R B Al s B FKIEEREIYIE R I7E » HIgE U
SRR A S 00 R Bh)atle < mm H - AR B 2 R TEIY s i8] Histamine
(2.6.10) . Depressor substance (2.6.11) :

1. Histamine (2.6.10) : FLj% 1987 FE11 2 J70% » (KBRS TaEs - bhlhe mm B iTAE
mm i K B NSUHERE S 2 72 5% -

2. Depressor substance (2.6.11) : FLfY 1987 £EEETT 2 J55% » 45 2.6.10 i PSR4 A I 5
% o (E S T e - Pt i B s O T BR[O 2 72 52 -

EDQM 57 RsEhPnads vl st e R e B 7% ~ #8/halls - UMb MatEe 7480 GMP

tR A bR R e = LR - SR ENY B VB ER T S8 E 2 70k » RE

HIESE M ~ SRMR - M0 - FE88 - 200 ERE RS - A 2.6.10 £ 2.6.11 %



2001 FEFRZEMER - N5 EERE 20 BREFEVIOANFFEBIRE - B ARGHEXIE
5w o EDQM #2REEAER EEOMNSEME P hn H - ESEH TR © 2 BEE S R an H

L BUMEESZBIME ¢ fE 2.6.10 ~ 2.6.11 RZFESZ MG HER 17/ (%R—)
L1 47MEEwS M 2.6.10 (E—) s RAEMESIH 2.6.11 -
0 FefEEmat By " RRRECE VI MBRYYE | (B =) » HARSH 2.6.10 f2 2.6.11 »
1 6 fRdnH K group 7 (Antibiotics B5/INAH)HNE - TREE %/ NHIEEE S ER ©
1.3. 1 &5&H]] Products of fermentation (1468)-tt 5 411{5 FH £ 85 14 i (fish peptone) &
AT HERERY histamine 4 B (& =) -

2. FEFEFUITE © 7 10-20 BRAERT - AHRAE SLHt IO 2.6.10 S - BEUMEEH
CURFeZ e B A SR U i R R B B PRI T MR R TR H ) » 25T MmE
SESAT - HARUERZ 5% F B R K B T3 -

3. HEEEMTERAERE S BB

3.1 FEEEEH(USP) :
1.1. Depressor Substances Test <101> ¢ H.5 | FIHHBA R~ ZRIFTT MR 1999
T 10 TR ©

1.2. Histamine <426>Ffi Ff§ LC-MS method (2 2022 4£ 5 H 1 H) -

._
o
_

3.2 HAZEHIP) : 3T 3 fR(15th-18th)}g4E histamine B[ ERY/E > B3k o

3.3 EEEEIL(BP) ¢ L H AN EIBOMNEE - 07 4 R RIPHERR T A P Bl
Ko UM ERYE | (Tinzaparin sodium injection ~ Enoxaparin sodium injection *
Dalteparin sodium injection ~ Heparin injection) °

3.4 [F][% & # (International pharmacopoeia) :

® F4[& histamine-like substances (vasodepressor substances)zftBa(> 2022 25 11 fR) °

® 7R EEmC RIS R, T B BRECE DI B E |
Hrp 5 B EECNEEBMHE » 1A 2 B{Ezm(Bleomycin sulfate ~ Spectinomycin

hydrochloride)#it 5z 5% f0i



4. group 6 HFTH - Hir HEFRRIIRETT 2.6.10 f2 2.6.11 5 - MBI REEF R
RERIN TR SR - ASEaiEias — 20 -

% I+ EDQM 1481 group 7 LR 177 KECHEEMAGHLZE » A G AR Ul

B :

1. fiflEx 2.6.10 £ 2.6.11 -

2. f&5151H 2.6.10 1 2.6.11 RN K T #EreB/ VRIS | 2B s 1475 -
3. #EEI7¥riEHl] Histamine in active substances (2.5.47) D7 b st B el oe e B2 (B fa Hl histamine

(41 HPLC, LCMS, ELISA %) » A ARZR44 A Products of fermentation (1468 & 2535 1 7 i

FEAR 2 ARG

LB B4 EDQM PRSI - SPATHRE T EE SR s p P TER i B0 - DARINE oy h 3 4 g B P
AR EMEEMEZ & - (RIEAEGER - hgEgeiin] =g ¢

—

Sl

= N FEBICN 4%

N=

BRSE > fiFR(3005) [EIMMBRYVE ik - KFFEEHEUN SRR EZTH
Aim H 2 519 > 13T Aprotinin {[#5E histamine B+ 7 Al -

2. PPEEELEILEA(3003) FMEAY)E feba((E FMEUY) - = B2 OMER -

3. FHEIGHEONSE

s DY bl el e e E2 et Bl histamine 2 @Al -

Monograph Text - Production section

Aprotinin (0580)
Aprotinin concentrated
solution (0579)

Chymotrypsin (0476)

Trypsin (0694)

The method of manufacture is validated to demonstrate that the product, if tested, would comply with
the following test.

Histamine (2.6.10): maximum 0.2 pg of histamine base per 3 Ph. Eur. U.

The method of manufacture is validated to demonstrate that the product, if tested, would comply with
the folowing test.

Histamine (2.6.10): maximum 0.2 pg of histamine base per 3 Ph. Eur. U.

The method of manufacture is validated to demonstrate that the product, if tested, would comply with
the folowing test.

Histamine (2.6.10): not more than 1 pg (calculated as histamine base) per 5 microkatals of
chymotrypsin activity.

The method of manufacture is validated to demonstrate that the product, if tested, would comply with
the following test.

Histamine (2.6.10): not more than 1 pg of histamine base per 0.2 microkatal of trypsin activity.

[E— ~ Histamine i85 AR RE-BONSEMEZED M E © 4 BERS A 2.6.10 GERIZEIR © BUMNZE

B group 6 E /N4

E)




Monograph Text - Production section

Danaparoid sodium
(2090)

Heparin calcium (0332)

Heparin sodium (0333)

Urokinase (0695)

Daunorubicin HCI
(0662)

Kanamycin acid sulfate
(0033)

Kanamycin monosulfate
(0032)

Rifamycin sodium
(0432)

Streptomycin sulfate
(0053)

Tobramycin
(0645)

It is produced by methods of manufacturing designed to minimise or eliminate endotoxins and
hypotensive substances.

It is produced by methods of manufacturing designed to minimise or eliminate substances
lowering blood pressure.

It is produced by methods of manufacturing designed to minimise or eliminate substances
lowering blood pressure.

The method of preparation includes steps that have been shown to remove and/or inactivate
extraneous agents. In addition, the process is designed to minimise microbial contamination and
vasoactive substances.

It is produced by methods of manufacture designed to eliminate or minimise the presence of
histamine.

It is produced by methods of manufacture designed to eliminate or minimise substances
lowering blood pressure.

It is produced by methods of manufacture designed to eliminate or minimise substances
lowering blood pressure.

It is produced by methods of manufacture designed to minimise or eliminate substances
lowering blood pressure.

It is produced by methods of manufacture designed to eliminate or minimise substances
lowering blood pressure.

It is produced by methods of manufacture designed to eliminate or minimise substances
lowering blood pressure.

B~ - Histamine /B 77 %8R- BONBEMZES T E 1 10 MERLE THREURDHEILEY

=N

(ERIARIE © BRMNEES group 6 BR/NHEHE)

Histamine and depressor substances in Ph. Eur. 11.3

conditions.

« Histamine-related requirements of general monograph Products of fermentation (1468) -

v'Raw materials: special attention must be paid to the levels of free histidine in fish
peptones as the presence of free histidine may lead to histamine formation in certain

v Down-stream processing: histamine and other biogenic amines from fish and fishery
products used in raw materials are included on the list of substances that must be reduced
to @ minimum or removed by the process or processes used.

Bl = - Histamine fgBg 7 ARE-BOMNEEHZE S E © 1 R Products of fermentation (1468)#ft
B RBERERR histamine &2f% (BRIEIR @ BOMEER group 6 B/ NHE )




F— - Histamine iREg 7775 -BUNEE I H EP@ A
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e R i H e S AE P HAE
1 Histamine (2.6.10) EINLES7 -
2 BOMNZEHUEH] (3) | Depressor substances (2.6.11) (3005) [&MERYYEKaES ey el Pl = R P EE|
3 Products of fermentation (1468) RUCER, -
4 Aprotinin i Zun B A ESERATEE R « AeEH

i i 0.2 pg/3.0 U) » {ERE [HLEEH A
5 2%\1}([)[%; gg(i) Aprotinin concentrated solution ERIVE
6 | T Chymotrypsin LS 2%t H A histamine &Kﬂnﬁ% g
7 Trypsin HULHEL :&t't:ﬁ I histamine [ (i BRY)E Ak
8 Danaparoid sodium ERIVE -
9 Heparin calcium AL -
10 Heparin sodium BULHE > T E B | %2R 5h H P94 histamine S [ [ ERY/E Rt
11 B Urokinase E=LE 17 . H 4% histamine J5z 5 [ BRI E R
12 it &}\; &:Eé;\jz - Daunorubicin HCI AR, > TRUCECED T | 32t in H I histamine [ T ERY) S Ak
13 - \;,;/ Kanamycin acid sulfate Bk Kanamycin sulfate > |
14 //[\BZ% Elg%lf\ ’ Kanamicin monosulfate TR ER E RS ~ IR B #5in HISA histamine R IEEIREUL
15 H 0 famycin sodium UG (BB
ek ]

16 Streptomycin sulfate F=LNE AN AR R Sy 5. F $4 histamine K [T EEAET 0t

Hl
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17 Tobramycin AR, » TRUSEED TSR
HE P SR S A e %26 i H F9 4 histamine 5z [ T ERY) S A5
Tobramycin sulfate
Tinzaparin sodium injection - HA FURHEE([E 5 (Tinzaparin sodium) » H %
EEREIN 7=V el
R 4 L E in sodium injecti BWINSE Y AR
1 ?E:m%@;? noxaparin sodium injection o] Hﬁ? jTLIQ%EJ?d ﬂT)T &G sy b 5 B4 histamine K B ET S0
(1R Y& noxaparin sodium
i o ’ ; I P STy — : : o
sie ZmE @) Dalteparin sodium injection Sl HAE g (Ezy(Dalteparin sodium) » H /i H
- JHE 1T R B R
,/%\ Heparin injection T Uk E Heparin sodium | #%,5%: B 4 histamine 2 [ i1 BRY/E £t
, [BR| PR £ i ¢ INUECED R ST S | | . -
% R r;;g% S Bleomycin sulfate R jTLI%jE ek 7 h B 4t histamine Kz [# {1 BRY)E 00
TR =K1Y H
DI ERYE ‘ . :
> mHQ) ’ Spectinomycin hydrochloride A W >% 5 H 47 histamine [ 1B &S £k
FREELE BUE H S 82 UR (3003) BBV ME(E
o N ST Tt e e N - = E140T t
MBI | EONFEIE - R ) ) FIAHRA AR E 5
1. ER e ” ; .
i ABHEGRRE (Histamine
i KILEN) 2 K | BOMEEBL R, phosphate)
7 74 o %%g&@';@gﬁ¢ Sy Z 2 im H 2 & 8 HE (E R E A AR 8
ot g A R RN -
2 MRS gy (Histamine hosphat I
. e | BRINERIR ate
apERNE | mectiony
o injection
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[N-nitrosamine “~4i%) 7 & #2255 | -N-nitrosamine impurities in Ph. Eur. monographs -

impact on Group 6 monographs (Nadroparin calcium (1134) and Dalteparin sodium (1195))
DRI i A= B P BH ¥ N-nitrosamine A 4UP/EH > BOMEEH R 2021 R
TLAERE L H (4 5 & sartan BEEURISE > (E 3y~ 2 B 3 HI IE 32 (Substance for
pharmaceutical use (2034) & Pharmaceutical preparation (2619)) ~ 1 J& 28 H] N-
nitrosamines in active substance (2.5.42)) > & 176 KENEEH & st imA fo i AE RE
JFUR 4 R BRIl o N-nitrosamine A 40472 B B -
1. RIFREEBRIE 2 K
1.1, J 7 ## 9% 5 N-nitrosamine A &{47) i 2 IR} S I8 3 R A 4B E B R
W& > (R bk JFUR 284583 2 N-nitrosamine R 407 E e - 5 sk i@
MR TEzm e " BUEFEER(Production section) | #it 57 N-nitrosamine “~ 4%
YINZ > 4i—PIERIIESC Substance for pharmaceutical use (2034)$1 %75
H N-nitrosamine &2 S50 5746 T—ACEOK - MR ZEAE (el -k K
AJAEZEEL N-nitrosamine -4/ HH R g -
o Rkl EERUG R R AT AL 2 FEE (BRI R~ 2I055Y) -
® N-nitrosamine [ 5} &% fH B 7 & (N-nitrosamine drug substance-related
impurity, NDSRI) » [3E £ B AHBEA S0P (RS & el i) -
® HEAL FyonfFi e 2 JBAE B (4] secondary amines) ©
1.2, RS ORI EE(E R . " A RIS B (Tests section) ; H1fjI A N-nitrosamine
impurities E 145 TIHMEE SR > L0E N-nitrosamine fEUFEFHREE R 40 -
FAEZAEAOR it - HE FERERZAESTRERR TIFSH (NeWP)FZ H
she T - FERME G oA E A B E R S AR A -
2. TRBUFE TSRS 2
Al Fs N-nitrosamine JE\fg: £ ZHU R S bl oy S AR EE (R » HL Pharmaceutical

preparation (2619) 2 HEBHA% SR 400 — R HEIRH » 7 s fe AF AL (820
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AN ASZ R A E R I BRIFFIIRIBTE

PRI |l 7 5 SR - P il s ZE{Esm 2 @ Y » Ho 2 7% Nadroparin calcium (1134) and
Dalteparin sodium (1195) % group 6 #ilE - Nadroparin calcium FME RN SZH 48 © Production
section ;| NZ » {HFA [ Tests section | #£ 57 N-nitrosamine EFEGRIE © N-NO groups: maximum
0.25 ppm) ; Dalteparin sodium HIFZfE " Production section | £ & N-nitrosamine ‘&2 ([& 71) ° fi¥
15 176 ZEOMEESUR G e TR EEE TSRS 2 158 » 1% Dalteparin sodium jj& " Production
section ; fft# )¢ N-nitrosamine EENZSEMIF: - LIS =K group 6 HFHEREHR, « A%
RH group 6 EHZF/NH T —20ME © iER Dalteparin sodium {EZfF " Production section | $&
N-nitrosamine &A% » 1fil Nadroparin calcium {[& 5 RS BOMEEEL 176 ZOR &R HAl N
N

EDQM &1% [c[{EBIOMNEE IR &/ N RS SR W HBOMNEEHL R SR ZN 177 K EHEHE R
1 N-nitrosamine ‘B85 © % " Production section | gk N-nitrosamine 5N 2 » Al B
> T Tests section | 49 A Gof¥ s 2 HIER, > Z1EET 2 B (s Clopamide J% Dalteparin sodium »
ARG - B PATEB PSR MG MR 2 BN - DARIE i (B 42 I R
IS 2 BERIR (R ) - &3 - MEFO RIS & rh 38 HUE SR BION B2 IR [E) 25 4R 2
Dalteparin sodium {3 - M {KEHET ¥ N-nitrosamine 3 5RES 2 SRS RAINE Fy HEEEE IR AR AR

fEJ51A -

4]
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[E VY - N-nitrosamine %

JINGH

x=_

HE=)

» N-nitrosamine {7 SEME SR -BON &2 H 3 U5 B

Monographs Reference Place of Revision
statement
Clopamide 01/2017:1747 | Production TECHNICAL
Gliclazide 07/2021:1524 | Test NO
Molsidomine 01/2017:1701 | Test NO
Indapamide 04/2022:1108 | Test NO
Trolamine 01/2017:1577 | Test NO
Dalteparin sodium | 01/2008:1195 | Production TECHNICAL
Nadroparin calcium | 01/2008:1134 | Test TECHNICAL
Valsartan 04/2021:2423 | Production MINOR
Candesartan 04/2021:2573 | Production MINOR
cilexetil
Olmesartan 04/2021:2600 | Production MINOR
medoxomil
Irbesartan 04/2021:2465 | Production MINOR
Losartan 04/2021:2232 | Production MINOR
potassium

EENIRRE-EONEEEDME GRIRIR © BONEEHR

group 6 H¢

group 6 fHEE M H K HEESEHEHE

BOM &

S8

FE 20 [

SEHLES TR AR ()

Nadroparin calcium

A, - HEBEONEE S T AH [E

Dalteparin sodium

Ay - H BB EE

HLE A ]

Clopamide

EXE 7
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DALTEPARIN SODIUM

Dalteparinum natricum

o)
Na0S

OH
Q
CO;Na
OH
HO
0.
S0OzMa
n=31020 , R=Hor50;Na , R" = 503Na or CO-CHjy

R2=Hand R3=COsNa or R2=CO;Naand R3=H

DEFINITION

heparin that is obtained by nitrous acid depolymerisation of
heparin from porcine intestinal mucosa. The majority of the
components have a 2-O-sulfo-a-L-idopyranosuronic

acid structure at the non-reducing end and a
6-0-sulfo-2,5-anhydro-D-mannitol structure at the
reducing end of their chain.

Dalteparin sodium complies with the monograph
Low-molecular-mass heparins (0828) with the modifications
and additional requirements below.

Dalteparin sodium is the sodium salt of a low-molecular-mast

The mass-average relative molecular mass ranges between
5600 and 6400, with a characteristic value of about 6000.

The degree of sulfatation is 2.0 to 2.5 per disaccharide unit.

The potency is not less than 110 IU and not more than 210 TU
of anti-factor Xa activity per milligram, calculated with
reference to the dried substance. The anti-factor I1a activity
is not less than 35 IU/mg and not more than 100 [U/mg,
calculated with reference to the dried substance. The ratio

of anti-factor Xa activity to anti-factor ITa activity is between
1.9 and 3.2.

PRODUCTION

Dalteparin sodium is produced by a validated manufacturing
and purification procedure under conditions designed to
minimise the presence of N-NO groups.

The manufacturing procedure must have been shown to
reduce any contamination by N-NO groups to approved limits
using an appropriate, validated quantification method.

[ElF. ~ N-nitrosamine &2 SRHE R -BOM S 8L

BUMEEL 11.2 k)

SIBCM&E L

(—) #ih% Recombinant viral-vectored vaccines for human use (5.37) : 758 35 %

= B G K e 2 At - REEEIR T ERIIIZIE T #E R B 82 et i
« mRNA JE{%55 -
im 5 ZIEETI R ERE TAE » DU EZ AT
Wl N BN EE L3734 5 H Recombinant viral-vectored vaccines for human use (5.37)
A ST e i HBOM S 81 i S A B B
Jr#Euh EAeAT A S B AR RS b o E R E TR A RS 2 - HAIVNE
WIEE 1% » IETENABCMNEEE -

KEH o AEAREEEE

HELTETE

Y CAE RN Rls bl S N A
4 KIEET - WHIARE

st 1 HI/NHZE BRH

=3 E ¢ Dalteparin sodium {Eis (BRIAR :

1L Group 15 ER/NEHE R

KR

TTHAmR
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P SN
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ZanEE R o ARG
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fE5] Vaccines for human use (0153) * BUMEEHLAELAHF AR RSB Z o0 H 2 H W
TRIEETEOR - B —TH B brazin H R T DR & (aseptic blending) | 2 35 -
ANz H B AP R S i th (E R E Y & (low bioburden) Z FRfE]EY) -
EEREARER RIS T R & ) Z SCFRUIA FTRAE - R IERE (R ER)Z
FRIEVE S DA TRERS - 1Y) BREZIEEET ZENE GMP Rk F—
(Annex 1 of EU GMP guidelines) i ¢ fiit & SR 2 Fic 8420 B 1% SR AR i 7 M B 2
B o HECSURRIER S MEFIREK © 31 - KXKeZan H BB GMP f5R it F—
WE—2 > BRI R BRI I DU B i R (T i X e ey > 8RR
(final bulk) \J 3T Ry (G EPIE T (low bioburden) - FIAIFFIEE (non-sterile) ZH#k
JRIRZLFEET - W BTy Bia B 55 L2 70K - HMRMEYI RS
AR A FRTZ » B DU IR TR I - DU i S R R R e L
TZEF  ZUGEFIEE BBONSE I ERIBEBIIMERT - AUAETH K inH
1~ Test for sterility of intermediates ~ Final bulk » [l 5 Final lot /|N&ji » =& & % i fedH
% > HAJEFTrAERy R B T & A MEIES 5 - PIanE SR ik
MITIE ) - ZORHEERSREIRS I /NS 2 B0K - Ntz im BVERT M
FEAEER - AEBEEARN - SR E S T B R S TS o RS
BET T EAIRREERS A BER M ER - REA/ NIRZimE 2 83
FrEETm

&

7% K Mycoplasmas (2.6.7) 7 I Bl o H 2 25T * BN EE . MYC Working Party
(Mycoplasma Working Party, MYC WP)F & Sven Deutschmann f&—J:FiiFIA/NaH
St EES RS i - 38R Mycoplasmas (2.6.7) 22517 K m] BT T At M AL )
AHAERAY mollicutes » HHJS mollicutes FJ{FA/E Y 4HAERT & HIFR ~ IE 4R - - DL
FAFAER AN - R R LBV 4HRR AR 2 mollicutes JTHY - feflRas /A (1 &4
Al s E FOER - SHEEE 7 7 HITHJERY mollicutes 1] DIEFETE (culture
method)fg ]2 - {HZ5 8 mollicutes X gEEIAHRAEIIEE A K - 7B HIJREK mollicutes
TG 7A /A B 2 B e RS &% (indicator cell culture method)ifdE /572 - [N B
JEE Y E A — A TR A B A DR AR 2 mollicutes JT5 2 JElw - A4%ER
HffEfg AR B B e h - WE SRR PR TRSE > 41 BEE - Wik - H
BREFE  FERARENL T - BE TR SR A S iR B A BT nl 2
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()

(Y o 2RI » AZAEETUA G R4 A Al Mycoplasmas (2.6.7) » [T fi ]
HHEE o H B TR © B - i A/ NEEEREANN M E - RS s 20m Al
Extraneous agents (2.6.16) » i 12 & A FHEEME S & HZBAC S Mycoplasmas
Q6N AETHIMEST » W3R NLER 5 SR ARATAL 12 BV o B BeE T 55K -
FEATGHET - W ERN NEEFRH SR TRREEREE - I FERCERHE
=i (Smallpox vaccine (live) (0164)) 5] FEHY)(FZf5) - EHFZBIHINRIRE FA E 5=
HAEIEE RS & - FIOEBFERZKAL pooled harvest [EEZ#I{T mycoplasmas f
A i HATESK single harvest P& EZ#1{T mycoplasmas gl il B RAL SR S /%
e LR ERERY pooled harvest [EEZETTIRM] » B/Z AL single harvest B¢

pooled harvest £ —[EECETT - JI7RFFEE 5w -

FEFNEOMNEE H7% B E 5aBh ) SR R A BONSEH i B B EREYIE L (replacement) »
JkE (reduction) KA (refinement) Z EERENY) 3R JRAI > ATEACRFEEENEE LA
A R BB A s HEST - I EEREhY) 3R JRAT > FIATECNEEHTEE 9
RHBR S5 B Eas o AEFEETIY 2026 MR R BVREERE - SEmb# IR DS
BT ERURA Z 8B - Zaligrak T ARE R s 8 E (s 2 3 H
W5 stEn (BSP148) » BLEH &% HLREMIR T 2R o B0 A BE i B (A S T B R 2

1.1. BSP148 - Collaborative study for the standardisation of an ELISA for Human Rabies

vaccine potency testing 25 2 [EEF4EZEER45 © BSP 148 s E T A 2@ T8
1R (Agence nationale de sécurité du médicament et des produits de santé, ANSM){{,
7% Sylvie Morgeaux HLBOMN B 775l B & (X 7 A G E# H- Bl #% (The European
Partnership for Alternative Approaches to Animal Testing, EPAA){X,Z% Jean-Michel
Chapsal - Eriko Terao f#+-HIf{Z EDQM {E BRI S350 & - ffaH & e T Bifr B T
B WH AR G (T BSP148 25 2 [RERAS e - AsTEGE A RETIES
AU E RS DUERER T SREMIEEE 7 2\ T AR P e s B N e sl > 2
IR EREVIEA > BN SRR 5 Z b - DL R S8 75 A s
s r g EleE - AVZ B E I NBEEFEHT - AstE o=
PEEHETT - FRPHTT 2015 4R 2021 55 1 FERL - BT > EDQM SRk T inBail
% ~ B R L ENESY ~ teBG /RS ~ 7207 BSP148 St[E R Ftat SR 4E(FEE
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1.2.

FP(SOP) LA M EE S BB i os = FEEEE — SBaHH > HAPEIT 2020 FAEEREL
H) > tH EDQM kA tahe 22 & S Bl g hp 5 {75l - BSP 148 56 2 [EELETA 25 (E6
Zrno ~ JEZEN ~ BEEM AR B S B T ERAEER T E'ERESN KE &
mEEYVE B R R B = NS BUREES - 878 BSP 148 55 2 [& ELal BRI (&
TEAT R R E RS - S IR A B S B By o A ARSIk B RS A T R 2 %
TEFSAMEEN:  INVA Y B E R R G e A B A R g = TIF
FoREn - EA - S EREDMIIEREE - FAFETT 2023 4 2 AEAIREE
R BRAS SR 1A 1E EDQM METHEE 0HT A& » Eriko Terao {1 f BlErH
#h% BSP148 55 2 [EELHIRCRFRIE B E » sl R4l BT a2 B B A P Fl ey hiie
AERBURAIEA B ~ A EERRRER ZTURILE B 2 - HalBss RS st
MR BT HRERESS ~ W% Bl ] SR PSSR TR mTBOR A PR R i
B AL - EDQM HATEZ T BSP148 55 3 [iBE: (FHETSATHAR KsPEoT 2023-
2024 4F) - B BIEE A EEMRBTZ B 7B = DU FE R S
B EEE > PPTRIT-ERRE S DL BSP148 HLEIRF B T 2 e E AR 7
(SOP)ENTTRUE EEE - W el lmdt SR 141 EDQM DU LS B 2 LBt SR s
TEE A TR A R R ELA A BN EE i

\\>§v
8
i
o

¥

\

RAFEEASRE (Rabbit Pyrogen Testy& (UE B AZE T s * PHIT 2021 £ 6 %

170 RECOMNSEIZ S &R - HAPETT 2026 FF-HEKS Rabbit Pyrogen Test (2.6.8) 5 BUM
g HLEE o DL N B A > 40 Monocyte-activation test (2.6.30)5k E ft B & Endh)
EAHA RSB EE R - IEREIEE 59 REONEEImAIELLH o AHZN
A7 B e £ R BB s A - B TR SR R - A ERE T
AR/ N TR 1A/ N g 25 BLAS NGH A BRI 4 7= I > &1& Vaccines for human use
(0153) ~ Immunosera for human use, animal (0084) ~ Carrier proteins for the production
of conjugated polysaccharide vaccines for human use (5.2.11) - 3-O-Desacyl-4'-
monophosphoryl lipid A (2537) » DA K 13 B H » B3& Hepatitis B vaccine
(rDNA) (1056) ~ Haemophilus type b conjugate vaccine (1219) ~ Diphtheria, tetanus,
pertussis (acellular, component), hepatitis B (rDNA) ~ poliomyelitis (inactivated) and
haemophilus type b conjugate vaccine (adsorbed) (2067)% - LR EHFFEA\FIINE
35.1 KECHEESGRIE (Pharmeuropa35.1) » REXZFUNANMEE R, » RKisiEigiE
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SEHEMEE HLE IR L B 0
BOMEE HL/F Bl R EE o < B E IR - BR T s S TR Sy nn B AR 4N IR
BT E SR B Rl 70k o B T HECRBLER - SE b B A S B
PRI 2 ST RS Tl - SABRAE R AT T & TR Z oo B BN RE - RIFRAHIE 2 AR
A B IR AL T F R ta Bl iy 3 IR s 2 IR » [N » EDQMEABIOMN SE L IR L B A o
O AREETMER SREN - BB RAEYEEAFEBEAHIED - BmndEY)EH
BN E B A VM R AR B B L > B 2 AR YR B SR hn PR L E AR R A i
S sC Bl B E F AR 2 IR S - SOt SR S DU B B i b 38 R i B HEE - B
(B 5 T HUFS AR B o B FET BB » A BHIR T I BB R e 38 e - I » B imE)
EIE T AR BB E | B T AR AL AR IR s BB R T B A R
BABLIE | SETJE T SNQEIZWEERE | BE - AR BEFEMEBAE 1 2R » 8/
T R B R BEEA s - B B S5 H B 25T EDQMEBJM S HL I B
Huly o ARRSE 70 Ryl EET w2 B I i B i oh O RS B P T B 23 R
(—) E#EETERIOM © FHEDQME Bra BT 5 Stefan Almeling ~ ¥ an BIA AP (Reference
Standards & Logistics Department, DRSL) - EPierre Leveau & ¥ He B fF v O HHRA R E
BAENZ > 5hes B IR AL S (i R A A T R i L T am SR

1. EDQM7>E : EDQMift & 55 R H AL IERIOMSE S FTA S - 28T HB R 0GR
HIRPpR ISR R - T2 EHEDQMIHIE S8 B AR - SF RS IR L Z S 2R
FEFTHS Z i E Ryl 8e ¥ e it DRIEEEDQMEA B at B o ORI R SR TS A
EDQMMRZE it s (S FHRE K - 48P BB & B = Bl B PR (R AR v s e 2 o 8 R
1% - FFHRZ ULV B E 2 SR n Se o S e ~ REARER N - G BE Pl

EISO 1703445 1 K & TS0 9001 K7 » HEfEFREEISO 170347058 ©
2. HEIANESZE : et SR fe (& WHORMEIEAE & 2 Jeffaa5 () - 2280
B S HEIREEREE R - BEE LS TEIMEE L ST BUREEMDY - 45
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BB B SR B R ABER - [FIRFRE SRR #E—2 T EDQM

AR i [ St 2 AH B s

(1) SHEEDQME B B P I R E st Bt ®) - IR T AR ot H HI (R IE
B & HUAH R e fnin B E PP Rt SR T AW IR BE A > R SRR E P A
ZJiik > SEBEARIRIERTE E < J7 75 AU TR - 528
BALEAEMITENE - AR SEDQMEIIEE L 2 SR g > AABIESR
sl E I ERGE R R AN Z BIR B IRE - 2801 WHOZRMEAE S LRI E
g HEY - (i EEastba rl e 15 - SRS B R A A E b T
B ERZEAE - G e

(2) NFEEDQMZENIIEAESL 2 HEY - (575 BEONSEH Ly 485 ) B2 XX RE
e/ N R R R ZNE - A E SR N B R I AR - It
Ah - PR S 2 e M B g s PR R S ENR B S TR
CHENE/E ) ~ VB L SRR e AR ~ S A AIE ST ~ /2 5
J ~ ZKERE) BRI -

(Z) BOMEE L IR Ay S i b O BUS I P B 250

1.

Z LA WEERE - R A ETEF A AT EEEDQMAY - S & B PR iR 6
&2/ NP AR Z Mg (Metz) Rl - Fod - HpRF R e 1 g & JROMN G2 A
i i BURELALTE > BB MR i (Chemical Reference Substances, CRS) ~ 164
¥ IE 5L (Herbal Reference Substances, HRS) & 4E #7714 ¥4 B2 5 (Biological Reference
Preparations, BRP) ° 8% /1.0 7 1% B WHO 24 {5 $11 4 5 A2 %8 i (WHO International
Standards for Antibiotics, ISA) s {EEEMERZAEH(WHO International Chemical Reference
Substances, ICRS) = % T (R - 2l Rze 8 S A B - (E & AT HUSAT
T - BEDQM&FEEERE ~ ME ~ A ILE 24 DL W g R A i A
% BT E DI mE R E o TR H AR B AR
HIZEHS -
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2. ARZEH B RSEGE T OATEE R EE AR L BN REER - 24
SR AR o B O s R R B S A IR > BTG RR R K HY
AEE RGBT - IRREEHETRT - SR T LR = A B A LTRF
PRE ST > FHEERIPAE T —RBRFR  THBES /R - T O E R
8 FIE o FEERAEA AR A FEITRERITEEE - #E ~ HRE R > 5B
A EHT A D i Ry IR SR e AR ~ TR ~ R - A FIR E S Se iR A% LS B -
Hep 3t 5 S bR E BRI E G N 2@ R (argon gas) 2 T-EFE (SbRHE
FEVERE > ES1 - 5 E AT F AR T I an AT RE VBB AN - iR A B R
B e o RNTEEDQMBME ~ WA EHE % - BElRA &G A E R mEDS
Fe o FRICEAIE IR e B RITR R MR R A S  IRanREAEAT f Fie —
B ERE  EREEE Y S - JrE BRI EE T O E REZ
= WIEHIRELRR R - R R IR AREZS R T ARG - 2RI 2k -
BN B ATCREES T b LR ERPT -

B LB RS

—  ERERREHRE TR o HTRE T EEHEERE]
R T FEGE I L iR BRI - RREREET BRI BIESE - B TR Bl
ABRFE HFI R i ba 5 AR sl - 1N E AR R Gk AT Z SR
41 group 6 &5 B 2 ZE 4B 3R HE#E Z histamine A7 A B AHRH &n H (28T - Nitrosamine
RNAi BRSNS 2 AER L B EE TS » 9T 177 REEFURE 1 HEE R %
17> EDQM News K B FER O] {5 H 2 EDQM 4ME(Extranet) A #EFNEOMNEEHFH#E
SEMREZ ERSH L — » BONSES R G AR AR i ge 22 3 4
= BRTAACIEERE T - BN ARG AR T IR > RSN
Extranet + KI5 & 15 (knowledge database » BOMNSEHL A All/ih H A5 40 F 280 0 AT

}
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En

B R R HIR N K B - Al o IR BB EESEIREG - UG AR A EHH K
(OFREE R IE H ~ MR SR A 2 iy ~ B E &8 TESE)  #FEH
S ABPRES S B IREEIE 222 - DUERTT & BIRPR A B R B R 75 oK 2 28 it

BEHRERITA -

pil

VB FE R AL bR S AR, - SR BIRE h EE E  b e

EDQM AIJESEHAHRR o0 H 2 SRETAF - Hausat 20 4 [HIMEZ4 > 73518 EDQM Al
ik 2 (knowledge database) ~ BOMNEEELLR [ Fi(Buropean Pharmacopoeia Online) ~ EDQM
M (extranet) ~ B EEHLER_F5m3E (Pharmeuropa Online)5f - {E&R(EF0ETmlks > &-FAT
hEAEHEERE > GexEbnE - EEFETHN - SEERETEN - §X
BRE  FHEHZ A LAY - 240 EDQM HIEERHE af R K H 45 ~ o H 4R9ted
BRI E AR A DU B AR i H - AUS-Ztein H 2 BT ~ RZERE(Or & 0~4
PEES » BBl 0- ¢ CAIALIRSTE @ EHRBIRIEE § - BT 2-% i H T
AI{EEmIE AR 3- COM BN EE U &% 4 - DEF on H C8R(T) ~ IRttt s -
45 EDQM AR 2 B IR i R A B2 ML A LAY ER 70 BRSE S MU A4 B
A LIRS =T A S IR 2 mm H o st TR SR E L E o AR
FAAEESE - EDQM AMNE R LURAUES R EEN A » B RATSEH 5 NEE RS i &34/
HEFER - S TR CBOMNEE IR 2 2 B R 1% N R A LR &5 5 X
NEESLER FamiE AR IR R BRI MR BB B X 2 B R, - (F Rsdn HUREN=
T2 58 o FIHRE S R AG T BIBIOM S L B BRI L ~ PR AN H RS seZRE
TESRHETT » A[E R REEB T 7 m - TEELE I BRI IE R S RE R PR Bl el A B S=
H SR R 2 hlip 7 A BUE LR i - BRI PRET dE Bl B RE TF - A HAT
IS RN L 54 - IERFER AU R R R E TR - 2 ERAER RN

SRR AEIE ~ P gt s B[ B U R O S LR (S R B R P [E] P -

gglt:

* FHRESHESNEHATRIES) - (e et s RN

i
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BOMEE HUZ B 8% 2 mn B AR B Rl VAR A & - /2 B B R 4 i Y
EEIE - REEER 102 FRAEBUNGEIE B GHEIE S - G2 EONGEIE S g &:
FAIABRZ/NHE T AR/ A B TERF 2 NS TH S M SRR ) > DARII
EEONSEHGEENE - (RERESEE AR &R =R - Wik s Ra A th g
SEIL GR1E - BEAN - AT REH/ N N R R EIROUE S - BR AR B E R 2 i B
Hilteba A2 o - BUEESE N B - S P BRI N A PR e - DU LAY
RS -
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