B S (LB « HAl—BEE=)

t

O

B 2]

155 8 hiR-2015 (L2 HE
< SR

ARBshse - FEEA S B E R
HIBTE - FTRBEIWIR R - REEREN L
IRELBIR : 7AE

HEHAR] - 104£ 7 H7THE 12 H



RS

BIOMEESE (European Pharmacopeia) HAiE${TEIZH8 > HEUHEEMZ B E
(European Pharmacopeia Commission) & E 472 @ % Z 29 H gistAa37{E R &[5 8
BIHA R 26{%&%;’%1&%)&22{%%Z%éﬂ%%(ﬁﬁ%ﬁziﬂ%&?n SEYVEHE) N
x® o AFRLIFRECEN R ABONSER S S GHZE S - W REEB S BIHZ
B RN -

U

BCOMNFEEE & (Council of Europe) NaAEL M 22 & on E Bl 4 Ik
f&7(European Directorate for the Quality of Medicine & HealthCare, EDQM) - 1fj
EDQMZM@%&%&F% (European Pharmacopeia Division) Hij & Z B¢ 1 25

S EHBITTEE - SR Z B 208 - ARENZE2015F 5511
Z@Ml[i’é ENIE = S wnk=f
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KA Gt FE IR T/ BOMNEEHLREBICEP R EETEE - BIUOMEE
ﬁ%ﬁﬁmﬁéﬁmié LEEBI SRS BB HIZR LA/ M » F1 & SE HLEE (General
notice) ~ i HI#t#it (General chapter) ~ ## RI[ 132 (General monograph) ~ 7z 5 ([ 3
(Specific monograph) ~ R4l K% & F J50fE I TE S T Substances for pharmaceutical
use ; 7 MM ~ Afel S B i I8 < 0T BUHE T R BIOM S B AR 7 BUR G 105
1M CEPR #3056 (0 & CEPRREE FHEh < — /4l ~ SRS BLE REkE - CEP
SRR ~ CEPE RS S A FCEPEEEF - MHEANE v ERI N AZE EEE
BRI Z Gt J JFR 8 2 B3 > JER R% -

=3

AXEEEEE ~ HA - HIE ~ BONSBl#EE EEREEE TRERDE
BUS RAENFLET6 AN IHNE B B B ARETE R0 > AT EERS
TERA (R > EEAR G R EEEONE IR RESS  HIFEZERIFEHE A4
Vot (AOAERETE ~ TREAR » BNFEA Y R e ES) o it iEgE
HERESS > IR EEGE S 7 B B R AL -



=L c 4
=R - 5
By EBPIBEIEE oo 7
e 39



= HW

KZ N 102 4 8 B & 8RO 22 Ji1 22 & & (European  Pharmacopoeia
Commission) B 22 & » ¥2 5 £ Bl R BN % & 5L 8 B 4 (7 {8 /5 (European
Directorate for the Quality of Medicine & HealthCare » L Ff§f# EDQM)ET &R

BONGEHZ S g g - DUIGBRE T 2 200 -

NIEAZ R B AR © GBL 7 (B5T R dmise ) SRS R 2 05%
ﬁﬁ%ﬂziﬂ K 104 & r¥ﬁ§li$&*n on' B AR BB PR AN Eat EH R %
R RS HFEON S 2 SR HIE L - (ERoRAK 34 L ﬂ“%Jﬁ:’Zﬁ
2\ RRe R IR A EE S (S PR B M B i Bl AB TR R i
Wz HATE R PR R - PR - 2Rk - A et Kol
R Z BEE 561 Z RIS IIATENSRESO M G #

AR TEOMEESLES 8 hfi-2015 FLEREE il SRA & L /R EDQM fit

LI AR 104 7 H 9~10 HAE EDQM HEE 2 AR AT 28 - BREE N
YRS EOMNEE SR EMIT ~ San NSV RO Z e ~ PR ). CEP
JFBRIEERRE S - ARAGRFTERME AT th a2 B SR B BB A AL ~ A&l R
THEE 2 S Al K BE i SRS < B
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A B8Ry 104 4 7 H 7 HEERENE B R £2(Strashourg,
France) 2 BN S5 & T 35 2 B &2 ivin B B A4 Or i = (EDQM) A 1 i Z BX
JHEEHLES 8 fii-2015 AL EE LTGRO &k > W 7 H 12 HRHEEIRT -

T TR TAFCE A TR

H 34 T2 TAr& %
TH78H (—~= FEAE( B I0-PhEIS- B A 4t a JL-7ABIEE AR
- - EBIET RIS )

7H9-10 H (PU~#)

LR T BIOMSEILSS 8 H-2015 FE(LER AR TSRS
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JIL = 68k |

7TH11-12 H (N~H)

BAE CEBHrR AL E- AR — HkEK -5
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=~ BROMERHLEE 8 iRk-2015 LR B SEOM ER e

B-K:THOOH (M)

08:00 - 09:00 | #z%/(Registration)
09:00 - 09:05 | #hill£zd](Opening & Welcome address)
. . BB EE 45 T (European regulations for medicines: Place and

09:05 ~09:45 role of the EDQM and the European Pharmacopoeia)

09:45  10:30 @k;‘}l\léﬂéﬁ)fﬁﬂﬂ?(General concepts in the European Pharmacopoeia:
theory and rationale)

10:30 — 11:00 Z5%1(Coffee break with a demonstration of the electronic version)
7€ ' [ 3 (Specific monographs: a guide through the different

11:00 - 11:30 sections)
it Bz g F [ 3 I T 52 (How to use the general monograph

11:30 — 12:00 ‘Substances for pharmaceutical use’ and decision trees for
impurities)
fi# 58 g A7 [ 5 K2 A~ 4ii 97 (Workshop and  Discussion: How to

12:00 — 13:00 interpret chromatograms and test for related substances including
open discussions)

13:00 — 14:15 742 (Lunch break)




BN B4R {Z (How to participate in the elaboration of the

14:15 - 14:40
European Pharmacopoeia)
¥ BE f2 #E 5, (European Pharmacopoeia reference standards:
14:40 — 15:30 Overview of the policy and process used to establish and distribute
a reference standard)
15:30 - 16:00 | &z (Open discussion with the panel of speakers)
16:00 — 16:30 Z5# (Coffee break with a demonstration of the electronic version)
CEPJ5 o} &8 HH f5j #it (General presentation of the Certification
16:30 — 17:00 Procedure. The place of Certification as a regulatory tool.
Comparison of CEP and Active Substance Master File)
17:00-17:30 | 55w (Open discussion)

FoRK:THI0H (H)

N ZS(Content of the dossier - The Top Deficiencies identified

9:00 — 10:00 _ _
in dossiers)

10:00 - 10:30 A4 F #Hr (Revision of CEPS)

10:30 —10:45 | &z (Open discussion with the panel of speakers)

10:45 -11:15 | F54%(Coffee break)

11:15-11:45 | & ETEE(The EDQM inspection programme)

11:45-12:05 | CEP #&(Use of a CEP)

12:05-12:30 | =@ (Open discussion with the panel of speakers)

12:30 - 13:30 -2 (Lunch break)

13:30 - 1430 HE S5 1-CEP 7 {88 ¥ &2 (How to prepare a revision
application)

14:40 — 1540 B 2-5% E ALY A% (How to set specifications for

impurities in active substances)
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— ~ EDQMKECHEEHAERON B BE A A 2 (EH

(—) EBUMEHEEE(Council of European)EdER B EE (European Union)
UM & BB IRV EFEAH SR - BABOMEE EE (DL EREER ) R T4 4% -
EBUOMNER B SRR 19494 » BLAAT(EE 2B - TwEBUMNSE AL » ISR E
FEpRaE AE R AR ERION S B2 - BRI R aCR BLEUGH AR - 5 281
FEE  HEEUNSE AL

(2) BoNSSLEEER

National European Union
l-’uI.Ith0rItI(’:S\Rsm_?‘\%\»E,:.M{_1 DG Health &
EU & non EU membe (London) Consumers

Licensing Coordination of (Brussels)
e cientific resources from Pharmaceutical
Authorities ber States Legislation

Inspection ~——
E Council of Eurgpe
Control EDQM
Laboratories - European Pharmacopoeia
| » Certification of Suitability
Pharmacopoeia » OMCL
» Healthcare
Cathie Vielle 07/20152015 EDQM, Council of Europe. All rights reserved. 18

[ — ~ BONE S E AR (BhdR © g3ErH

FHER R ~ BIOMNEE 25 o BLEION 25 [ B o B S o A FE IR R L FE B S e
HHI - BUH TTRAEECONEEY)E S (European Medicine Agency,
EMA) » HAE S AT SR e - (RN E # B P R (Directorate General for
Health & Consumers, DG-SANCO)HIIZAF LRI EZER  BUNEIE & 3%
5 BN g 5 B B A 7 {2 /55 (European Directorate for the Quality of
Medicines & HealthCare, L\ T f&fE EDQM)» 44 #i11 A s Firit £2 » EDQM
81 Pt A I iU & 1F -
(=) BN EE 82 B & (European Pharmacopeia Commission)
BOM &2 812 5oy DB gL 2 B EATREAL - 2 HATRKIE > BUNEERZE
=& 37 (B B IR ~ BUIH(DG-SANCO k2 EMA)EK ~ 26 {EERZZEI{



TR 2 (E % B (R ZEYEHE (TFDA)E&@?%%%E\%H%%E(WH0))ﬁ%%ﬁﬁéﬂ
A —ERR = REONERLZREEHRG H -6 AR 1L H) HEF T H
Ko 12 [ GE SER BN EE 3115 ”mft °

() BOMZEm B AR RS

B 22 B B R A (2 51 (EDQM) B BIOMNER E & [Ny — (B R » 1z
1964 i AR BOMNEEHNLIRETT - B AR Ryl OrESR R (R R IREE 2 in 2 v
5o PRISEAATE -

EDQM WA 9 {EHEFT - R — » E#E ¢ BOMSE 85 T (European
Pharmacopoeia Department, EPD) - & & = &' (Laboratory Department,
DLab) ~ JFifh&E /S 05 4H (Certification of Substances Division, DCEP) ~ &

e SLEEAE L L Bk e 4H (Reference Standards and Samples Division, DRS)
%> EEAHHABONSE SR E T0F - AR B B0t - CEP (Certification
of Suitability)Z/55 % GMP &% -

Director
5. Keitel
Quali

~— E.mrion‘y "é‘n‘.l'.....

P. Leveau
European Publications & Biologkal 3 Certification Natordrica Diacaas Public Relations
Pharmacopoeia Multimedia o L4 of Substances &
etwork & Department & Samples Division & Finance Division
Department Department ARG are D gt P otab) Division foRS) Division (oA
(EPD) (DPM) (DCEP) (PRDD)
(pBO)

C. Vielle M. Javtic K-H.Buchhait A Lodl M. Bruguera V. Egloft C. Larsen Lo Tarnec S, Henderson

Division A Publications ']
Chemical Substances & En terpnse Systems B‘gl,:udz‘ ?; /Tg)’;j:-lun A“M“g:,'lgg:m'“w Evaluations P”""fg":i::?m"’" Cw::::::m i
aHebals || T Division !
: 1

Information Life
Cycle Managemant

Service Delivery Pharmaceutical Care, Biology Section Inspections Manufacturing
Consumer Health

Protection
& Anti-Counterfeiting
Saction

[ — ~ EDQM &R (FRACR - EDQM {41h)

(F1) BRMZEHR

BN 2 HE (European Pharmacopeia, F&fE Ph. Eur.) 7 & B B B A f B
JNEEELZE By > HH WY R iR B8 i fiig 2 — 2L ~ BEERERIESOH ~ WE
17t 2 SELAEEIOMNEI 2 (FH - 1 EDQM Z BIOMEEHLERF TR & 55 8 & Bl iy

JHECNEE ARE T A - A 3 B FE RE & 2 BE 5240 (Permanent group of experts)
Je R E TAE/INéH (ad hoc specialized working parties) =5 &% -

R FEZE L AR 7 BEP& s F1(Pharmacopoeial harmonisation) » 5 1990 4
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o EHEIOM SR [ AEE L (P) K 5[ £ HiL (USP) = 77 B AT 4% 8L 5 5 /N aH
(Pharmacopoeial Discussion Group, PDG) - Ljﬁﬂ/)ﬁjé?én%ﬁﬁ?* R
EHIECA > B B R A R e s iR 2012 A£ 3 H Hy WHO %
H A EL 5 By &t 5 % #i 5 [Z & % (International meeting of World
Pharmacopoeias) - ififEH, Good Pharmacopoeial Practice (GPhP) » H1% 7N
PRV E R - e S B I fe 5 S HURE AR BRI S 1F

B 22 B Ryl B A i A B R i < 3 ‘FéEffi‘T‘i%’@’T BONEES& 37 2
[ R Bk A B st - DAMECR TS DB E s an'E > HATEONEI R R 3

EI

MG AET TR f NI E > L EREPR FHEIOMEEE - Kﬁ%’*ﬁﬁ%‘%ﬂﬂ gl
Bt i ~ SRR R TR ¢ 2 RABIOMN SR HL A A R R R o > A SR K
PHLSFEESL 3. 555 TR B SR LU FTEBOM B 2 A e > AR ~ TEEY
it 2 e BEHEA] -

» BOMNEE AR AT

(—) EEHLZEEE(General notice)
RIAFERNEEIEE 1 H - fE (g REeaas il 2 FoRNES: - BT AU
B CE > ARSI E R AR BRIESCEM R AR R
Y P E fin > HLEAHHIR) 2 B BEAR 0K - 1 HHRY VAT 2 1% %5 [ & (potential
adulteration) Z B{T » IEIRN AT B A & al{m] (H R e fe HARAE IR & - DU
ACEE B 7 B -
1. 5B g (waiving of tests)Ei {5 A= (X, 77 £ (alternative methods)
BOMNZEIL L il 7 5525 505 Al RS AR E A - S RO
R EFHRE HEAGTERBAS I HES R - HilE FR2Es e
5 (competent authority)fZ 4t - MIARAS N Z s BRI R E IE M N IR A g gl -
{BZE 2% 6B B i 4 (unless otherwise justified and authorised) -
2. FFEBIOMEEEL (compliance)
(FE T S BOMEE ML & B 58 (mandatory) Z A& > B B2 TR
sV AR #E (AN AL ~ 55 S RE R B R ) » I&E B HREA 1% i
i > JRn] B S fiir (process analytical technology, PAT)al HIIRG i f T4
B (Real time release testing) & F Fo o & 82818 2 T3 20 FRIFFYAE AL IESCHRL
B - SRR I Ry sR R Tk -



3. &2y 7 ffEd (validation)
{56 FH B S HAH [E] AR 704N - BRIBNE S IESCAR » sz ot J77A A
FHELT oA AR AB{E AR R A A - BRI AR
f#(method transfer)

4. 3% =L Es (identification)
SE B GG — A S AL SRR E EA A
BA <t - HOH RSS2 sefMEEoR - HRE R iR HaraiTHE 2
o HE 4G HRARS e e s » 55 HAIA T Y B e B2 e MR e E n
] 385 (traceable) -

(=) #BHI#HE(General chapters)
BRI B S — el s - BB A 2R E onlEm h EEHIE AT
% etk nT B E L (EER SRS R - TR E T E AR B (A
A 5 AR B ERR AR - (BAEE an IE SR EIR - 157 Rt Ery
— by ERREIMERRE o 55 AEERI A SRR R) BE L HIESS T
{BE AT B RS MR (5 A 2 455 1 -

(=) #ERAITESZ(General monograph)

A R TE S8 P A 8 s i B N BRI R JE PRt - 2 umfil MR - Rl
e 1E S — AR D - DARy B4R > G A'E R B e il P 2 AR - i Rl TE ST
Gr2 K38 > BIIERHSUR R AR -

1. [k (classed of substances)
IEFERTRBLAS U502 ~ AR S Ebm A -4l oy - J@ s AR dE - e i AR i
BAA7(5.4 residual solvents)zi A 4di47)/&424(5.10 control of impurities)~ '
Bt AN Y i Al IE S R ESRAIERR E  {E0E [E] R U S8 F IRkt
3R 32<2034> I Substances for pharmaceutical use | > RIJgZ% S FH YT
ARlEERE PR Z R > HERFE 5.4 5 5.10 2 -

2. 757 1%H (dosage forms)
IR S e - P EE - MR BH SR e < BRI  nT{R4GEER1E (route of
administration)fl 7y - AJEI EZE AT BRI ERSELEE MBI
JiH o BEIRA I S e Y Rz AR ] RS R AT I EERS N2 S
By o WAS T ETRRIZAL -

10
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(—)

1.

> LN

D2 Fr #47%] (<2619> pharmaceutical preparations) B{5l] » BjZEHiA (g 1
Jie oy ~ BRI K il i < 39 HEURE AR oy (BN R R (] B (A S MR o S AR
oo B BB 2 F5 5 o AN IR SCIE AT BN B A B R B B A &E o
(investigational medicinal products) - {H =& 4R 0] G & Bk Bl i i & H
e -

BB st g — 2 L 56 (specific monographs)&

2 il (specific monographs)f& /i

Tr4EBOMEE SERTTUR SR ZE S (EEmIR - S AR AR LA EEY) (22 4 Rt
(BB & - WHA NIRRT

AEBOMEE I ZE Bl & B E B RRA ST I R rT 22 e (2 A

(o &A% A 2 & il O FUHERR E v LA 4718 (impurity profile) -

BA 5 H RS oA 5025 -

Suat H ATBOMN SRS ) (RN 2 25008R R R - AR ES Em 2 s -
FIRFFRZARF S (EEm T ie f Z S IHEOKAN - TRIERF &R Al e K Z AHEA A
# o oM B A e e R 2R o

(1) JF#}&&(active pharmaceutical ingredients, APIs) -
(2) HJE R (excipients) -
(3) &k Sh(finished products) -

Hor DA 4 i g 2SR Y B ) F 2 Ky s i (vaccine) il (sera) ~ Il
& #2475 (blood products) ~ Jiz S 14 &%) (radiopharmaceuticals) f7 i B 25 275
(insulin preparations)<E VUK » {BERJFEE LRI Ry R AR M B &% i (1l 3 2
TRHY o 5 DA SR E T oy » AREREE L (EEm PTG R Bz 53.7% fyie
= [ [ESEHEE A (Homoeopathy) M S AT il R BUE (5 0.5% fye (i - HAM%
FHE i (e R BT S R SR R B T o L R — -

11



x— ~ SHE (R BB

] Btk
(b2 2% b AE (chemicals) 53.7%
HH S &EST(herbals) 11.0%
P4k 220 (antibiotics) 6.2%
JHIPEHH(fats) 5.1%
A YgE s (biologicals) 3.4%
A FAYE S (human vaccine) 4.7%
B F e i 8 (vet. vaccine) 4.7%
SRz gl 4E (dosage forms) 3.0%
TR 1A EEYp#H (radiopharm) 2.9%
YA S (plastics) 2.1%
175 B4 kE (blood derive.) 1.8%
B H A A2 (gases) 0.8%
[EIJF#7 2 JH (homoeopathy) 0.5%

(Z) BRoMZE S 2 mn il < dmaiAg =t
1. fERH(Title)
DL ST LLVA ST U s 4 1 - 38 68 P I P R 55 F1) 22 44 2 o
(International Nonproprietary Name for Pharmaceutical Substances, INNS) - 2
HIFE7KFIE (degree of hydration) » RACEHTER " anhydrous | 75 -
2. R (Version) Kotz el (Date): L T AR A SR ) 7= UETEER T
= o
3. 1A 45RE=(Molecular and graphic formulae) -
4. M¥E 259 T = (Relative atomic or molecular mass) -
5. {EE g tt 4R5%(Chemical Abstracts Service registry number) »
6. &F(Definition)
(1) {EEd344(Chemical nomenclature) -
(2) Fit&EE(Content)
-(FFE EE oo E K SEZERRE 2 Mg & & -
~F A {1 3 6 7 v TE FRARSE SR < W)E (Solvent-free substance) -

12



-LAUAT TR Z IR EFEE (Assay limits)ZFeoR > DURAH AT 5 =UHIE & - Sk
oA Bk (assay  variability) K 40/ (purity) » {5140 : 96.0-102.0% =~ A
2%y 188 FME K 2% %E A 4l (total impurities) -

-DLZS & 7E (volumetric titration) HI B » & =8 H £599.0-101.0% -

DI FORE - R PR ARIEME(minimum activity - 1U/mg, as is) 77
e R UEYE T =0 E & I LA E M 75 = (specific activity - e.g.
IU/mg)IER e

(3) 7 FH sEhE ] (Statements on scope) » (4TI it & ARARTE ©

(4) FRIESTAERRAT (Bl P R AT A S b o

(5) HWEN > AIEERIAIYY > AOFRRER KBS BRI T DU - (B ELFEAR

A - BRI ERE a5 E Z A T SR 2 S -

7. B2 (Production)
sEft B ERYRHRATES [ (instructions) - AR (source material) ~ 2LSFEF?
(manufacturing process) ~ BIFEEPREARERY ~ ke BIFL i i (in-process testing)
FIE HWECREE fnanE - AR E (R B B BRI AT L -

8. ¥4 (Characters)
RN Z W BRI AR - EEERR A rieie A B 05NE
(appearance) ~ %% ~ ARIEYHEE - LUK & (polymorphism) ~ SRS
(solubility) ~ & &% (crystallinity) 5 2% & (hygroscopicity) %S, » J77A £
5 P ALS. 11 -

9. #51(Identification)
CIRGDST S illreyiod st Ll bl S ¥l b = ) NSl e T S 4
72 F R e B S Y A o

10. f@Em(Tests)

DIMEER ~ WIE B2 K () oy i U7 7R IS e o Z B2 B - Blaia iR SN
(appearance of solution) - fHEEYE (related substance) ~ EE4:J& (heavy metals)
Koz (loss on drying) Figlara H - AREfRERIHE H Z A 4Ptail > —feh?
el - & F2 R 7E hn P AT AT ekl 2 Ry e A i) (specified impurities) ~ JE
5 E A4l (unspecified impurities) DL Kz 284 &l (total impurities)[E & - 5 DL &

13



MrE T A YRR (impurity  test) i - JF(E I A 4% 2 AL 2 H IREELEY)
(chemical reference standard, CRS) A7 B4 st R 4y -

11. R4E%)(Impurities)

&l YA aiaE ] DA EER Y 7 A T iy - (HiE BRI sE
IEME G 2 &l A —E WS E T AT AN Y - o 2R E A )
(specified impurities) FEFF & EAF & Ui (individual acceptance criteria) o H
il ET I A &%) (other detectable impurities, ODIs) AN FF 2R Al - {Huh
IR & IR R E A 4l ) (unspecified impurities) 2 — % 7o U £ #E (general
acceptance criteria) > H] £ 2% @ F [ k) 48 HI| 1 2 <2034> " Substances for
pharmaceutical use | °

HREAGY) - BONEE G HLUEEETE @ B NV H R RSFHE
fELL &8 2 5 U OHIEAAES2 35 B (Directive 2003/63/EC) - i Bili% /& /& fm

Z A gpyE il (impurity control)BE ELSE & méﬂéﬂﬁ{l mNEE NI
G BB T ERRAEEABONSEIZ B & - yREE 2 EonaT i) 58 A R
R FAHArYER B R B TRONE R B G | -

FE Y B AEAR T A AR A 4l - B SRR ~ REARR
Bk kS > HE S EFEESF " ICH Q3D-Guideline for Elemental
Impurities | 551 - 7E84 A7 (residual solvents) HIJj~ 88 RIJ 1 2 <2034> {138 HI i
A5 AFHIHAES [ - —HAEBOMNESEH(EER A - A~ e 2R EE 2l - FRIE
LU 27&E 15

(1) class LEA| - EmfEEm ey HRE -
(2) class 37AH © &8 AKF0.5%I - ZEfn{Eqm YR E -
12. 53HT(Assay)
—FfE VB Z i 705 - SR AYIER ~ RIS - JE
B MEREEM S 2 oM TEQUEEE) - Ryl 0t R R A
VrE ZS\SRE o HEAENTE o AIFE S IR AL > 5o A2, 2.46 55
JE B B E

13. {#{¥(Storage)
AREEFEBIRHIRE - FEMR S EmPTHe Je 2 B #ETT (b -

14. fE7R(Labelling)

14
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(—)

REEIHAIZE 2 R EIEHED - BoRATRE 2 N RE S e » AE
& (nominal value) - FE/RIFEFE TN E MRS EIEN - TNEEEE
(package) ~ {77 B (leaflet) K 44725 HAE (certificate of analysis) 2 &z

. ThEEMfEE4 E(Functionality-related characteristics)

AREEEIIEBIRFIAIE - PRIl E Ry B R T 2 (R M 2 AR RE &R,
RN EIR PR R (BRI R MR B — S B MR A R - kY
#EmAn'E o BTS IHZ 0 5 AGEETA RE FHRYJ57% - R ISR A
(BT A R SRR T -

A &ty g A [ 3 RI TE 52 <2034> T Substances for pharmaceutical use |
ZFEH

i F ROkl RN TE 32 <2034> T Substances for pharmaceutical use |

AR TE S <2034>FERC & 7 o ElEm —EERRE » Wl R Ol - 2 i S e
KN e BRI EANE S #5540 » BIOM S B [ RS ZE o {IE i
Yy& - JRAlE A ERIIES -

FrIESTARR - ERO PRVATRA GYIERRTR — ~ 2034.-1. General 5%
= ~ 2034.-2 For peptides obtained by chemical synthesis > #i & 5 ~ #& 7R
& ° Specific thresholds 7] g% H A FEEERURER I8 - A MEEi A THA 2 853
TEFRZ A& - & mlEEm A B ey A a2 A a2 d - RILVHBA S
BB - a2 YE 2 FHRg R EREA -

2~ 2034.-1. General (BRIRIR - Gk &R

Use Maximum daily | Reporting Identification Qualification
dose threshold threshold threshold
Human or <2 g/day >0.05 per cent | >0.10 per cent | >0.15 per cent
human and or daily intake | or daily intake
veterinary 1 >1.0mg >1.0mg
(whichever . | (whichever.

[ lower) .. lower)
Human or > 2 glday >0.03 per cent | >0.05 percent | > 0.05 per cent
human and B e e T
veterinary A
Veterinary only | Not applicable | >0.10 per cent | >0.20 per cent | >0.50 per cent |

15



2% = ~ 2034.-2 For peptides obtained by chemical synthesis
(AR k)

Reporting Identification © - | Qualification
threshold threshold threshold.
>0.1% >05% 1>21.0%

DA EBERA R LA T A b

A=W AR s il EE s (biological and biotechnological products)

-JE(LEE-& RN R RACE (peptides not obtained by chemical synthesis)

-E %% #E (oligonucleotides) -

- B B U (radiopharmaceuticals)

- 2% [#% 7 ' (products  of fermentation and semi-synthetic products derived

therefrom) -

-BHE Y ARG 2 F ZE B ) e 5 %% (crude products of animal or plant origin or
herbal products) -

W7 (excipients) -
(=) #BHI#EHES.10 : Control of impurities in substances for pharmaceutical use

A PR AICS. 10T (A Sl 2 AR A S B PTE - DARAHRBAYYE
Z(related substances tests) ” it - Eorr - i E A 4fi7) (specified impurities)i?
e (4 — Bt > AT HRE fo UK (specific acceptance criterion) « FE4;
E A 46 %7 (unspecified impurities) HI] = — §&% 1 UZ 12 & (general acceptance
criterion) Z B &G - AWM —HI HH AR IE FoliEAE o A T4 (Y A &)
(other detectable impurities, ODIS) (4 HLA% 4 - FTBE 4l » FTEK I
Zortf ARl > B E H & B A identification threshold » ODIs/& Ik
FRERN G » 52— SOUUREAE 2 M - — R U A lEEm el RELL T any
other impurity ;~ " other impurities ;~" any impurity ;~"any spot ; 5 " any band |
LR - AT SSERR R R Y e W (I E =) -

BRI B R R B R A EL BT 2SR - 36
BRI, - i DS M SR T R - AR S R s 2
Eill o MRS MK -
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53 > A2 2 A6 (LA 2 B 2 E K - 2B TR
JE T R (SR BEAHRBRER B - BIIATHPLC DA 46 & 52 (isocratic  elution) Y {5
o HEPHLHRE - BEAMHZpHE ~ SIHRER Z BERE - s ERER
[~ PIRREE TR R R /N AT AR e #E I P (R % - (BRI R AE AR R A
AR > HERiTiEPE A 2 R =0 aE SR

G

Doss the Relaled >

Substances seciion, of

w,.  general munogmph 2034
P app\y? )

Chapter 5.10
control of impurities in
substances for
pharmaceutical use

The general acw;;\ance cnl_enun Bp
NO™ - all unspecified impurilies -
- speciflad impurities, except those Ihal hay

own specific accaplance criterion fn tl‘le IT)D

YES!

The general accaplance critedan Bp il
. YES: - all unspecified impurities - p

apla
criterion less than or e
fo the appllcable

LN - specified impurities, excapt those
- :denlIﬁcatlon tres f

own specific acceptance criterion

NG

The general acceptance crilsrions appli
- spacifiad impurilies, gxcept tho

own spadlfic acceplance mlennn

monograph.

For unspecified impuriles, apply Reﬂ

coes Ihe monogragh'hav

i, an impurities secli YES:

Subslances section of monograph 2034

* The requirements of this section apply lo a(:ti‘vé‘substa'nces, with the exceplion of. biotegical and biclechnclogical

NO producls; peptides; oligor ides; radiopherr ticals; praducts of lermentation and semi-synthslic products decived
i. therefrom; crude products of animai or plant origin; herbal producls.
, = ** To apply the Related Substances seclion of monograph 2034:
| apply Related Subslant - an individual acceptance criterion must be defined for any Impurily lhat may be present above the idenlification threshold:
|| monograph 2034 ** - - any Impurity with an accaplance crilerion above the identification threshold must wherever possible be idenfified
" — - any impurity wilh an acceptance crlerlon above (he qualification threshold musl be qualified.

[ = ~ SRR (BRI - AR

(Z) AR REEZ A EY)
SUREIR B A A Z A Y [REM &LV AEEICH thresholdsEE Fy it - B4l
Tryptophan~ Impurity A(1,1" -ethylidenebistryptophan) > [1 5zPethidine HCL
Impurity B(MPTP) 7 [} & & /% 10ppm - Zk [N 55 V£ A i 97 Al 28 & DL
TTC(acceptance threshold of toxicological concern, 1.5 1 g per day) .~ #:&5%
[E= - #AIME72.5.38 Methyl, Ethyl, and Isopropyl Methanesulfonate in Active
Substancesiit BH 4% i@ B =5 2 5% 0 B DUks Hbetahistine mesilate 1 EL 5514 2

alkylsulfonate esters& & (0.2~5 ppm) -

(MU) ez SPRI
1. JE FState-of the-art methodsjiN R &di%2eE] -
2. 22 m I 71(2.2.46 -
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3. TR LA SRS (impurity profile)

4. T FRBLEAIR -

5. B3R CEP(Certificates of Suitability) - {5 EHEEFE e RENEFI#ETT -
6. FE BN SE B ES -

A~ AMeI 2 EE R e < T BT
(&l 3m AR AT H RIS 2 I AB & - S 2 AR R Rk (E
a2 BRI AHRE B R EIE SRy - EDQMAEIEEEHE Z Beifrfs 5[ T Technical
Guide for the Elaboration of Monographs ; (7th Edition-2015) » % iMEzREEEH
TRFFRAVEREH -

(—) BIBEETEONESER 27

BOMNZEHZ B &g 5B~ SR ARG - SN SRR EL
sy o BCH AR CRERR 2 BT A PR - TEA S & B o G2 0 T B K RH
(National Pharmacopoeia Authority)¥EHZEK - JEBEUMNEEH 7 & & & 5 5 H
GRS - BIPRAR SR H M T i gy A B A AR EDQME R T G R 5
Frfett o ERESBUNEENZ B G A TIEETER  HERFHEERE K
TAE/NHBRAS » 367 31 H A BIOMN S 5 T 4 1k (Pharmeuropa) 2 B 20 &
o SR S BRSO A% [BI{E 22 EDQMEUH S BLE I (EPD)
REES  RUEERER T/ NMAERTEBEMEEREE HREZEgH
% (W&ERA > RIAARG(EH o W2 HAC VR BIAE I > SRR (ERAR
KIFENGF2 34 - f2fpaffE P ~ Procedure 1 -

R S — LR 2 L - i Ry AEAN 2 2 i (B EH S 175 24 DA
F)» HEEwmEE I 2 2P RIARTAE - 5¥E 7 ~ Procedure 4 - T{E:HEEHP4
B¢ E(Group of experts P4)iE{T - PARRE Y B WG SET nlee 2 FE%
B~ BIREEI FE RS E T EE iR E = - DUKEDQMEF A& » B
AR R B LS R o - BUERGIR AR B R A o (iR R E— P
EDQME = - B &80 T EMKRIEVE Vgt minin e bna 1758 - tHRER
o R R 24 F e B A R - EDQMBICHEE HiL 3PS (EPD) B 2 57 [ i 35
FfEH 2 BIERE FRE - &KPARZEFEE - FEZE 7 AR PREOMNEE iR IEA
UG - RHASE A - 212 RIEdProcedure 1AH[E -
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ELABORATE OR REVISE A MONOGRAPH

Procedure 1

The European Pharmacopoeia Commission
decides to elaborate or revise a monograph

y

Group of Experts or Working Parties:
a rapporteur prepares a draft monograph,
which is evaluated by the experts

y

Pharmeuropa online (http://pharmeuropa.edgm.eu):
the draft monograph is published for public enquiry, |«
which lasts at least 3 months

y
The National Pharmacopoeia Authorities
process the comments received and send
them to the Technical Secretariat (EPD)

The modified draft monograph

l is republished in Pharmeuropa
" " ) online for further enquiry
The Technical Secretariat (EPD) 7y

compiles all the comments received

y

The Group of Experts or Working Party
examines the comments and modifies
the draft monograph accordingly

A

y

The draft monograph is proposed to the European
Pharmacopoeia Commission for adoption

Y

| The European Pharmacopoeia Commission

v v

= adopts the monograph, with slight | does not adopt the monograph
modifications if necessary

= proposes the implementation date
(about 1 year after the adoption
of the monograph)

European Pharmacopoeia (3 supplements per year): }

the monograph is published about 6 months after adoption

& U ~ Procedure 1 (BHR}5KE : EDQMZAEL)
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ELABORATE A MONOGRAPH

Procedure 4

The procedure applies to substances for which a single interested party amongst manufacturers has been identified. Itis
usually applied to substances still under patent protection where there is potential for future production of generics.
The draft monograph will be based on substances which are used in medicinal products that have been authorised by
the competent authorities of Parties to the European Pharmacopoeia convention.

[ The European Pharmacopoeia Commission decides to elaborate a monograph ]

'

Group of Experts P4/EDQM: a rapporteur from the Group of Experts P4, consisting
of members of licensing authorities, National Pharmacopoeia Authorities or Official
Medicines Control Laboratories, and EDQM staff members prepare a draft monograph,
which is discussed with the manufacturer

'

The draft monaograph is verified experimentally in EDQM laboratory
and/or national pharmacopoeia or Official Medicines Control Laboratory

v

( Report and list of questions are sent to the manufacturer; the Technical Secretariat (EPD)
and the rapporteur evaluate the response and modify the draft monograph

v

Group of Experts P4 approves draft monograph for publication in Pharmeuropa online
(http://pharmeuropa.edgm.eu); the draft monograph is published for public enquiry,
which last at least 3 months

v

A

The National Pharmacopoeia Authorities process )
the comments received and send them
to the Technical Secretariat (EPD) ) The modified draft monograph
L is republished in Pharmeuropa
online for further enquiry
The Technical Secretariat (EPD) compiles yy
all the comments received

r v

The rapporteur and the Technical Secretariat (EPD) examine the comments
and modify the draft monograph accordingly; the modified draft monograph
L is confirmed by the Group of Experts P4

A

The draft monograph is proposed to the European
Pharmacopoeia Commission for adoption

v

[ The European Pharmacopoeia Commission ]

E adopts the monograph, with slight modifications if [ does not adopt the monograph ]
necessary

= proposes the implementation date (about 1 year after
the adoption of the monograph)

European Pharmacopoeia (3 supplements per year):
the monograph is published about 6 months after adoption

& 71 ~ Procedure 4 (BRIZEE © EDQM 4dik)

.
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(Z) FEEEE]EmERE TSR
1. g {EEm B EA

ARG (E 2 ERE - R EEREEN: - BRI S M - O
BBz E kOB R 8 LIRS B - $2 g {3
A JEMRITE fn AL B 2 R an &R (initial data) - EFRER TR
(current specifications) ~ HERY w5 (validation reports) ~ itk 5 Z2E &} (batch
and stability data) ~ 2 ih KA 487 2 F dh(samples of substances and impurities)
DL TR &R 22 gioai (Full description of data package) -

2. EETEEmEESH
RIHRH 2R 3¢ (A1Guidelines, ICH Q8/Q9/Q10/Q11, REACH) ~ BRI ~ 15
PSR ~ AT T AR ~ B EE R AR AR (DI S L 2R R RO (R T A A (R
YA GRS (impurity  profile) ~ Sy 23 187 i 8 i R e A= B DR e [ PR AT
(PDG, ICH, VICH) - i T{EGm 2 25T - feiEEmiEa ey - EEE RS
TERESTZNE > W &R - Gt eE g inlE F > fefta
G » MR RO T A (B BRIOM B2 1L 5 A A 1 B fe ik

(2) IEgEECES
TAEst SR ER & BEDQM&ENE ~ FHEH T & F 25 B S8 ik g 1 5%
h >t A] O EE iEZEIH@n’JTI BUEEGHE - MHEAGEUEL0T ¢

1. EDQM website
http://www.edgm.eu/en/european-pharmacopoeia-work-programme-607.html

2. Pharmeuropa-on-line
(http://pharmeuropa.edgm.eu/home/) under useful information”

3. Knowledge Database
(http://www.edgm.eu/en/Knowledge-Database-707.html)

F£Knowledge Database#dul » 0] LI & s ZEEzm{EE T 2 T/E#E (State of Work,
SoW) » FFIAIE 7S - TAFERE Z AR T AU EERAOT -

0 EFATAESNE @ ARSERK F)FE (on the programme, no first draft) -
1 E SRty el iEE T{EEm =~ #)kE(first draft, new or revised monograph) -
2 EVABAR BN EE Bt i HE 4Rk (published or in press in Pharmeuropa) e

3: EfRREZRA

2N

&1 (submitted to the commission) °
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http://www.edqm.eu/en/european-pharmacopoeia-work-programme-607.html
http://pharmeuropa.edqm.eu/home/
http://www.edqm.eu/en/Knowledge-Database-707.html

4 : I%H - TEf5 /1R (adopted, ready for publication)
5 1 /N f(published)

Status In use

Monegraph Number 01210
English Name Fantanyl
French Name Fentanyl

Latin Name Fentanylum
Pinyin Name
Chinese Name

Published in English Supplement § 7
Published in French Supplemeant 5 7

Revision

_ Improvement of related substances test

Chromatogram Available
Additional information Not available
History View history

Interchangeable (ICH_Q48) NO

International Harmonisation
chapter 5.8 NO

Available

i Cat. No. Mame Batch No. Unit Quantity Price
Reference standards FOO54530 Fentanyl - reference spectrum 1 nfa ET..?F'.
) Fantanyl for system suitability - = 79
¥9001309 20" 2 15mg EUR
To be used in test(s) Brand Name
u B Related substances Inertsil ODS-3

&N~ EEmEET 2 TAFHER (ERPRIE © Knowledge Database 4g1kh)
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N~ BOMEESEERE T « BT A 7 BUR FE

(—) BONSER SRR

BOMS2 AT A 5 HEDQM B BB E > RIRYSHE B ~ 1L 4
i~ DUREN RS 5 - ROESEERES - SR EEEE - WiE
T R (intended use) » Eoin'E K ESBAIEGE B AL - IR AE S g
fal4a E B R AE SAEMTHIA AR A R AR E G AR R R - AR
e S LT P 2R 2 8 1 (suitability) FERE ST 00 BBEE - & B 5 2R HY S B I
PSR » B DU E R — S IR S f5E ] BRIE 8RR S m] DA
o HH LB — 4R ST HRUSEAE o [ S RDE AR S - BRIFR B B F B TR
STRRTE o USRS R ARIR (E Em st 2 HAV(EH

B 20145 BIOMEE LT T 26008 R AR AE o » 0 & LERAEAE i (chemical
reference substances, CRS) & 4= %712 #& i (biological reference preparations,
BRP) - JAR 3= 0] 73 By 5l H (Identification, (545%) ~ & & MI%E A (Assay,
17%) ~ 4PEOREAE L (Ext. Std, 11%) ~ A 4i%7(Impurity, 11%) 508 &%)(Mixture,
11%) -

AP IE S 12 5 o R IR i 2 il ~ (AT ~ L~ AR ~ B0
[EEAFEARCEE - DU AR IEARE [ (re-test programme) Z &8 - H20155E4H1H
L BIOMSE B8, AR i Il TE 505 127 B 7y N AE IEBHIR A - HIFE

1. {fuzE(Terminology, paragraph 2)
-LEIRISOFAWHO  FE# ©
-¥ri@Herbal Reference Standards(HRS)  7E# ©

2. BHHEAZEAE 5 8 (Use of Reference Standards, paragraph 2)
-PRAGLBICM S HA AR o

3. YfHBfEE L~ 377 (Establishment of Reference Standards, paragraph 4)
T o
- Wi o SR IR ATEAR S (HRS) ~ (RS2 ES IR AR 5 (CRS) R A= M S AR AR
nn(BRP)EIL Z ER T »
B AR Z B S N -

(2) RS mL T
1. SRl A IR o
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HEARmERZRE R " 351 (identity) - HALERGERE AT 47— 25 IR &R -

412D NMR ~ MASS spectrometry 5zelemental analysis - —f&% = » S HEREEE T,

2583 (reference spectra) LR A A4E5EM: (ruggedness) & Ry EE » AILLEE A

[FEEEEITILY - BN EIFEECE EEL eSS B (BAENE  MEES SR

WA 2R - AL REE 2 EEE - 555 o A 2 B IR

CIDAE)IAS: 07t b

- AL IR Ay

HEF A ENR R T ake0 ) A (purity) - Br 1 ARClTE RIS

HAE v 7H= g counter fon - {F Ry f METEAE A fif FHERY > 40R 2 & (K7295.0%H]]

R - A G IR ALY DA T SR M RE R + (1) 1RE245H S (2)counter

ion 5 4LSE ; (A)FZIRIKEE ~ BAE T ~ KO E SRR HIAE SR - &

P Fe (LY 4l p s B AgE o6 5 » ELEER (salt form) B[ Eme BARYR[EIRF > m] DAE

Bt EEAKRE > WAERK ZHHE AEFEEE L B2 EE RN T

(Stoichiometric conversion factor) -

- AT | B A P00 P A (5 P S A s

HEASEERNZRE R T aA , DU T S (fitness for use) » WM /HE DRI R

HARMENYIE - DI ETE R EKE 2 E - WAESse T - B

[& - B A AR RN ZR o B A ATl A LER T IR AR I - JRESRPA

Ui+ (DE BR300 5 ()% el H iy Z @ M

- RN A SRR A

HEgsmBERZE R "8 ) DUk T4 E S E | (assigned content) > 43l =

T HETTREAE AT

(1) /& > i (Characterisation of the bulk material) : & NMR, gNMR,
MS, elemental analysis 5z DSC TR ffqBaaetiAe i 2 sl i ~ &t i Bl
{EERZR B AR - W E BARE -

(2) 4rEEZE/NiE 2 fai(Characterisation after subdivision in vials) : B FEH-

HEEY - BEfEtrRiEEaE - DUEE Pi(mass-balance)4s

ZEILL gQNMR FERIAT4E EHIE - DL EZREGRE S NAE R E

HRRIE AL RENEE T B R -

TE
TE
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5.

() EERREMILETE : 4Ky - FEERKE ~ HEAYE - AV SRS
MIEAE > BSHSEERENE L IR SD > LSERERY
SR -

Powder-filled CRS” & & i@ LU as is (oo 51 E /A= A Assigned content
= [100.0 — (water + solvents)] x %chromatographic purity / 100 » ZEfFEE » 35
Hig7fe ; Freeze-dried CRSHI|Dlamount per vialf & s @ G EBELH
(reconstituted) » “NFEFFEE -

B SN HEERE » {RIZISO GUIDE 34:2009-5.17 » {F L Eb Z s e AR
FEAYIRDL T (BN AER 7y Y S B2 5 e AR fn) » A FEAHR S Ui
RE(EACE R ] RS > Al A TR RN EEE -

"Herbal | {556~ A - 73 R LU RIS

(1) single compound (CRS)

J0FERRE s (marken) 2 fUE R (surrogate) > 5 EH & & - LUERE Bl
] - 408 Rl 1 52 <2290> for Amanita phalloides ad praeparationes
homoeopathicas » H 1 3=l 53 o-amanitine 5 314 AR E » {Eem-REILA
Tryptophan CRSH* 245 F s - I 4F a-amanitinefyLC test1/E B ok
HEAEAL(EH] - LIET R o-amanitine= & -

(2) Herbal drug (powdered), extract, tincture etc. (HRS)

Al G am HI A B R Ryt i (o P 2 S8 B0 (i o o 25 HU)) < TREA
#(intended for use) » FRIESSARR - FEAFE TR 2RI - HRS{R B — 4%

Heih o THERA IR B E M Z P2 R ZE (LI TLC test) » JEHTIESE I K 24

M - (E R e Rl - AT EZEAW) T 45 2 — sl EAHRAL

e

EH e BHEMER T BHEIRE T o SE L AR R A R E R - mI{E A

FEAE (B ZEH7) (Standardized Extract) » 22540 :

-Milk thistle standardized dry extract HRS -

.

£

LS

- Ivy leaf dry extract HRS -

- Valerian dry extract HRS -

- Agnus castus fruit dry extract HRS -
- St. John’s Wort dry extract HRS -

- Ginkgolic acids HRS -
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- Bilberry dry extract HRS -
6. FEAE 2 B HIEA AR 7 (retest-programme)
TERRAE S T B 1% - TEA LAY HIEE e - DAREORATEE an iy 28 F
(fitness for use) - BOMEE SRR S A B A S AR - E R T Ht X
AR (batch validity statement) » (IR bt 2 (i FIFEFE KA EME » AR AL
JELFIR12, 24, 36560(E H #EfTEEMIE - FTA BB A AT RE AL mAY A iy
AP E - B RAVEEEE B BREK o HE ~ #iE(LILC, GCETLC
#E1T) ~ IREUVE -

(2) HRERELZECXEFETF
1. HSHRAEAE AL 2 FR 0t
- HEATEE o 2 I SR B SR B R Ry R e - b -
-AlRER > DAREIRSIE U B BE R (E 2 e it
2. HHIREE L
EDQMIYEHAFEF Z 40T
-for+5°C :2~8°C -
-for-20 °C : -25~-15°C -
-for -80 °C : -85~ -75 °C -
3. MR 2 fr ik
-FHEDQMEEEE T iy B e i
-EDQMI AR FZRELL SR -
- B B R T IR IR B Y e -
- 5°Ctifr 2 ARAE i © A X RS R BT (R R R R FE A U e
i A B R
- -20 °CAF 2B mn + HIRIF VA BLAE R VKR - 5N B BN B 2
- -80 “CECLURRR A 7 LA E i« A OV E AR [T G — S bhi » 8%
B ER B -
4. HHIEEEAES Z BOR
FERENEE S AT (LB iR S A i A BB EEH -
- e RAE 2 L - BRI T &
(V)45 7E 2 & &L (the assigned percentage content) ;

Eﬁ”@

%‘
G

A

SE
B
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Qe il ER % mgsmL Z (LEYI R EE

(3) A 1~ £ ¥ 522 J5 =0 Ml i (biological assays) ¢ il 4= ¥ &2 77 =0 M &
(microbiological assays) 7 f2E 1, » RIFEIR4E E 2 Z0{E (potency in units either
per mg or per vial) -

- e 7 2 O 0 25 e 250 BH 2 (veference: standard  leaflets) tr & A 7R Ay — &5

() SRR A
-/ M R S TP A S A R S RUE R BB AR E T FV (s A
RS - B E IR E X EHAVERTRT » a5 8 R AR S (5 A iy
IR - /BB — TR > SR A RS BRI EN -

R P IR R AL - EJER LU HIH ¢
(1)#5%(the reference standard batch number) » 55 7] 48 &IRITHIHL AR
42 HH (batch validity statement) -
QEEEEZ RN B EE
1~

e E A RS
QUL R 2 FAFIRIE RS G

IR R SR -
t - BONEEEAERE L —RENE

(—) BEER

A T IR R 2 R BB 2 BT ET A) B S5 0 (&% DA Directive 2001/83/EC,
2001/82/EC [z 2003/63/ECHE Fy 25 (¢#5 - Directive 2003/63/ECo& 3B & #1
FITA a8 | S AEEm ey a8 P - BAVEEREYTRTT » MEBIOMEE HL {3 T AU AR S S
OREE i 8 AT RERS A N R R (P #HI A i) » SR BB E BB T sE S
HIFT 58 R EE SR IO & AR - Hhirax 1B TR s A e B R 2 il
BT -

I EMAYT [F R4 58 7 5 & [H BRI S2 (4 CHMP/QWP/297/97 rev.1 corr
F'Summary of requirements for active substances in the quality part of the
dossier | » BRI FRIEE FAEZA =M HEE 52

1. BN ZE s 5 A 426 2 (Certification of Suitability, CEP) -
%t

2. BN EEYE FEfE 22 (Active Substance Master File, ASMF) -
3. FruzEHEE 2 BUE R A AETSC A (Full details of manufacture in Marketing
Authorization Application) -
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%Eﬂi{ﬁﬁ*ZF T %éfﬁk@zﬁ&ﬁﬂ% Al %%ZIEEE 77 2V T 1 AR UL
H BN S BRI 4y > CEPEEASMFRY > ELE U 22501

CEP procedure ASMF system
iona X (Dossier) | A&E—2(CTD 3.2.9) WAE—2(CTD 3.2.5)

HFURHEERUE R (RHE Ry | JRURI SR RIS R FR A I 2
CEP FrAB)EFRERE | EEEZE LT EERH

EDQM B HEE B BRI 2
TR ] PR B
B S
by & FFA ¥ 2Kt (Holder’s 1 (Z (Letter of access, H
commitments) JFURHEE LS P 4 )
LU 7 [RE i FEE i B _b T3 o] FREE %D%%@ﬁﬂﬂﬁiﬁ%%ﬂEﬁ
JHERH i B AR
e T E MR S Es e B EE%EE ETRRARTAS -

BERMEELZE > ET
> EDQM fEEL—¥f -

AP R AT -
ICH/EU guidelines for S A -
quality + Ph.Eur ICH/EU guidelines for
monograph + EDQM quality + Ph.Eur monograph
specific guidance if applicable
HeC AN mE%E CEP 3G TIRURIEE | (LR Sy 22 n B
Blitns & Bl (dE T asam b
aF AT HY HH A\ — (B 5T
5%)
sEEhiE CEP SEES Sy s B | BEER DR AR S 8T vl g 7R
J/x EDQM - FUSTE X » BHIER R
VEE B A AR E g R | B L R E R -
BUE IS -
{EH BOMEE I & S B0 R ET2 H | EU/EEA & SR+ B
il BRI ZE (BN ~ IR ~ | DMF B2 PR E+ER
Wiz - FEIES)

CEPHEIZEZEM4-72 " Declaration of Holder’s commitments | » FH &5 & &K
[E ZEEDQME B E S E BRI Z2BUNSE T B od BB TSR -
EMA > &#iCHMP ( \HgEnmZEs ) KCVMP (BRRHERnZEY ) 55—
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FHE  {<IEEMA guideline CHMP/QWP/227/02 Rev 3 Corr » #EAZ ASMFHYEE
ERH 7 Z45EDQM o HATIEEETHEE - e 220154 )K » HIVE
PSR K b A

(Z) CEPEFZAT

1. CEP Z &
CEPE S BEAAY > Hrpichemical CEP{A{raEFRHEE L E S A (K IRBION 4%
AR a1 KRB H (EEF A 4l = s - TSE CEPRIZ (RaEIR
BHERIGEMANIG - G TSER R [EFIfR (K - I E SR E L E 2 h
{RIBENSE HLAR & - CEPAEAHUCCOAZ At » thIEGMPEEHT - H Fif4Y
HEH38005R AW Z CEP » 2K 5 2 10005z R » 477 AT50E 5K -

2. CEP Rzt

-BEUTEE o B B RIOM B2 HiL (i 3m 2 BEOK > RHH SR HYJHAL » | LLST RsChemical
CEP, Herbal CEP, TSE CEP%; -

-SErP R o DAET R E R -

-SSR £ L (1 S P R AR R

-JFUR SRS R E PR R EE EOR 2EDQM -

“ERHRE

-CEPHI W FTABUMNEE I & BB - DLUREERI R FEZ (30 * IR ~ B ~
P ~ BEIESE)

3. Al CEP Z B 7RI

BN B g A 4% B & iEEBAP-CSP (07) 15774 (Resolution AP-CSP
(07) 155 BHCEPHIZETEF -

4. CEP f2Fr 2 M #ilE

-BIOM B BT 2 A o o AEMERY ~ WP~ B R ARSI (Chemical
or Herbal CEP) -

-BATSEE & 2 7 im(TSE CEP) -

-(FAT B o 2 BE s B A AR

5. CEP e ANEHIMIBFIE

RUWGERBIOM G L 7 7 i (FREE TSE CEPERAD) -

\0|
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-4 B (2 EDQM 22009410 H 2547 2 PA/PH/CEP (09) 152 REV 01:7
H » EDQMAN 2 B A BURIANEL N Y - NRGEHA ~ s R R s &
e Z CEP)

- R BB R R &) -

AR EFR L N

BRI o

6. CEP ZHi %
HATEDQMEZ B LLE P IR X HFEK - HiF BT EZHLHFE R
(application form) ~ /B 4845 (quality overall summary) 5z B E5E » A 5ERK
ZIFREEREZE(CTDRE = - 58 RP A - LT FE P = 41eCTD »
Nees=lpdffE %% " Common European Submission Platform, CESP | 2% &
EDQM -

R SRS ZE NSRS DL AR

(1) Chemical CEP: [EHEASMFE(CTD 3.2.S

(2) TSE risk CEP: M % dham Hijfifit5.2.8 22 B3k Kz Content of the dossier for

TSE risk
(3) Herbal CEP: Content of the dossier for herbal drug/herbal drug preparations
(4) Sterile grade: PA/PH/CEP/ (06) 13 1R

7. CEP Z Hizf B fifE

EDQMIEEIHERERIE » BT VHE > ABHLERTTEER » 41
FEZR - EDQMEFEEHEEE R EUEHE SR LRHFEE AT
BTy > JIZEKEMT - HEER B gEENFEEZR B (R ERH AT H
MBI Z B &) 1 THEE - DUNE R GIHECEPSSE - sl SR
GRFE ISR RS CEPSEE SRR A B BN T2 - Al8E
ERIREERE & S RIS RS R - A ERE SRR T S IR R R R I
BIAIAR B BOMSE 8 2 AR AR SR EE R E R - AIfRasasiZa]
W FORIGEN > e SR B R A e B B e A B iR i B R T
—RIME - HEFEREERRE5E H - EDQMEERIFEEGER - ARH
SR - HERETER6(E B AEfE - RS E{EESRETTAE A HE
KH R A —REER A -
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&b B

HUFCEPEEER - FAFLAT B —REMHRITE SR - PIRE A i ReR
' ~ LR MEEE R > IR SR R S DB S S R

X

8. CEPi&&HFT#H(E:
(1)z5E5EmE (] © RO-CEP 2013-0010Rev01)
AT FEEELE R o RIGZ A KB T 2 W 4RES - 20
CEP 1996-014 -
()R
JE Fe R BE A4 TR R S AR (1 P 55 8 BRI CEPRE & et B R B8 4R » 5K
& (T R 2 1 AR RO BECEPRS A TR FR 50T - MR E IR AN
JFURIEESE AR - RIS H)
Q)FFEE KSRt
E20134F7 HBi#G - CEPRVEEAE A & Zstl&:N - DURFTA B E
AR BUE R - 1518 2 RIiXSEHICEP » JFURHEE r R FE R AH RE &

=<

eSS M E AR AR -
(4) {3
(5) 4= H HA

(6)17 5% (line number) K [ (- &R (E EF)
9. Chemical CEP 554 NE#EHALL FIEE -
RV ~ R VAT SRR SRR B AR U0k
-EHEE -
- 3 ZOR(E CEPSE H E NG EIA(R RS A ws) -
~{ll5#w 2 7 im(Production) EEf
10. TSE CEP 54 MEHBHLITNIHE -
-BIYIER SR -
-FIT{sE FH 2 B EAH AR AR -
11. CEP HilfE
- HH 3 BOR(ECEPEE 1A -
~RIfERE I -
- AT RS TE AR AR AL - AEAECEPHALEA -
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USRI R Z 2 ER -
J\~ CEPXHRZAE ARG AT

(—) CEP(Certification of Suitability) 34 Z&&

1. CEP ST{2BH 43RS e (validation) ~ 25 #%— (evaluation 1) Fr 384% —
(evaluation 2)5E =[&ES » A ERRIE B 2 T B2 4 » RIBHIG RN
[ SRR A2 RSt - &9ETH 20~30% % (i
EHEAFBEILIEE, -

2. SRRl S

{7 (administrative) & & ERLA © &G f CTD Hmfs= - B EH 240
FERE BB RIEEECESE - B ORI ~ BRIHERGOATE - i
)R TE 4 ~ BRSO A(40 GMP B2 B2 fet%) - & FERAE)
POk} © Fefi(technical) & ERA © A APl 2 & A FH i (re-test)i]
[ EAN  GeHb e halRas R - S ERRIE - WA 1 4B S R
2 AR EEERHL -
HoAth {SE =R R R TR R =~ BB » (A 1 S0 RIHME i
WEEYE  HERRHET Ul - R AP E &R - §EE E 8 JTEL
REEg TLC 55 -

3. FIUPEEL

=

RS 8 A - WA HEFHERHGR - SRR EAEE > AlZ IR
2

(Z) CEPXX B ERK

EDQM j» 2012 4 6 H S {(PA/PH/CEP(12) 15)z5iHH CEP SZ {584 10 Ak
I BRI 90 (7Y 2011 455 1 TG (RS )R HY BRI L e B &l -

1. AR EmEEEaY)(starting material » SM)EE R] RE 2 A 2 A i) 2lE ] ZE 771 (by
product)
EDQM 72275 BliGpgfR hilant) ~ A dir&sf(profile) » &S - HEM
& MR A SRR R ey & & By (fate) -

2. BUBRHRH 2RV Rz - REMTERLERY)
eI AR B SR EE S T BRAVACES - JR/H GMP &g - ARG
feth Z AT E Ry E E P (intermediate) - SN AEFERZHEUS GMP 55
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10.

K& EINAS CEP 56& L - EDQM A REsz 5 =J7 (FIIJE CEP
AR ERRAER  SUSRA TR R S 24
F R =M A 4di71(genotoxic impurities)
JEE I &N T A4~ #17E (quideline on the limits of genotoxic
impurities) » {§F TTC (Threshold of Toxicological Concern)fif;&7k & HH it
pGTI (potential genotoxic impurities) - AR EE R pGTI /N7 30%
TTC » JiiE ERRF MR EHEBRAZEA pGTI Z aJgeMElE - &
%Hﬁﬁ%ﬁ% °
AT T A ERE YAt rERs Z s E R
HEe AW E —20 AEHIMEE . BEENEZ AAYER > FEE
FEE A [F] CEP 555 -
SM HIFIAEA &
SM HFIE A - B EAHRE A i) ~ IAEIEURLE it - HIEAIE
i EA4i¥7(unspecified impurities) kR A%
2 H T class | AR Z 55
acetone, toluene, ethanol, methanol ZE& €84 benzene » 7] 22 g HIfif i 5.4
J¢ ICH Q3C » 5 Mt —iF N —f - NABITTRaEB I class | 757 » (1)
sTEEHE - nEEH A (NMT)30%?(2)E’§><5(Z§EH)3’§J?H7?§EPF'aﬁ%iZ?
E P 30% o AR = R T SR HUSHE B NI B R -
OB BRAS A
TR RIS - KEY'E - [FYERAS BT -
F ) (key intermediates) > #iA&
B & class | 757 ~ class | /& k. pGTI 2 #:A% »
%Eﬁiiiﬁéﬁ@%”?@ﬁﬁ%ilﬁ@&
KA FHBIOMNEEBL T 7AT - FRHET T 52 B Z S J5AMERT - Tia B (50 FH 2 BE
H %A E—TEE%ZXX&E%@%%EEE
ARG &
HIFREEET R E RS - HHIE EDQM - HAGEHIRF s E K - A
FHIS hAa g A (additional methods) DABRES THE o 75 RS2 R A BUR] - HIJEE
#ERlIpTA A 4P (any other impurity) » I YRR - ZARF SIS <
2034> » H AJFRA 2E fn By 4h) -
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Ju~ CEPT#-EEHT

(—) ZEAJER]
ETEFEIHSFER EDQM #iis > WERCAE - (EHVEETERH mA R
% HHTRHY CEP i VAR - 55— KHUS CEP HYARUHIR A 5
o B (renewal) & - AIEARSOHIR - (BH A By X

() BEES
1. Notification : @41 EDQM - 43 1% B[JHF 28 %1 (immediate notification, IN) 5 &
##%/1(annual notification, AN) - 4144 FH Bl 58 - B ki BUSH S E) -
2. EEF{EET (major change) s KE{Z5T(minor change) * ZAEAZ AL - IR1SATT -
3. EHASEHT ¢ 5 &
()RR EIHA H A1 6 {15 5 H 3 -
B 2@ SRS - B E 1S © SR EE REE B

4. ZEHUEST ¢ N SRHE 7 (R (&5 T 1 58T S

EDQM &34 CEP FAHOIE » BhAlolE RissilthEZiok - 40(1) $efted
HT R SESARRT 2 B SO > (2) sREFZEHULE 2 B E R & A CE
& 3) SHHEEEEHMYAYE -
5. ZMTHR R R T > BLERTIH » SOFEOL REEEEER -
6.SM SN - 411 FlET L Ry fr] fe 2 B 2

(1) ¥y SM BiERg - 2SRRI A S22 F] (group)

(2) Hriy SM BLg g R A T AN EE G RCT B -

(3) KILL - FEHHY SM LS R Bl A R A 1 B A s 2 — {8 R R 2
EDQM » {H355 1Y SM BLiEpg Ik By JFi e ny 8L s 2 —  HESAHERE >
£ minor change » 5 {5 RTINS RGARTCEL )% » HIl £ major change -

7Y ERERE A fe] R o fE s R ?
(1) [E b SM FYRERE -
(2) BEH GMP IS -
(3) ZHfEfk SM HYEEH -
8. Blid A 7 FLE)
J& major change - ERI{# FEBTVERAISOAT - oTRE S HECHI A diiES: -
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9. &% B 7 )
(1) RSPy BRI > ARG IDRE > CE *‘fv*‘ﬂi——f/\*%%”” JFk
& ) YIRS B A ] o (£ BRI
(2) %5 RyrUEE(E A Z fE(RA - ARy major change -
) EAAFEBHIEEE D ER SR E R > P RN EEH -
10. &% FURHSER R 2 L H)
(1) ErRrSERGE - A SRR AT -
(2) MIFSEERZ - ERFSBONEEI K ICH Z &% - FIl & minor change -
(3) FREEHLAF &L 2 A EYIRRRIICE - ARy major change -
11, G R 2 S 5
(1) BEAIECAE BRG] > & minor change -
(2) MHIER AR AR ] > IR BRIIRSF A8 AT
(3) DIEERGEFRITI » SRS AR R > g RZAI /& minor change -
12.CEP :BEEET
(1) #E%1=% minor change 5 &2 2% CEP s8ERYA AN -
(2) #F£{F{7] major change % -
() HEFEHIE -
(4) CEP Fa &AL R R RS S AsaRiE - M A EE 1 (marketing
authorization application, MAH) -

+ ~ EDQMZCEPER:ETE

(—) EREAI
EREAEAUS CEP ZRTSZI&ET - LR BRGSO 1T & A3 Lt
K EU GMP part Il > J522 > $HEHREFUSZART ST ik 1 ZHiHE > FEE
ARGt ek 7 ZAHET -

(=) EREHE
EDQM 7EERSHZ e PR AR Y TR S S T EO -
Sh MG - FERE RIS EVEEA @ EEIERER, - 162 EMA
7 GMP/GDP k% T/E/NaflE T30 » #1460 CEP §S % B #hT -

(Z) ERERE
FRAER e s i R
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L et - AR R A AL TR S A~ A SR RS
Bl - BAEEGHEE TRE AN s B B g T RE S R 2 AT &

2. FERER - PIRER % 2R - 50 CEP S {R1% -

3. JFURI S HAAHRBAE © AV EERR M ~ JB Rt B R A e S

4. BUSRARRIAUE © AR EHE 2 ZoK - A ke -

5 HAAZ -

() EWoL
1. & 2 %6 E » 1 4 EDQM =} 1 #4725 EUIEEA/MRA Z FETER
2 FERZTRE T 6 HNFRH -
3. ER A 3K -
4 FEHERGRE » HILZIFREIE -
5. &% Bk BB & BUN 4 E (European Economic Area, EEA)ER%: » 45 BT,
I~ ST~ FHEE ~ 23R ~ TAE] - TEE - AR SR EER - A I
M aEns ~ farl ~ PR ~ R ~ ZE IS S nn ~ HS (ke nn ~ PEPES - Fmdt R i
FEM T AT(MRA)RHZR - Hlfg - FORMN 5 55AFEE] FDA K5 4= 4H 4%
% 2 [HEfFEAL -

(1) TERx&ER

1. 0] 47 Rk FE(compliant) ~ 7€ (borderline) 504454 (non-compliant) -

2. NHIE R B M RS R - R HERS IER TS - AT Rl & - S0
ARG -

3 EMR ARG  ARBACH R 25 > 517 N R(2~5 ) A -

4. g a1 B AR EE RS - SREIETAVFEE(CAPA) KAH BRG]
e

5. TF H 4% 5 (positive outcome) » EDQM & 28457554 CEP K GMP =2 {4 -

6. & A 4% 5 (negative outcome) - A E K&k KB - Al CEP & 4 & {%
(suspension) ~ f&[E](withdrawn » fii e <2 HHE% 2€ » B 0] ST H 3R ) BB 48
CEP HYIR4EHIE » LilishiimsE Bigthig - 1 CEP RYEEHENTaam - 1
HIRF I Z B el hak g BT - CEP BHERRE nllit 14 RINFEHIEREA -

T ERERE AT 14 RAFEHERET > Al EDQM &R {5 Bl [n] 2 G5 A AT 4
uh o ACAEKIMHEAEEAL - FLEH EudraGMPD (H BARF& GMP 2 A28 -
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8. WY Z I R 2 47 > P n EOK &R > JR A EOREREEIME > HHXE
rERE - eI R

(73) FEZ GMP 4 (2006~2014 ££)
LW EEHAMBRE - OAAEE W EEH AN - FEMENENEE - 6
ZanHEarl - A e - BEEHRIAEE - fR7E(deviation) B
SR -
2 BUEMHRRE - MRS SEAEE > RSN EE - iRt
BE A UTHZ AIRE ~ BRI HERIEE NS -
3. AR HE - ANER= 2 (traceability) - 7204 2 FEAAVIRIER A 2 > FEFA
4. Fhpa an I E T A 2 BRES - B AE R AC#k (audit trail) o BEAEY Rl
EERAHEE - AEE ZKEEN ~ ST 2 T BReiHERE AR HISE R -

() Fe3iin
1.EDQM it 2014 £ k% 34 SR BUSRE - A 4 RRAEAGRE > 15 12% > L
SRS Ry B E B ER oy R BRI > 5951 BEA BIZER IR &R 16 RS
g H 3 R CEP s S BN = siis b -
2.4t 2007~2014 £ 7 BRATTER - 1€ 12%~40% 45 > S AR E iz F
(% EDQM JiEe il b 5 £ it s i e -2 B A g » AT T &A%
3.H 2004 L - 1 FFFERZ 30 BREMX - EHEES Z IR MHEIE R HE] - 1
4 10 BRECEERT -

+—~ CEPEZF

(—) CEPFHEN 2013 F 7 AR - DR EEEE ZEE - 754 CEP A
MG E AR A SR AR - B SRR YIRERI AT A B LSRN - B
F (% ) S i SRR SOt IR S 2 RIS R ER, -

() CEPz&&E ik b2 (chemical)s8E ~ Bh1)(TSE)FEE S 5% (herbal )56 - (b
Eenn] NS A s h > 3.2.S #1470 TSE sBERa] A CTD 4
&1 CEP AEHUA COA Kz GMP E8HH - JRr i B L2 K TSE 2 CEP #£55
HH(double CEP) -

(=) #I(TSE)EEFF& TSE BYJEFRE EAEL » (H N PRaS T & 25 s < KAHL > IR
A EALEL K, TSE 2 CEP &#55HH(double CEP) » 53R KX @ skt »
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RN SHtR s 224 ME - WiEFHA the holder of the certificate has declared the
use of substance of human or animal origin in the manufacture” -
(IU) TSE SSRHGREAEIFERIACREIR ~ AT A 2 B S AR 48 i BE R
12 > FigE(herbal )58 E Al I EAERE"DER” ~ R BHEE—0 B 2 ZEHUAE R
HefE ~ BEINAE S AR SR RAE Rotmba 7ok ~ FaliefE > bR e
B ~ A {5 T B s AR IR
(1) (L2 - LR EREZ AP FFEEONEE Y E
LEREHERIMA G ~ TR R AL 5 2 SRR K tmla )50k -
2. 5L -
SARAFHERRE - TRER - SRR A R -
4. 5 BRI AN B S FA MY 0] - A ERE MRS 2 fnks -
5. BUSFTIIR 2 25w Ry ] ?
6. & A (i FH BN AR 2 [k}
7R TN IEEED R AP S > ATEURERREFLN CEP 56& > IR
FREARUS BT E - JREBIRAT -
8. HIBEN - AN ISR - MO A RS ERGTET -
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