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LS

&JN &% Hi (European Pharmacopeia, f&## Ph. Eur.) S EFE - B A EEEM 2 —>
Wik 25 8 o o T RO AR B B AR B AR U7 0% WA R BB R S BB 2 2
FRE - BOM £ 81 45 (2 T1F (% O 2E i % & & (European  Pharmacopeia
Commision)#EEET » EBECOMSE fmin & Bl 4= fr{&/m (European Directorate for
the Quality of Medicine & HealthCare, EDQM) % & 2 38T » 725 BN EE R
& H 39 {1 & 5 (38 (a5 BLBK B) K 30 {[iZE B4 - B hnEEYEHIF L 102 4F
EIEA R ABONSEiZ 5 &l 8 - ZFE RS BEEON 2 H B & 3 RS
B HEFZAREILSER % -

AR BIGSIIECONSEE S &5 164 &R MEUNSEHEIEE & > A
(164) NG A T EROMEE M T B & = REHRFAVE NGk - FeitiBims
BRI AR EDQM 8ES - R 2R B e g - SEBUNEE IR EE FE
2\ M BRI S i ¥R 2 U7 5] BlAGon H T EE T S AR e A REE T
ek TS Y B G S EHE RRE R TR - iR IR E A R - LUERTRY
B T ESE AR (S - IR b SR R (O Ll B B P ] S PR, - Sl R IR B2
ERBOMNSE LSS e - FH EDQM ¥t - & st BELE AR R A B E2 8V BIOM
HiZEEr(Council of Europe) iz EDQM #8H » A I &y s b 85 7% B & i el B 22
Fo st T AR T AEYIMEIEEE ) T ieERTTA ) T BERER T BUNE TS
SETERIEREE T BRIV E R B B R K
T REEMETEEEE ARG A RS HEUNEE I Z B g E R T
fENEZE > RKEE ~ B ~ 285 BRSEARYESG AR 7B SE Y
HYATHIS b RS RS, - AR AR B EHZ N 3% 2 REE R

%H H & T Study on Analytical Methods of Multiple Nitrosamines in Sartan

N‘

\

Pharmaceuticals | 5z " Case Reports of Defective Influenza Vaccine on Taiwan’s Batch

Release Procedure in 2018 ;- E tf T Study on Analytical Methods of Multiple



Nitrosamines in Sartan Pharmaceuticals | JE{5-5# i 5 5% » HART B B B
MROARMTFERCR ~ FBUAEE R, - Frige 2 Eall & 8y e HE iR 7E 2
ARARETE BN  RAGREFTE S 2 BOMNSEHLAL R IE FY 7Y 32 I 7 GRS ZE n R
felgT A2 S AEIR PR SR ] B P B S e - MR S 4 0 DL
PREEE AR -
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=
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T FAIEEHEDN

BIOMERSE & (Council of Europe) | a% A BIOM S i hin E B 4= friE /= (European
Directorate for the Quality Medicine & HealthCare of the Council of Europe, EDQM)
#HE > i EDQM T 5% B H BRON &% # % 5 & (The European Pharmacopoeia
Commission) - SR TRIOMNSEILLRIE TIF > 4Z B ERILH 1964 5 KEIFEM:
AHA - FREVECONER BRI B4 FMT IO Hi B 52 siaH A ml B R 22
B 325 EA 39 (g 5 (38 @2 BEUE) K 30 iz & - ZZE S TH TR
SHRBONSEIBERT Y ~ (E3TAMIBRAY o H BB AIYIE 2B T - 2 Bc TIFE
OB HE AN TN - FE T EERGRER > e ERmELE - %
AR B BRI LA/ NHAY AP o] S s B ap B R -

BamEEYETER 102 FRIERRABONGEREZE EGEiR a8 RESNES
GG L B BEARIE RS BB EE MR ek SO S ENI L S F E R AR
EER (% M7 105 FFHEIREIAHET 7 B o S 2 RO S B S BEAH B T /E /N
tHZ HE S » 7 Ak 4 {[EE 27 E£4H (Group 6 ~ Group 6B ~ Group 10A ~ Group 11)
ke 2 (8 TAE/NE(MAB WP £z TCM WP) -

AR HEITRE G2 IIBONEE T B &5 164 & » BRARBONEE L 5 4R
77 7] e B2 WM S U (AR B S BB ~ (&5 T RERE s A m Al Es T
Gk B G EHEE S RE RE T R - eI AR R - DUR T

m’

I 5 i o S T A S S > DRI B P B R B A A F e - IR o 54
SR A bl B B PR P S B 7,

AR BT (2 INEOMEE L PRV & - EDQM BBEIBIONSE LSS 10
RREYEETT ~ BONE 7 88508 I B i e (OMCL) 4848 K BIOM & i i H 14: 36 = (COS
Bl Certification of suitability » % CEP)k 1758 25 #E4F » [N L BRI AR BN £ Hi
EIPRBET G » Gath BE AR TR AL B GE AV BIOMEE S5 & (Council of Europe)
EDQM 485 » ARGy kb B2 % B menis o S B2 - S T 88 aiy) T R



vitast T ielgo A T BURIRE - TEONE TSR E R e E NS T ER
B TR R B BB B A i e T RNES ) T R RS TR
KRGHFEERS BEONEGEIE B EHER AR TR NIZE  REE - E
EESE S RS BARUT GBI T RREEOMN S AR AT HA S b e 3% fee il s
ARHEREREREYEHZNGT#EK 2 RERH L EHR " Study on
Analytical Methods of Multiple Nitrosamines in Sartan Pharmaceuticals |, (Sartan %5
i T T 2L B nn i R e o 2 A A 7 7 ERTSE) K T Case Reports of Defective Influenza
Vaccine on Taiwan’s Batch Release Procedure in 2018 | (2018 &5 EE iR B ihf@
SHIZE 5y EE) » Hop T Study on Analytical Methods of Multiple Nitrosamines in Sartan
Pharmaceuticals | fE{5EEH LIS - A ek b 1 H 2 BB EGR SO RAVEIR HEX
ERZE CANTEER ~ VAR ~ Sodhiss) » HUUE IR > W E LB g8 R A V)88 an s -
HIR B S B B G A SO TR R ~ TUABLE R, - fréfe 2 Bl | inZEy)
EFRZ L AR ST AR RHVE R - RAGK AT E 15 2 BIOM SE S LK B i A s 2
SR 7 el KSR AERR e A 2 BREE - FBIHY Th B R LR B PRSI S Sk e - AT
TR TR B 2 o DUDRGE R R -
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7 B &5 164 A BUMNSE MRS & - 72 108 4 6 H 23 HKXE]
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HIH TR/ TAF4C 2
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2 - GINTEEER
AR 7R B BN S i B LA A (R (R Ry (ED QM) 2250 2 B 2 8
G5 164 ZEH LBONSE SIS & - R B
— ~ BRNERZE G5 164 &R
BIOMEEIZ B &5 164 NG H#(5ky 2019 FAYE “REONEEHRAE » &
AR TS BB R A/ N A AR A TR
& LAFHEE - Fakbaiais - HEPE{ EDQM J5 & Dr. Susanne Keitel 5517
B el & g BRAR MBI S G AR E R - W EE RS EERAH
A - #EEERBH EDQM JTHARIAHRBHIEE) - THE EDQM RHE ARG T 1757
B o AW(EE 164 K) R HEONEEHZ 5 & ¥{T T 5% Dr. Torbjérn Arvidsson
(i BUEE) T » W AR G HRBERBON ST B (TR TR - B e e
NG BT B RS g BBETRE » BRERZE—RITRE R Prof.
Salvador Cafiigueral (FEIEA%E) » 55 Rl L5 & Mr. Goran Benkovic (Fe4f%
PHEEEE) » (EHA=/(2019-2022) - FHETTASE 165 sl T & HERRFAHEL L
1E/ N B GRABE -
(—) BUM &2 i B FOmRIARIE %
ARG i B BUEREE 53 5 - HH/[ME(Minor revisions)

H 7% - {ZET(Revisions) 44 5 ~ #rid(New texts) 2 & ~ b i@ i

W

ﬁ

Jit(General texts)d: 4 £ ~ iHBAREH K IL 36 B R TIEEtE 2 EETHEZE
bRt 3 5% » SELL T B REHH K TR/ NS E N
(Z) BERBHAHE

\

BOMEE s R BT 21 4H > AR ERRA 12 (HEHH LR TS - W
TANEEEEBON SR L R GFERER(E ST - B3] - /M - 1R

BaRK) ~ LIFsTESHTHEE - fEskERAT

1. Group 7 (Antibiotics)



/& Phenoxymethylpenicillin  (0148) ~ Phenoxymethylpenicillin
potassium (0149) 5z Oxytetracycline dihydrate (0199)% 3 & H
. Group 9G (Medicinal gases)
HUF{ZE]T Nitrous oxide (0416)4n H - JRFHETHES TR —2& bhk &
TR A SEE R S IR B AR E TIEE B A Wb -
. Group 10A (Organic chemistry-synthetic and semi-synthetic products)
3845 Clotrimazole (0757)~Gliclazide (1524) - Etacrynic acid (0457) ~
J% Zuclopenthixol decanoate (1707)% 4 T84 H 4R &5E K -
. Group 10B (Organic chemistry-synthetic and semi-synthetic products)
{51 Clomifene citrate (0997)f:H - 8% Prednisolone acetate
(0734) 5z Dexamethasone (0388) 2 & i H 4w {Z a5 oK
. Group 10 C (Organic chemistry-synthetic and semi-synthetic products)
3845 Zidovudine (1059) 5 H 4R {& a5 oK
. Group 12 (Dosage forms and dosage form methods)

38 #% Uniformity of mass of single-dose preparations (2.9.5.)## 1|45

. Group 13H (Fatty oils and derivatives, polymers)

7% Macrogolglycerol ricinoleate (1082) ~ Fish oil, rich in omega-3
acids (1912) ~ Glycerol (0496) kz Polyacrylate dispersion 30 per cent
(0733)% 4 HHmHREF K - LR EFET LIEERERS - &RE
HEETE 30 REETinH Kk 14 R E - 558 11 iRan H g
PRI ETAEREE -

. Group 14 (Radioactive compounds)
#H##% Gallium (68Ga) chloride solution for radiolabelling (2464) -

Gallium (68Ga) edotreotide injection (2482) - Technetium (99mTc)



10.

macrosalb injection (0296) & Radiopharmaceutical preparations (0125)
F 4 HEREHE K -
Group 15 (Human vaccines and sera)

/IME Tests for extraneous agents in viral vaccines for human use
(2.6.16.) ~ Yellow fever vaccine (live) (0537) Kz Influenza vaccine (live,
nasal) (2772)% 1 IEEHI X 2 THSLH > 848 Tests for extraneous
agents in viral vaccines for human use (2.6.16.) ~ Yellow fever vaccine
(live) (0537) X Influenza vaccine (live, nasal) (2772)% 1 T&#8HI| [z 2 T8
o H $wiEEH°K -

Group 15V (Veterinary vaccines and sera)

i Principles for the detection of extraneous viruses in IVMPs by
using culture methods (2.6.37.)#@ 81| » 5T Substances of animal origin
for the production of IVMPs (50205) ~ Cell cultures for the production of
veterinary vaccines (5.2.4.) ~ Vaccines for veterinary use (0062) -
Immunosera for veterinary use (0030) - Aujeszky's disease vaccine
(inactivated) for pigs (0744) ~ Aujeszky's disease vaccine (live) for pigs
for parenteral administration (0745) ~ Avian infectious bronchitis vaccine
(live) (0442) ~ Avian infectious bronchitis vaccine (inactivated) (0959) -
Avian infectious bursal disease vaccine (inactivated) (0960) - Avian
infectious bursal disease vaccine (live) (0587) - Avian infectious
encephalomyelitis  vaccine (live) (0588) -~ Avian infectious
laryngotracheitis vaccine (live) (1068) - Avian paramyxovirus 3 vaccine
(inactivated) for turkeys (1392) ~ Avian viral tenosynovitis vaccine (live)
(1956) ~ Bovine parainfluenza virus vaccine (live) (1176) ~ Bovine

respiratory syncytial virus vaccine (live) (1177) -~ Calf coronavirus



11.

diarrhoea vaccine (inactivated) (1953) ~ Calf rotavirus diarrhoea vaccine
(inactivated) (1954) ~ Canine adenovirus vaccine (live) (1951) ~ Canine
distemper vaccine (live) (0448) - Canine parainfluenza virus vaccine
(live) (1955) - Canine parvovirosis vaccine (live) (0964) -~ Coccidiosis
vaccine (live) for chickens (2326) - Distemper vaccine (live) for
mustelids (0449) -~ Duck viral hepatitis type | vaccine (live) (1315) ~ Duck
plague vaccine (live) (1938) - Egg drop syndrome '76 vaccine
(inactivated) (1202) ~ Feline calicivirosis vaccine (live) (1102) - Feline
infectious enteritis (feline panleucopenia) vaccine (live) (0251) ~ Feline
viral rhinotracheitis vaccine (live) (1206) - Fowl-pox vaccine (live)
(0649) ~ Infectious chicken anaemia vaccine (live) (2038) ~ Infectious
bovine rhinotracheitis vaccine (live) (0696) - Marek's disease vaccine
(live) (0589) ~ Myxomatosis vaccine (live) for rabbits (1943) ~ Newcastle
disease vaccine (live) (0450) - Newcastle disease vaccine (inactivated)
(0870) ~ Porcine parvovirosis vaccine (inactivated) (0965) - Rabies
vaccine (live, oral) for foxes and raccoon dogs (0746) - Rabbit
haemorrhagic disease vaccine (inactivated) (2325) ~ Swine-fever vaccine
(live, prepared in cell cultures), classical (0065)kz Turkey infectious
rhinotracheitis vaccine (live) (2461)% 2 T8 Rl k2 40 TS H - di/ME
Healthy chicken flocks for the production of inactivated vaccines for
veterinary (50213)#EH] -
Group 16 (Plastic materials, plastic containers and closures)

Z B E T TR i - Wi UM EE] Sets for the
transfusion of blood and blood components (3.2.6) and Sterile

single-use plastic syringes (3.2.8)%F 2 HF % » THaHEdmE TIEB T



THER:
12. Group P4 (Procedure 4)
i Olanzapine embonate monohydrate (3047) L H e
(=) TfE/ s
BOMZEIL TR/ NHET 40 (H - AXE A 18 i/ NHERE TS -
sRE RN
1. ALG working party (allergens)
2/ N AT AR s
2. BET working party (Bacterial endotoxins test)
3% Monocyte-activation test (2.6.30.)#ERI4R{EE K °
3. CRB working party (Carbohydrates)
3 3# myo-Inositol (1805) % H 4w (E:EK -
4. CST working party (Chromatographic separation techniques)
134 Reagents (4.1.1.)#HI4R &K -
5. CTP working party (Cell Therapy Products)
Z/NeH E LT TR S s
6. EXP working party (Excipient performance)

7% Magnesium aluminometasilicate (2854) ~ Sucrose (0204) -
Cellulose, microcrystalline (0316) 5z Cellulose, powdered (0315)% 4 75
mn HERIEFE K - Haz/ NEE G ET TIFEE RS -

7. HMM working party (Homoeopathic Manufacturing Methods)
2/ NH E AT AR A S s -
8. INH working party (Inhalations)
7% Nasal preparations (0676)/i: H 4w 25K °

9. MAB working party (Monoclonal antibody)



10.

11.

12.

13.

14.

15.

16.

17.

2/ NH ST TR R -

NBC working party (Non-Biological Complex Drugs)
Z/ N LT TAF M s -
PAEDF working group (European Paediatric Formulary)

i Introduction to the European Paediatric Formulary ~ General
Principles of the European Paediatric Formulary ~ PaedForm monograph
“Hydrochlorothiazide 0.5 mg/mL Oral Solution” f;2 PaedForm
monograph “Sotalol hydrochloride 20 mg/mL Oral Solution Z 4 JH 3 RI|
Rt > HL5Z/NH TR AT LA e -

PAT working party (Process Analytical Technology)
Z/ NH E TR T TR s
POW working party (Powder Characterisation)
2/ NH T TR R -
PRP working party (Precursors for Radiopharmaceutical Preparations)

i 3% Tetra-O-acetyl-mannose triflate for radiopharmaceutical
preparations (2294) - Chemical precursors for radiopharmaceutical
preparations (2902) -~ Copper tetramibi tetrafluoroborate for
radiopharmaceutical preparations (2547) % 3 155 H4R{E:5K -

ST working party (Standard Terms)
Z/ N T LT TAF M s -
SUT working party (Sutures)
Z/ N T ST TAF e s -
VIT working party (Vitamins)
i 7% Alfacalcidol (1286) - Betacarotene (1069) - Cholecalciferol

concentrate (oily form) (0575) - Phytomenadione, racemic (3011) k7



Riboflavin sodium phosphate (0786)%% 5 J& i H 45K » Hi%/\H
FIREHEIT LA s
18. VSADM working group (Vibrational Spectroscopy and Analytical Data
Modelling)
4% Raman spectroscopy (2.2.48.) i I 4R 5 K
(M9) ARl e
1. /bsH4H(Sartan)ih H 4R {E TIFHER

(1) Bomgedizs 10 fREvfEs 5 sartan {@#Zw > B+5 Valsartan ~
Candesartan ~ Irbesartan ~ Losartan 5z Olmesartan > {25 N & &
B INEFE(PRODUCTION)IE H - fi i it i e Pr LR A 15
FEAET N-Goff s — PR B N-Soff R = Z s v RE B MR 7
M HES T E & B E IS > K30 NDMA Kz NDEA [RE A
(NDMA [E& 0.300 ppm ; NDEA [F& 0.082 ppm) » BOMEEHLES
10 hR(10.0)EE05% 2019 = 7 H AR - s E5TAERH B 2020 4= 1
H1H -

(2) 25 166 X&55(2020 4 3 H)iEH European commission jfiis » B
#rigs] DL E > WIHEHR R 10.4 LA - BaTAERH Ry 2021
FA4H1IH-

(3) Hal MG Working Party (General methods) 1l #E1T 5 Hl
2.5.42 The control of N-nitrosamine impurities in APIs -

2. I ] A SRl 2 A sk &
e 7 A 5 A J > B B o e VA s B AR U7 VA (W H T
{EEALE T ABUE B2 F ) - HENSRE SRS - BREEi T
BRI (NPA) ~ Bl 880 LRI (NCA) ~ BUNE Héa g fl g R =

(OMCL)% » SE &R A ISR - BCA A R HIMEZOR -

10



FEEHBONEE 2 B e TR P -

=~ BONEEH BT &

AR G B R b & ER BN B EE 2 (Council of Europe) 5% 2 BIOM
& e B AR PR =) (EDQM) 3 - & gt BEAE )25 BT Fi B e Y IO EE
Z Palais de I’Europe [z EDQM #&3E o« AR a8 2 A 4% (Impurities)

AW &9 (Biotherapeutics) ~ —fi% 77 7£(General Methods) ~ i & i (Finished

X

Product Monographs) ~ OMCL 4g%%(OMCL Network) ~ EEGEIIE(L ~ HE -
o A b B B B (3R & ATMPs) K235 (Certification) 55 7 K B
STAME 2 BROKHEA F Eaf = [FRER T > il &R EONEE S & Palais de
I’Europe AAHET TEEH R - AR RISV S E 2 BEER 2 REE
#FEmor T Study on Analytical Methods of Multiple Nitrosamines in Sartan
Pharmaceuticals ; 2 " Case Reports of Defective Influenza Vaccine on Taiwan’s
Batch Release Procedure in 2018 | » Bi& BB 50 B E I EET A7 °
UM RS AR & 3 2 BN A
(—) Impurity Control in the European Pharmacopoeia
FEIOMNEEIL 2 R EETE
F5% A2 Dr. Gabriella Torok » IR {TECHEEH Z AHEEEE T
SH(10B) £ » B el S ML AL AHIZRIBEELG > SR ACEICM SE H b
R PR E T 0 Bl&  General Monograph “Substances for
pharmaceutical use (2034)” -~ General Monograph ‘“Pharmaceutical
preparations (2619)” 5z General Chapter 5.10. “Control if impurities in
substances for pharmaceutical use”3f » FHIEfE ICH Q3A HY active
substances 1 ICH Q3B #Y finish products ¥17E » Frish e 1Y #iE &2 R

4% R BRI - M H AR BB S SsR HI MRS TT ICH M7 JE > RS

11



actives substances T ELNZEMEA Y (DNA SEME/EZEE M) 1Y
ETE FRSAMESN  TEIIHEE R SO b B A A G R [ AT e i
EEUR 0 MR AT REH e -

H ATBCMN SE R R S8 h A SRR G - EERER ICH Q3A
JE  WIF— o BPREIER R RY I - FEREE ICH Q3B #iE - A
R RERFVETE FEIRBE HE ARSI RL2HlE  GaFH
HRAE - TEHIRE AT ERE - B "5 TEEHNEREEY)
LAY 2 E R B R H R - & CRIA S s R EY)
BHEREDRC EAFEEEGHHINEEEEHRIg 5SS NETER ERME -
BIOM S HL g R e A S (B AR ZE ) o B - 6 HETEAHERIIR &
SAE > ARFPE A APIRZ — R BN E -
B EE HL (1] 3 T AT A SRR EE 2018 - FEP T
Fi%{b&P)(Related substances)
1. $ERIR4%7(1dentification of impurities)
2. ZKuaE 1 (System suitability)
3. EEE&EH 5 ER(Calculation of percentage contents)
4. [REFAE(Limit)

(1) £ EA 4% (Specified impurities)

(2) RFFEA«iP)(Unspecified impurities)

(3) A 4li¥4 & (Total (of impuritites))

(4) #HE5RE{E (Reporting Threshold (disregard limit))
ST {1 i T 45 e 1) L 25 R T A 4 47 4 e R i 1 s A B I SR A
T
R4iP)(IMPURITIES)

1. FEA%Y)(Specified impurities)

12



2.

T FREE TR YRR SR

FHoAh =] (= IR 4di%7)(Other detectable impurities (information))

GHEAER | BHamE | BEE EREE
> 0.10 %=k H > 0.15 %siEH
<2 o/da mHE>1.0mg | #HUE>1.0 mg
Bl (LBEER | (LEEZs
%) %)
> 2 g/day > 0.05 % > 0.05 %
Fo B h R G AR
G H AR (% o
s [ o] o i ) A
<1 g/day >0.1%
> 1 g/day >0.05 %
G H AR (% .
s [ o] o i ) ikl
<1lmg 1.0 %EE HEEEES ng (DUHEE B#E)
1mg-10mg 0.5 Bk F R 820 pg (ML (R R%)
>10mg-2g 0.2 %55 HIRETE2 mg (LU BE)

>29 0.10%

<10 mg 1.0 %= H R HUE 50 ng (MAEEE fy2E)
10 mg - 100 mg 0.5 %=fg HiRHUE 200 ug (DAEHEE fy2tE)
>100mg -2 g 0.2 %= HiHE 3 mg (DUREE F4E)
>2g 0.15%
FHNE B AR BARE S DNA R IEMEEZe S M S s

41 2018 4F 7 H Valsartan JFURI 255830475 N-2ofyk: — FH/(NDMA) £
N-oo i 5 — Z B (NDEA)F 820 Mk (7 #E (&3] Valsartan {5528
12815 (PRODUCTION) Kz arfi iz (Nitrosamine) S AHBRRFE LA |

1. PRODUCTION

As N-nitrosodimethylamine (NDMA) and N-nitrosodiethylamine

(NDEA) are classified as probable human carcinogen, manufacturers

must ensure that their manufacturing process does not generate such
13



impurities. To allow manufactures to make the necessary changes to
their process, a transition period has been agreed by Competent
Authorities and strict temporary limits on levels of these impurities
introduced in the Test section.

2. Nitrosamine Carry out the test by a suitable method.

The substance to be examined does not contain either NDMA or
NDEA above the limits provided below or both impurities at whatever

level:
- N-nitrosodimethylamine (NDMA): maximum 0.300 ppm;
- N-nitrosodiethylamine (NDEA): maximum 0.082 ppm.

PR ALBIOM SE BT R (Validation) /2K > JEHEUE A SIYPE HUE

BHVER AR

1. ZEffEfE (Accuracy) B EBEIEEENSHE 2 MIEIER - I
FEE M7 A EE BNEEN > $iiT 270 3 R R 20 9 I

G (0 3 (EERE - FEDREERE 3 20) « fEMUEARUS &R 4iE

VIR S - FEAET TR IR St A 5T -

2. AHEEE (Precision) @ {3 AT LR — T E M2 AR &S —
ZIHEEZ T (RO - B & E R M (Repeatability) ~ 1
[#5 2 2£ (Intermediate precision) J 5 14 (Reproducibility) -

(1) &M (Repeatability) : FoRAERIIFEIN LUHEHEREGRE T RS
FIRUHERRE - AR ENEHEEANSTED 9 ZOHE (Fl40 3
{ERE - HERAEEE 3 ) » BUfE 10096 1Y & MR R T 2
b6 TCHIRE

(2) fEIA [ (Intermediate precision) © FyRE = NAIEHE -
AR E AT H B ARE 287 A B R E DT S LR -
MR T TR - PRIEEER IR ZEIHE -

(3) AR M:(Reproducibility) : FoRA R EREE ZHHVEEE (HER
ERGTEISL - T BRI AR -

14



B —14:(Specificity) : For/EAE 1] B FREAF LRI LT BESIE (FAE YIS
JU NEMERTFL I ATIRYAE ST > M EARREE  [RRREY) » BYES
BIANATS R EA [E A di) 2 S —E R E  15& RSB R
FE
(1) W HSEAMEEER - REREEA 2.2.46. Jg iy BER o TR E
(General Chapter 2.2.46 Chromatographic separation techniques) -
B0
I EFFEAT-(Symmetry Factor, As) 774 E B AR TP HY
W —fREORFs 0.8 £ 1.5
Il fi##fr/EE(Resolution, Rs) * 8 3H S8 HIRZ 6~ = T SR AT
& > fiE Aciclovir [l 5 m] B EIREATE 2/ VS| 15
. 7 EL(Peak-to-valley ratio, p/v) © & FWAAHAD R AR BEZEE
e 4 ey Gl AT RSS2SR/ NS 1.5) - RIS EEE RN
1.5 i H BRI 2 S A ERNE M E - &5
WSS ST R R A Y o BERUR
(2) SHMIR T EIEE — R e/ s - R EeH & 2
SR 2 M T EAGHE T 5347 > 40 Rosuvastatin Calcium {3
I EEEREA 4534777553 By Related substances £
Enantiomeric purity (ImpurityG) -
R R (Detection limit) © Fom ] DU EIEE sa P o S VIR i (R &
{BAREDRE B FIFIEE
7 B MR R (Quantification limit) : ZrRAE LUE & YRS & RN AR fE RN
ERR T TR (KR - B> BUEERYEE BRI N
TR RR{E > 555 ME Ascorbic acid fIi 5 A &%) 2 S &AM
FI7& #I1H s LL (signal-to-noise ratio) fH B i -

15



&M (Linearity) : Fom A4 E il B N R dn R o BP0 HIE [ BURE (8)

AR IEERAYEESR -

fiiEl(Range) : FortkmP o TEILIRE (8) @EN - BAHE

EEETE  REMEEASGE - R/ D EE S EORE - EHIE A4

V(SR EYIG - #E R R B E SR 4P (Sl ) R

FRIRIERT 50% (L= # RE) » EMIRRIRERYT 1209 - 5551 -

sa o MTYIEL RN SRy sREe A DU - DA T7ER5 (Response) ML

TEAF~(Correction Factor) i EA &) & &5 HHEFEH -

HCAth © it 524 (Robustness) ~ 7522 % 14 (Solution stability) k2 i Bt

ZE(Filter study)Z

(1) TMit8 4% (Robustness) : #&HIAE T 7AS B ZIBHIEL - ZRER
TN ITIARY ISR o REaHE EUR TR b 78 07 ARV - Sl H (8
FeATBREE IS B Ta A - PI0fE LC 3 J7AH » BRIy 28
#(L > EEBEMHT pH (LAY E - BEEA - REER

(CRIEIRVHESRECA FI LR ) ~ JRE ~ i ~ ISR ZEM: - 4

TR 232 iR b2 2 Ry M (PR e e - Al
IR AT EREEER I o R T DA EHERUR T FEIRIL — RF R4
HAME2E - IR EE IR OREF oA 77 A8 A

(2) ERZEME(Solution stability) K JERAT FE (Filter study) = ££
Rosuvastatin Tablets {5 5 &5 73R A RS IR 2 E YRR 7
BN (B &) (Related substances)R T & =it I Fa Z '
RS FEAT T BIEC B SE > 2k (Dissolution)s e - FE{H
i polyvinylidene fluoride (R} PVDF)# & YIS THEE S -

ERGALE YRR EER T A E 2 R E A4y

MR -
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(V) FEHERZ T ITAARNE s R e A A 5oy
M SRR T - W - BT ~ 1% - EERE
(response factor) ~ FE# & » MRS -

(2) JREHERZ i T AR B E N TR R E R T A B
SEREHIRERY ©

g A R BN YIS 2 (RE)E D
1. FEF 1 JMEPRE (External calibration)

(1) teanEiRiakE - REONSEHE R RAVTE > TERARIERT
(Correction Factor, CF){E Ry# Ml f I

(2) (ERRFER YIRS -

() EFREEF 0.1%FE S - HAY) 2 [l fE R (response
factor)/ N 0.8 SRR 1.2 (s PR IE N By e A a4
mnfE RS MERIEAE. ©
it * BIEPAF-(Correction Factor, CF)& [alfEREIYEIEUE -

(4) ETECIEREE - WEERYIE S -

2. FEH= 2 FiEmEE—{b(Peak area normalization) » £/,

Aciclovir {&z -

3. [REFEEHETE  &5ELI N ¢

(1) EEEFAERN ITERE S AT RS & BB fr n] e iy 88 51
P -

(2) RAYEZEENZRS B FE2HHEHE -

Q) WHLAREE EHLREIR T AR AR AR EOR 1 AE

ST RS -

(=) Challenges linked to Control of Antibiotics - Industry View

T DL SR B B WON BRI R U AR IR AR S E P2 R
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FHEEE Dr. Jan W.H. Smeets » 2k H CENTRIENT Pharmaceuticals
K7 Director Regulatory Affairs » [5]HF th 2B EE L Fri A4 ZE SR EEAH(T)
%8 -

BT ERNNE PUERIRIE A EIRVEUS B 7 Bsie5
FERE ARG UL o PIMNEE SRS E 2 HiIERA benzyl penicillin,
gentamicin, tobramycin, erythromycin, clarithromycin, kanamycin ~ &5
2274 ZA amoxicillin, flucloxacillin, cefalexin, amikacin 2 {EE2-& 1k
72 314 Z5A sulfonamides, quinolones, oxazolidinones, chloramphenicol

PUAERNBN AR (E e - HEECE)NE (Assay)HIE
fir g LL%ZoR - AR &AM & DL UImg R - BIOMSE LB 50 RE
BT AERZ S ECE)AE o J57AR » S A A s s Al
52 (microbiological assay, BEfi7 1U/mg)iEiss ke fH @ = (HPLC, BEfr
%) > AR BANEEM: - 3R NFEE LA B R4S T4
FUELL WU AT 251 1U S8 5% - A —E B 7] LUE REE e AH R
M - RIEEIOMNEE S S BEAH B RT4RIE 7 10 - &S E4RE>00% H £ AT U
% B AMHEEMERIER » 4 Gl HEY O T AE R BT
RHIERT

SHEBOMEE dif 4 R A A 46477 (Organic impurities) 1 e HYAH TR
2Z455( > A& ICH Q3A (Impurities in new drug substances) ~ B €& HE
38 HI| TF 37 (Substances for Pharmaceutical Use) ~ 255 ANDASs (Impurities in
drug substances) 5z BN €& LS B S5 5 [ (EMA Guideline on setting
specifications for related impurities in antibiotics) » = {E G BN &% 5E B
[$E5 [ERBHRE A 3B E S F A EOEMNPUAE R R SRR E » 2R 22
SeE EHEEOMN S E B S5 [ME 2 BIHERAHE IREEHY - Br 1 REE M #E
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(=)

BE LS B AR SR R A ZE R T AR e By e S B ELL T
Bian{sE FHERALEHENNAS:  INBLEON S RS R B E T A Z A AT
BRI - -5 BaVEEE - NI & ZE L BOMNSE S SR A AR BRI S5 5
EHEES RER BB - T H AR BRALE R DL 2 SR A i
FRAVRIREAET TEOR - SO IR BT 20K -

sire e NPTE RBEBIE A [F] - AR APIIRAE > (R (E

s T EAR SR EA 409 - BRI P A G At E SN §

B Gl SRR S S5 PR - T B WO 25 ST (R PR P I R PR S
R B e A R e - BTN s ch Hi A ZA APy SRS e
R A A IR R Y T AR - TR AR A AR R R E A S A

R A RE R Ry R 5 > M H A I B S SR ] 2 AR b TR D IR [RIEY
[ 2 (o FHI A [RI YA Gi) o3 i 5 7R HE T SRR BRESS AE

Challenges linked to the control of antibiotics: the EU Antibiotics Guideline
and its impact on dossiers and assessments
T Bl A 2B PEAHRARIPRER ¢ BRER B4 Zta e S L SRS s 2
T 5EE 2 Dr. Uwe Lipke 2 5 {2 B FR &%) & B 55( Federal Institute
for Drugs and Medical Devices, BFArM ) o 1E i o £ I B it B £ 5 /s 3
5455 [(EMA Guideline on setting specifications for related impurities in
antibiotics)i » JiAER A MYIRETEHEBIRIRIEIEZE - HHA4EPIHY
ST E T DUEZEpREE > DRI w] R M [F] e o B SRR s 2 U A A
[EHY AR - R EYIR AR PR S - FERE ISR ABE T - A E
HER BB FEIFE YA m] gE A AR A [E R A S0 DR IS B A e B 4
HHL{TE S i AR 2R )RR i e R
BOMNSE I E B H 155 AR AE R ERE TT AR FEETE A [FHY R 5 R
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1B ~ EHIRE R BRE R (E - AHETHY ICH Q3A MIFEE R - ¥IH VR
TR V) RIRS - R A “fingerprint chromatogram”fy il 4 isE -
DK B EE S IS SR A IL » BIANAEAR XE A S5 B e 8 A PR
R B [ R M S R SR B B R B 5 - FE RE A AN SRy 7R
EhaH -

(P4) Chromatographic Separation Techniques
P I B G 4
F=&7/E Prof. Jos Hoogmartens » 3 (LRI EEHE 2 T 7 if
TAE/NGH(CST Working party) £ - &Y FHEAZEZ AN 2.2.46 gt
TR THE TR ER THYRZE - L8 A B BT A 2 BION G2 8L 2R 9
R 9.2 LUT SRS ZEMIHBIA A -
L. SRAHJET(Gas chromatography) : T FI B &0E -~ T
RS (Ramp rates) Kz 47 HS 5 (Hold times) £120% -
JEth RSB Y: - G b eYEiE ENERER T o BRI AR
HEA T2 0.8-1.5 > FEEHEMEN Ry 0.8-1.8
3. RAHJEMr(Liquid chromatography)
(1) JFEHE R E AR EURESE A o] DAY - fl4n C18 EfEEd C8
EAEA AE A AHEU TRET TR A DI B R SR T 2
ZREH A2 EE kT (Totally Porous Particles)®] /o HUf R A 3=
18 % LA (Superficially Porous Particles)#4'&
() JFREBEREN AR R L T 125% 0 TR ESE T E
B R B E e AR AR NS - ] R A f5125% | -
() JEHUE B R AT R Ky T £70% - [EE AR N AT
BEESy TP R 50% o ARG 5 R
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(4)

(5)

(6)

P NI ) FHEHR MBS T RIESERIAN - 25% ~ +
50 % (B4 NHH HPLC g8 % UHPLC By REM:) » B H 2
FLRBRIAAE » A [F] R SRR A INFT R (A B B AR By 7 S 3
SZHOE TR 25 % ~ + 50 % » HENRER GV R4 M
PRI B AT FE AR B HLE

EEARFEEER ST > RS AR B -
JE3HE  F2=Fi (L2 x dc2? )/( L1 x dei?)

B8 1 F,=Fi (des? x dpi)/(dei? x dp2)

FoZ i R - P (EEmAR e

LgHERNRE - LigEwmERE

deosZ i I ETERIATE - ded@ EqmA ENTE

dex /2 FEAERVRERL AN » ded 2 EmAR e RHL AR/ -
TR R A R R A=

tG2 = tG1 (F1 / F2)[( Lz x de2? )/( Li x dei? )]
tGo/EAEEAR ISP ERE [ - (G (B sk B PR s R -
TERSFE AR > R ENH KA pH B R R ENREDERYE - FRE

e AR > THETENUR10.2 pH units R EFUREE 10 % -
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B~ ORHEER
— PR S BEONFINT B e b SR IS - FESUAE RS

BV E B AT AR MR IESE T Ry TP EEAE M AR BN (R - B
o A B B, - R B P B B K PR AR & Y 102 FERCThE R
BONEEZ B EBEE - AUSSBEONERZ BT A KHSEYE
e 1] A BIOM 2 S (R ASE X R BIOM BE BB T 4R AZ 7 1) - 5% B MR EE 2
BOMNBIR A b & > Gk THe Pk B & & BRI % - B
& i B T AR E AR BB RAS 077 A Y ~ (B3 T RHBREEARREFEZE - HUS
P ILEIE L R AN REE L E 2R - BRI ES I R E
R EPEREES - RRAEE A HE A L B e [ ) S P -
T R PR E R e S S R e L (A ) S R -
BOMEE L = 58 & 3 KB PR & 12 EDQM 4850 R B & &
(Council of Europe)#8fit - AR A E Bi&HIZ £iad  fraigsYmiE
2t X Setkhals - NBFREESE XOLRFIed - 1HUS EDQM I3
KL REHEA » WA Z 2R E W ER - EEUNEEHZ B & Eak FtGaT
EDQM J5j & Dr. Susanne Keitel ——f1& & BEIAFEKEIZEERETFFR
ol > oY) - BUNEE B 5 & aak KBRS & 2 SR S E

bg#  SHEREEWTEE > FRERR 7 hERE =R BON

#
\

N

NS

;‘i&
%ﬂ}

+

%

sEii B g G n & EDQM & ERES A HBE RN E - mEUH
SEHLEY PR g Sofe 0t USB G : - H et =it 2 p i e th -+

i - 55 > & EHETIE s TamT  SEE B DSOS OE T R
SiAIERIR RS > ol BRI B USRS EIR s - GEEs il &
S AR S BLRT G HAES 7y 2 [BIPR & ary IE 7 BE BAH R S e <28
T BT T IEAN - B B R e R e g RE 2 LI b

g
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TR o

sttt 2 BRI & BEIIRESOR » PN BRAEER - FRT T Ik B &
nnfE SRt T EAE -

AR EBEAE EmEYEHEN G T #E 2 REERm O H &' Study
on Analytical Methods of Multiple Nitrosamines in Sartan Pharmaceuticals |
(Sartan &% i 1 25 88 50 B Rk o3 2 3 A 5 VETRSE) I T Case Reports of
Defective Influenza Vaccine on Taiwan’ s Batch Release Procedure in 2018 |
(2018 R IEE A R imdd I ZE 5153 ) » Hoe™ Study on Analytical Methods of
Multiple Nitrosamines in Sartan Pharmaceuticals | JE&EEH 0% » Az
FES BB S RATBER BEUNREZ (R ~ VAR - i) » BEX
R B LA SR YR IR - B B B B 5 AR 7

RCER ~ TURBLE R B H TRIONA PR ERVEEminbatitresst - prge 2

\

e

Al ] E IR RE R PR S e a7t 2 S8 - DIbEOR A REE i B Bl e &
A A B 2 BRRAE U - IR S BT & > BRI AR

B EES B o PR FREREE LA B TT AL -
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