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1 MAF Ryl R B 2 B i B ) 2 275 (/38 - BOMNEE BLAR(E TR (Rl B £ i
ST o BEOMNEE Sy E Bl AR fr{&f5 (European Directorate for the Quality
of Medicine & HealthCare, EDQM) N & 7 8P - T E @RI 1964 4F » 3% %

GEREHBONM & B K IIA G B0 AL EBION & B 5 SR 48R m] B SR 22 2
¥ 5EA 39 (g 5 (38 M2 BB HE) K 30 iz & - R indEY)/E R S F KM
fix 2 BEARIOM SE SLER Y 2 T B S EE R AR SRR G > 7Y 102 F£EIER
EBBONEEIZ B GEiZ 8 - BASNZE BT &R ZER - AR G2 IIBONEE
ZEEE 163 NG - IFREONEE MR RIE T m - R EEON S HUE IR
AR EL S E R AR R B e (R R (h IR EE AR B - DURS TR 4%
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/NH > 105 SR FEET NI B 58 R RO EE B R EH S TR/ MEZ B A
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H~6 B 11 BEBEONEEiZ By - AFER 102 FIEF R MBI 22 i
ZEEEZE A% R E 2 BEONENE B &G IREEON SIS H
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LIS E i o T S B R PR A B S B ORI 4 S A
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TAE/NR A BHBIOMEEBLARAE - 288077 TAE/INH L 5e P B AT A BN S 75 7
KITEEHF > HAinER 38 [l TIE/NEMESTEE - REBUNSEHEE
= BOMNEE i Z B g BN S BIE I AGREE LI - Frey BB R 8 nlHEE
H5S - JEg AR R IHBRZR B Z BRI RS 5 - MR &L EYEHE
B 102 FIEARAHEZE A > TEEHIRERMASE BRI TIE/NE - 7
105 4% 11 HBOMEE SR & s (EE R A o I ILA 6 (i o5&
SR 4 {252 E£4H (Group 6 ~ Group 6B ~ Group 10A ~ Group 11) &% 2 {f#
TAE/NH(MAB WP Jz TCM WP) » 5 ABICH S B [B G B R (8 AR HES)
G AL TS  telatiids T e Kiela i A85] % - BRILZSN » TR A EHTER
M EE LR TAF 2 — &N - 4w EEJFE Al (rules of procedure) B2 T{F+55]
(quide for the work) » JRHUSHER] 52 7 BRI 2E SR E 45 & » A BT S SR 24 B
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=~ BONSRHER B EE 163 R

BOMEEZ S &5 163 NEwk{fh/fy 2019 FEHVE —REONEEH RS - &
s A —R(H 108 4203 H 19 HE 3 H 20 H BF) » &N B £
BB R TAR/ NSRS 2 GRiE TR T TR A AT TR NEA
@ e o (7 EDQM /5 Dr. Susanne Keitel 5178z - #l
FEIR AR R B 2B G 3 - AFEENEE(E £ Dr. Tobias Gosdschan
I m - HEE S E B TR NERFE i st 55 - (NIl A&

BERRIEAFEGHER L — - AR 163 R) G BN Z 5
ST ERE > BHEEELEE Dr. Torbjorn Arvidsson 235 » Al FH EIHAE 164 sk
BEREONEE M Z B G R RS 165 REHETSH A TIE/NMEZ

2019 _ again (another) busy
year!
» March 2019 session => nomination of the
new Chair of the Commission
» June 2019 session => nomination of the
new Vice-Chairs

» November 2019 => (re)appointment of
Chairs and experts of the groups of
experts and working parties

INEES T B8 E I~ Bl LR R S H R B TR N H R SRR (F
BIGR © g Eth)



(— ) BHIERIPE 3% A5 R ms e T %) D EH I EE S R

LB B B 2 i i o5 /D 4B K (Sartan) i H 22 4R 8 AR

2018 47 7 F sk B K T L EE BUEE )\ T AR 5 B JUR) 4
Valsartan 2/ N-gifpZk —H iz (NDMA) S EE R ST - BAHR SR
PRGN RERAEE Y - 5 RIREE T EWR SR » WHZKT
ZRIESAERHZE fn - SZSBIRIR SR - BB AE BB B A5 1 U
BUGR 2 BIRE - BB R WA HA RS R A A 2 DI RS L ) 2 R
RN & A T A el > I H BN 2 B R SR T A R 2 dn i
H Ftgig 7 AmAl] » HeREREANSWT

W

A

(1) 7/D3HJERY 57 (Valsartan, Losartan, Irbesartan, Olmesartan, Candesartan)
am H (monograph) 2 production /NEFIIASURZ ATEEZEA: " N-nofif B
THERE ) B TN-GERSES T A ) AE) 2 E BRI -

(2) S¥riaihFfig (nitrosamines) gz 7 A8 -

wL_EA SRiETeZE - A DL 26 (ERE:

(1) $t¥ Sartan FAZE G oa i e 2 M HLE B IR E oM U504 » SiBlid g n]
AN YA br o

(2) E st R SEE o B RS T E A ) Z tgligaing > BUE R e
Frte 2 naffi i e B EEE R R g A A 2 & -

bt S E EREONEE e 55 (55 162 ) &k EOGER - R s ER
FZE > YOHE 5 4> production /NERHIA T LS g ERE (R H SRR R SR AR
U0 N-SERF A FRR B N-apff B — RSO MR sy o 2 Rul - s

te B hec el 552 BT > AIISCH MG Working Party (General methods) & &
AT » AR(EE 163 )Gk - MG Working Party # 5 glig 7 A (AT
HETE » AL R o4 D B Y AR ME - ARG iR E B P
(phase 1)iE#% X FEIE1% 2 5 e/ biH B {EEm (Valsartan, Losartan, Irbesartan,
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Olmesartan, Candesartan) » 45 A BNEEHEE 10 Rir(HAkEH 2019 4 7 H) » il
H 2020 4F 1 H4RY » Hh NDEA & NDMA JHi5& HAEIFREIEAE - 270
AR e S BRI TRE T HATERESFHZER - %
—PEEZ(phase 2)iHE A FE}#& i/ [the general monographs on substances
for pharmaceutical use (2034) Y (&5 TE K E (R H F R 85K 154 NDEA
5 NDMA A &ii%)(& 8<0.03ppm) » el ik &5 A S8 miy R 2E - R
2021 4 1 HBHEHEE 2 FEEL - i H AT E i H R4 - HRFEOMI 2
£ (EU commission) e & i H H1& B Sl th &l Bl 5 i/ DI s {1
s 1 K e iR PR A S I 2SR -

2.EDQM #1T CEP #i45

I
&N

VOSEE R S T35 TR 2 NDMA JTHL1% » 1548 N384k 5 flnafd
(NDEA, NDIPA, NIEPA, NDBA, NMBA); F4425 4 A [H:F4: Valsartan 4
H.A tetrazole ring P3H¥E (Irbesartan, Losartan, Candesartan,
Olemesartan) IR At HIET 52 o Safpf e e nl5eetey) - NPk 7 SR
LA S5 - (R EIOARI R — A E SR OO TR E 2
FEAAGYIRIACR - A SR EMR(K > NIFEE ABEBUTHI LSS
TR - S RE B B S S EIEE AT A M B GRS, -
EDQM AJE S 2 fF Ryl T
(1) FEd/DIEM CEP HHEEE
C5e i ERTRE SRS AR 8%4Y 125 {57 » Hrp 11 {7 CEP CLulEr(s
(suspended) -
(2) R GMP &%
2019 £ 9 | - EDQM i EMA i &TEEFEFAH] » 3% GMP
ihJ HEEBIRAEH M /A F] A Valsartan 2 Firds 2 F1f61ES - 1 FDA
FEEFEEN AR FERE - 5551 - EDQM B EMA thlf S e &R
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ONE] > Y 2019 4F 3 HERIEEFE/FAHE -

(3) filrisk B S} 6 s

(4)

EDQM 1773 13 ¢ OMCL &= < EilfgkEs - A1 Sartan testing
group - fo B TLant F it ba U0 - NDMA AR LR ~ 17
BeaTEE Wi bR BURIEK © 2 1L &h SR i L A = S R s A B PR
sUE » BT M AREBONE 2 OMCL g 6 KEdE i
7 AFE LC-MSMS ~ GC-MS Jz HPLC % » /A ffi EDQM
A b o NARERL H AiieER A 2 R RE EIREEL NDEA ~ NDMA
WTIRE > (yAHRELTA LOQ MEAR G E{T ZIRERELE - HAT
Vhfri el n] e A e e an(FR sartan JFURIEESN) -l 82 FDA &1 -

L[5 FH#E NDIPA ~ EIPNA ~ NDBA ~ NDMA &z NDEA fgfll 574 »

HFL OMCL tghf T INFEARZRBIOMN S5 8t 2 3 Al 7740 (MG 734H) -
H A HECE RS ~ J77A R SR A H B 2 an i B oy S A A
7 RIS -

BB

EDQM #duh eI ¥ CEP GHE. - S itai i A I B =25
(/] : EDQM B EMA Kz EU VI E(E ~ JRELPREERUE B B 2
HENE (BLFE AT Taiwan FDA) » 512560 5 S HIGAS SRELSE (R OR

HHE) -

&E b TR B R FEER - AL CEP #F4 ~ GMP & ~ 71
AR B S By FrEETT  ARORFE L EBEUTE » 7R
HAWIEDIRFFR T /& A5 & S i e o AR SR B BIPRE E 1F » DU
R -

3.BUMEEH L H f B HIERE ek
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24 75 ~ {EET(revisions) & 24 & K ik (new addition)H 10 & » 2F40F:

(1) /N {Z  (minor revision) : Asparagine monohydrate (2086) -
Atenolol(0703) ~ Candesartan cilexetil (2573) ~ Fluphenazine decanoate
(1014) ~ Fluphenazine enatate (1015) -~ Identification and control of
residual solvents (2.4.24) ~ Irbesartan (2465) ~ Isoprealine hydrochloride
(1332) - Losartan potassium (2232) - Magnesium fluoratum for
homoeopathic preparations (2676) ~ Metformin hydrochloride (0931) -
Names of herbal drugs used in traditional medicine (5.22) ~ Olmesartan
medoxomil (2600) - Oxfendazole for veterinary use (1458) -
Pentoxifylline (0851) ~ Perindopril tert-butylamine (2019) -~ Prazosin
hydrochloride (0856) - Pyrantel embonate (1680) - Pyrimethamine
(0288) ~ Sutures for human use - Section Introduction (90004) -
Tiaprofenic acid (1157) ~ Valsartan (2423) ~ Zanamivir hydrate (2611) -
Zoledronic acid monohydrate (2743) -

(2) {57 (revisions) : Benzocaine (0011) ~ Calendula flower (1297) ~ Castor
oil, hydrogenated (1497) -~ Clobetasol propionate (2127) ~ Dimethyl
sulfoxide (0763) ~ Ergometrine maleate (0223) - Exemestane (2766) -
Fluocortolone pivalate (1212) ~ Fraxinus rhynchophylla bark (2452) ~
Hawthorn berries (1220) - Lisinopril dehydrate (1120) - Maize oil,
refined (1342) ~ Mercaptopurine (0096) ~ Mometasone furoate (1449) -
Nometasome acetate (1449) - Prednicarbatum (1467) ~ Rosuvastatin
calcium (2631) ~ Senna pods, Alexandrian (0207) ~ Squalane (1630) ~
Sulfamethizole (0637) ~ Testosterone (1373) ~ Tranexamic acid (0875)
¢ Zolpidem tartrate (1280) -

(3) Fri(new addition) : Adonis vernalis for homoeopathic preparations

12



(2832) ~ Almotriptan malate (2970) ~ Co-processed excipients (2969) -
Donepezil hydrochloride (2582) -~ Donepezil hydrochloride
monohydrate (3067) ~ Raspberry leaf (2950) ~ Rehmannia root (2569) -
Rosuvastatin tablets (3008) - Betacarotene (1069) -~ Dipotassium
clorazepate monohydrate (0898) -
(&) EXREHHERE
BOMNSEHLE S ERAHET 20 40 ARGHA 18 (EEHHFRETHRE - W

SN RN B S SN « TR BT
SR EBEAIT

1. Group 6 (Biological and biotechnological products)
2R AHE T TR HRE - HAA 45 oo BB AGRE

AR Hig 28 Rin H Y MBS & - Hdugidin H AHG Atosiban
(3054) ~ Enoxaparin injection (3131) ~ Fondaparinux sodium (2595) -
Glatiramer (3057) - Glatiramer injection (3104) -~ Insulin glargine
injection (3129) ~ Lanreotide (3056) - Octreotide (2414) -~ Pancreatin
(2981) ~ Pentosan polysulphate sodium (2178) ~ Teriparatide injection
(3130) 5z Triptorelin (3055):1 12 &= &7 H &5 Aprotinin (0580) -
Aprotinin concentrated solution (0579) ~ Chondroitin sulfate (2064) ~
Danaparoid sodium (2090) ~ Erythropoietin concentrated solution (1316) ~
Oxytocin (0780) ~ Protamine sulfate (0569) - sodium hyaluronate (1472) -
Somatostatin (0949) - Somatropin monographs (0950, 0951, 0952, 2370) -
Tetracosactide (0644) ~ Low molecular mass heparins (0828) &
Urokinase (0695):1 16 &=

2. Group 6B (Human plasma and plasma products)

(1) @ # Human anti-D immunoglobulin  for intravenous

13



administration (1527) 5z Human anti-D immunoglobulin (0557)4f
sk -

(2) #EE L © 2019 F4REEEAafE TS H Human coagulation

W

factor VIII (rDNA) concentrated solution (3105) - Human
coagulation factor VIII (rDNA) powder for injection (3106)
Human coagulation factor VIII (rDNA), B-domain deleted,
concentrated solution (3107) &z Human coagulation factor VIII
(rDNA), B-domain deleted, powder for injection (3108) &z &7
H Human albumin solutions (0255) ~ Human plasma (pooled and
treated for wvirus inactivation) (1646) -~ Human normal
immunoglobulin for intravenous administration (0918) ~ Human
normal immunoglobulin for subcutaneous administration (2788) &
assay of human anti-D immunoglobulin (2.7.13):F 9 & -
3. Group 7 (Antibiotics)
& 5T Sulfamethizole (0637) /i H i % #% Tobramycin (0645) &%
Dihydrostreptomycin sulfate for veterinary use (0485)4R &z K -
4. Group 9 (Inorganic chemistry)
s BEAH ST TR S SRiE/FEEETA 29 RIEEThnH & 5
AT e o RIS B SRR s R R AR -
5. Group 10A (Organic chemistry-synthetic and semi-synthetic products)
i Almotriptan malate (2970) ~ Donepezil hydrochloride (2582) 5z
Donepezil hydrochloride monohydrate (3067) % 3 =i H @ BT
Acamprosate calcium (1585) ~ Tranexamic acid (0875) &z Zolpidem
tartrate (1280) % 3 &=inH @ /& Gliclaze (1524) ~ Isoprenaline

hydrochloride (1332) ~ Metformin hydrochloride (0931) - Fluphenazine

14



decanoate(1014) - Fluphenazine enantate (1015) - Oxfendazole for
veterinary use (1458) ~ Pentoxifylline (0851) kz Tiaprofenic acid (1157)
% 8 BhhH o i iE Acetazolamide (0454) - Adrenaline (2303) -
Disopyramide (1006) ~ Lovastatin (1538) ~ Naproxen (0731) ~ Naproxen
sodium (1702) ~ Norfloxacin (1248) ~ Paracetamol (0049) - Sertraline
hydrochloride (1705) ~ Simvastatin (1563) ~ Sodium cromoglicate (0562) ~
Thiamazole (1706) ~ Trimipramine maleate (0534) -~ Urea (0743)% 14
RdmiEEEK
. Group 10B (Organic chemistry-synthetic and semi-synthetic products)
¥ 8% Rosuvastatin tablets (3008)1 &= i » & ] Clobetasol
propionate (2127) ~ Exemetane (2766) ~ Fluocortolone pivalate (1212) -
Mercaptopurine (0096) - Nomegestrol acetate (1551) - Rosuvasatin
calcium (2631) - Testosterone(1373) £ 7 & hih H » WidiE K e E
Rosuvastatin zinc (3135)%1] A4Rf& T/EEE -
. Group 10 C (Organic chemistry-synthetic and semi-synthetic products)
{&=7 Linsinopril dehydrate (1120) 1 &=/ H @ /]\M& Zoledronic acid
monohydrate (2743) -~ Zanamivir hydrate (2611) Kz Perindopril
tert-butylamine (2019) % 3 /5L H » I HE A& [ = Mivacurium
chloride (2774){4m{E T/EF B HIHER -
. Group 10 D (Organic chemistry-synthetic and semi-synthetic products)
&&TL B Dimethy sulfoxide (0763) 5z/M&h H Pyrantel embonate
(1680) -
. Group 11 (Organic chemistry- natural, semi-synthetic and synthetic
products)

{&=TimH Ergometrine maleate (0223) -
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10.

11.

12.

13.

14.

15.

16.

Group 12 (Dosage forms and dosage form methods)

3 K [E] & Disintegration of tablets and capsules (2.9.1)4R{&:5
Group 13A (Herbal drugs and herbal drug products)

{&sT40 H Senna leaf (0206) 5z Senna pods, Alexandrian (0207) » 3lfi
7% Biberry fruit, dried (1588) ~ Odour and taste of essential oils (2.8.8) -
Opium dry extract, standardized (1839) % Star anise (1153)4m{Z:5K »
I [F] 7 AF Senna pods Tinnevelly (0208){E B £ HLff: -

Group 13 B (Herbal drugs and herbal drug products)

g Raspberry leaf (2950) Kz /[N & Calendula flower (1297) Eid
Hawthorn berries (1220) - ifi###% Ribwort plantain (1884) . 4R (&4
Group 13H (Fatty oils and derivatives, polymers)

/IM& Castor oil, hydrogenated (1497) ~ Maize oil, refined (1342) 5z
Squalane (1630)% 3 =/ H @ W3 4EEF Sodium cetyl sulfate (3019)7¢
iz TIEFEE MR -

Group 14 (Radioactive compounds)

4% Radiopharmaceutical preparations (0125)4R{Z:5 K -
Group 15 (Human vaccines and sera)

3 7H Botulinum toxin type A for injection (2113)-~Vaccines for human
use (0153) kz Tests for extraneous agents in viral vaccine for human use
(2.6.16)4wfEHK

Group 16 (Plastic materials, plastic containers and closures)
16



4% Plastic containers and closures for pharmaceutical use (3.2.2) 5z
Rubber closures for containers for agqueous parenteral preparations, for
powders and freeze-dried powders (30209)4RZ:5K -

17. Group P4 (Procedure 4)
1 #558F Dapagliflozin propanediol monohydrate (3137) &z Saxagliptin
hydrochloride (3136)%1] A 4@f& T /E5E -
(=) LrE/ el
BOMEE L T (E/NHET 52 (i - ARG 11 (#/NHERFE T -
FsRE R
1. ALG working party (allergens)
145 Allergen products (1063)4g{Z35E K -
2. BET working party (Bacterial endotoxins test)

4% Guidelines for using the test for bacterial endotoxins (5.1.10)4

3. EXP working party (Excipient performance)
Hri Co-processed excipients (2969)m H -
4. GTP working party (Gene-transfer medicinal products)
(1) #E#% Gene transfer medicinal products for human use (5.14)4R{& 5
(2) HEFEHRE © 3% TAE/NEA 2006 4580 T Gene transfer medicinal
products for human use (5.14) | BRIAR » ZNEZREFRLT
IEHEEIES - FEE YRGBT - 2 SEEHEZAE 6 JHEN
SEREMEE S - Ho 3 TEE H BS A R 5 41 i (autologous
genetically modified cells) ¥ - 2 I /& B7 +0 B8 0% 35 #% g
(Adeno-associated viral vectors)fg Kz 1 TH B B4l kg AR 55
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(HSV-based oncolytic virus) » PRIEE T FL A G R EE i B E
B2 ARER TR R E B 2 - #E2A HATE R BN EOR & 5 b
P R EOR DU I 7 A TR (HARACE TR T Bl
o B st REMAS - RIFRE AR E A 7 RO T
Tnligs o DN IL J 55 )7 5 52 5 OMCL 4848 4% A T8 T KPR G
an' BB Tk NE LAY S BB E A OMCL EAE#E
anfln T/ NH(E ) > BEEIER & 1E > I AR E s iR 77k o
TETHE 5 B s B Y i B I RE T BB PR P

Gene Therapy

Activities
In recent years, activities in the field of gene therapy (GT) have increased markedly. Large numbers of clinical

trial applications are submitted to regulatory authorities. The first gene therapy product has been granted a
marketing authorisation for the European market and more may be available soon.

In order to prepare the OMCLs for their role in the surveillance of the quality of GT products, a specific Working
Group has been established within the General European OMCL Network. The role of this Working Group is to
foster collaboration between OMCLs working in the field of GT products in order to save time and resources by

d hnologi
-]

sharing k ledge and tect

Currently the following OMCLs participate in the Working Group:
Austrian Agency for Health and Food Safety, Austria
Scientific Institute of Public Health, Belgium
Health Canada, Centre for Vaccine Evaluation, Canada
Danish Health and Medicines Authority, Denmark

Agence nationale de sécurité du médicament et des produits de santé - Direction des Laboratoires et des
Contréles - France

Paul-Ehrlich-Institut, Germany
Istituto Superiore di Sanita, Italy
Medical Products Agency, Sweden

Schweizerisches Heilmittelinstitut, Swissmedic, Switzerland

I Taiwan Food and Drug Administration, Taiwan I

National Institute for Biological Standards and Control, UK

The GT Working Group meets once per annum to review the activities of the past year and to define the work
programme of the following year as well as to discuss any relevant topics.

&~ BONE )78 i E b = 44 B R AR 2 fnin B LAF/ N4l
(&ERACH © EDQM 48 EH &=H)
HOM working party (Homeopathic raw materials and stocks)
Hrid Adonis vernalis for homoeopathic preparations (2832) 5z/]\M&
Magnesium fluoratum for homoeopathic preparations (2676) -

MAB working party (Monoclonal antibody)

18



10.

11.

345 Infliximab concentrated solution (2928)4R{Z35 K -
MG working party (General methods)

A5 Arsenic (2.4.2) 5z Osmolality (2.2.35)4R{Z:5 K -
SIT working party (Second identification test)

f& ] Benzocaine (0011) - Mometasone furoate (1449) K

\

Prednicarbatum (1467)% 3 &=L H ° /N & Atenolol (0703) -
Pyrimethamine (0288) &z Prazosin hydrochloride (0856)% 3 &= 5h H » il
Ji R Prednisolone sodium phosphate (0735)
Theophylline-ethylenediamine (0300) 5z Theophylline- ethylenediamine
hydrate (0301)&R{Z57 K
SUT working group (Sutures)

/IME i H Sutures for human use (90004) -
TCM working group (Traditional Chinese medicines)

Hri¥ Rehmannia root (2569) ~ {57 Fraxinus rhynchophylla (2452)
Names of herbal drugs used in traditional Chinese medicine (5.22) -
VSADM working group (Vibrational Spectroscopy and Analytical Data
Modelling)

@3 Chemometric methods applied to analytical data (5.21)4R{&:5

N
D Z
> o
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[

~ 55 103 ZX Group 6B BREHHZEE TR

BJOM 82 L5 Bor B ) TR/ INMARBIOMNSE % & & T (RS [HLEEF

FEBIHTIEAEBE 1 2 2 ek St S RHm A 5 A MR SRS

H&mEHET T35 > AEESE 12K Group 6B &3k(55 103 )t 3 H 20 HZE 21

HR AR S R e B - ShamN ARk T

(—) ¥ " Human coagulation factor VIII (rDNA) concentrated solution)
(3105) ; ~ "Human coagulation factor VIII (rDNA) powder for injection
(3106) ; ~ " Human coagulation factor VIII (rDNA), B-domain deleted,
concentrated solution (3107) ; 5z " Human coagulation factor VIII (rDNA),
B-domain deleted, powder for injection (3108) ; =5 4 &= H

A7 B R B e S EEE M IhRE R T - R R REE R
AREHMER - (R A b= SR fEE - 05 A BUEL B AL
TR - e/ \GRIL AT 205 B (E TRy aRR A B B3 2 459)
DA A e Z BRI - 2R3 ) BRI A+ B A R AR R AR
57 & 5y By I 5 B 45 (plasma-derived  concentrated) iz & K] T. 12
(recombinant human factors) fife - (AR 4e SO (% F AR A AR i bt
5 PR P ECRIM A2 B2 5 - FF W SR 54y RE
ISR I AN B E BRI G 2 2 M 5 TSR TR R A BN T
IR B O 2 ER A TNE T4 - #5th78 E4HRRRESR
WHEHEED A - HEMASIEedE &l » 1A
piiazeh I 1PN 1S Fea= Els IR S P g (v S L e = e sk 7 R Sl
NIEESN AR 5 /BT A B4 (4 e AR R S AH R i 1 £ 4ip R

BB UGB RFEEE T - O REZEM S - 56/ Ukt MR F4518
PR (— R > — (RIS E O RS > B N InfER b2 0%
(N-glycosylation site)#5 25 {# » H 7 19 {EfrE6Ari EsE B @i - 3
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(AP EE RSy > T 3 (B B - oM & AREN TS
JUSEIMA TSR SE R R L (full length) 2 55 /eI N T2 EE# F B (&
$A% (B domain deleted) g &5 (I R R feR 514 - H HERIR 2 18 £
AR EAEE (B =) » NIt - RS e A A A E -

W B-domain deleted rFVIII

Turoctocog alfa

triangles: glycosylation sites; arches: disulfide bonds; orange vertical lines: reduced Cys;
"S" inside a circle: sulfated Tyr; brackets: areas of interaction with corresponding clotting factors;
phospholipids (PI), von Willebrand factor (VWF); Ca®*; Cu*

Brand and manufacturer Purification/viral
Products details VIl Cell line Inactivation Strength (IU)
Turoctocog alfa NovoEight” (Nove B-domain CHO IAC/IEC/SD/NF/SE 2000
Nordisk A/S, Malev, truncated rFVIIL
Denmark)
Simoctocog alfa Nuwiq® (Octapharma, BDD rFVIIL HEK IEC/IAC*/NF/SE/SD 2000
Lachen, Switzerland)
Moaroctocog alfa ReFacto AF® (Pfizer, BDD rFVIIL CHO IAC/IEC/SD/NF 2000
New York, NY, USA)
Octocog alfa FS Kogenate®™ FS (Bayer Full-length rFVII BHK IAC/IEC/SD/UF 2000
HealthCare
Pharmaceuticals,
Berfin, Germany)
Octocog alfa® Kovaltry® (Bayer Full-length rFVIIl Modified BHK IAC/IEC/SD/NF 2000

HealthCare
-~ Pharmaceuticals,
Berlin, Germany)
- " Octocog alfa’ Advate"® (Shire, Dublin Full-length rEVIIl CHO IAC/IEC/SD 2000
Repubhc of Ireland)|

~ WO T A AR TAZ S/ BEI R S
(BERPOR © gmEfh)

FaEmE NSERTES )/ G A2AA R EEE - gk " Human
coagulation factor VIII (rDNA) (1643) | NN AR FTAEREE 7 /&b o
ETEm TR BUNSEIZ B & T 155 JUErsk [F B AE 8 A dn (2 Bl -
Tt R 4 B SLH o BfEE R EE T Human coagulation factor VI (rDNA)
concentrated solution) (3105) ; & "Human coagulation factor VIII (rDNA),
B-domain deleted, concentrated solution (3107) ; Wi /& B2 L7 T Human
coagulation factor VIl (rDNA) powder for injection (3106) ;- & " Human

coagulation factor VIII (rDNA), B-domain deleted, powder for injection (3108)

ﬁlﬁ% ’ ﬁﬁ"r I:II:IE HAETE S Pﬁﬁ%ﬁﬁ °
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(=) " Human normal immunoglobulin for intravenous administration (0918) |
K" Human normal immunoglobulin for subcutaneous administration (2788) |
{ElEmam{E

MNIE RIS ERE A E 5P (human normal immunoglobulin){(z ey AmzE
NIMESEAETM R > EFpsr B PITEERE H (7 -immunoglobulin) » i
AH MR ZER - NG R EERE B RSN BURE R LN L A FH
FRHROT SR BB NI SRR - AN SRy BR AR 1 IR A AL 2 e
IEE S - E R AR AR IR « IR Z RN B EE R

SEFRE -
FRTECR NG ISR E VR 2 B 24 RS g st A RS

HHE A 2 R TR R R s B i A2 A S [RER R ZA T
0 HIV ~ HBV f HCV FEURIA T - PRAFEEFRAA St E oL - Hpk
anfERF S VIR R it O B =R USRS - 1R s 2R an MR E oy B 6
Sl O R LR e R S i pH (B 278 (R 2R o)
IR (R E ) REHH R EREEN FafmaEnli
PKA & & ~ §1 A Kt B MEKEEER - P B BUFF REBE TR DTIZRUE
RIEEREH A~ EEH - BUREER(AT DR 3 R SR AU FlER
FORE > AR ATEER > DIEREEIE I 2 %% -

PR R ER B U S R 7 v L A R S I 2 v e R 28T
A FErE R BIES e R E R E 0 BRI A E A A B 405888 -
B ~ B S FEEUER VA S A SRR SRERERST ~ S MRS
HE 3R S MR REER ST - ik 2008 =% 2010 A=A WFLHE IR AT a4
IRF A FEAZ R EAIL K Z S bR EE VRS » HEARZEFIRTHI.Z A B
[ > KGRE IR A E T E A BN TIE N - HUE M EEAR A6
BRI - FRY SR SRR (e M A JFUR o 48 25 AT B PR B
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FactorXIang/ml

MR A E S B AR a1 — e A - 2 ] e SR 5 — et
BA LIRS — AN T 72 B EAE VIR Hrp s — e Ok
FRHIR % - BB E G A BUSRURN Rk E o B T —
Sepr D BR AR PR +— e N 7~ -

10
h
O
1
]
0 — 2 2 g
> o S > > D
‘ "'.-\\\ \\\ \\\‘ ‘\ .}\\e\ . \\o \)\v
N O N y £ S
Q eO S A& -§5‘ ‘e
<« N

&V ~ o Bk B A S A bR E R T — SN TR &
(&5 © Transfus Med Hemother. 2015 Nov;42(6):397- 402)

e AR TRIOM S B R i 0 e BR R E RS A T EA G2 A A
TEGEEITEE - {ERHIHER o BAH Rt BarH H - SBONEEI T 5 &R
FEH T Human normal immunoglobulin for intravenous administration
(0918) ; K " Human normal immunoglobulin for subcutaneous
administration (2788) ; Ry il s SEMAHR febarE H - DIMECRSZIHE

oo NS A MBS MUEMER Y - L TR E R E TR L B Y
BIEMEMERERTTE - DMERREMA SRR 25 -

AR A ) E TR Y E M T A Ry BRI AR A AR (L ET
=(BSP) ZEHFEHME - HIEAEEIZR 2 EE RS Z B g A
HE—HmE T AR - WS+ —RIRNTEEEaREE
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(Chromogenic FXla assays)fi5[] NIBSC ;%% EDQM H[E&EFH » At
s A= Bl 2B (Thrombin generation assay, TGA)HEE] FDA &5 » MIE
TEABER 43 AL B B [ 54 B (non-activated  partial thromboplastin time,
NAPTT)AII = %2817 S & (USP)E K -
FJ& Dr. J. Dodt PAARE R ok Lt puait =feASa A T
& JBIEEAI TP EEREEAT
1 St—sumATEEE etk
2 AR IR EINT IR o Ry PR BT T = Ealiats
R ITES B P& B e LI/ NS 5% (small-scale study)
HELT > WA SE BRI N R SR BREE VRSB Z [B AL
DIF& SRS & 2 25 YE - 518 HAIE 58 Gz i
ZIE5E T3 7% protocol 855 » s AARRBAN ] 2 2 BT Z
B o THETHY 2019 RS — PRI ZEaTE - IRERK
PR FE R TR FEIEE DT 5T
2. SRR
% 1A L EIT T oy R R B T S — PR
/INBIERITE - sz e Z imAe FR gk NIBSC 2t - R PIE
SH(panel) i ESHERE - iR H— AT
il e4k ERic 7 Z e Bk E H A S5 — Ra A ERR R 2 (e 4t
7 (pro-coagulant activity).” Sg Bk & B8] - &%atE H AT
ELSEREE Tk protocol FZEEEE - BHEGHS BIE R E Y
protocol F g RARHEITHEIEENTZE  THET I 2019 4255
SERC > AR SR — P ER B ST B R A T ARSI FIFE WS -
3. FETEAL Ry B E B - 0 4 [F e s IR EL -
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(=) =f&m " Assay for human anti-D immunoglobulin (2.7.13) | @8I 5z " Human
anti-D immunoglobulin (0557) ; ~ " Human anti-D immunoglobulin for
intravenous administration (1527) | {Ezfme S wmE

P Rh HR & EKEE H (anti-D immunoglobulin) 85T (% &7A 4t Rh
TURAIDUAG 2 N AESUE RIS FERy HANEIKES » 55
732 90 DU o RetEfrBIRImE 24 SRR LR 3 LPRECR TE B
JE& - Tl pREUH] R SR B - W S AR s R A S 2 A BRI 2R
RHIAT > WABEIA HIV ~ HBV e HCV FEURIN T » 3% BRAE
G TERE R fig(nucleic acid amplification technology, NAT)%:E A1 A7
(plasma pool) T B iz gl - HLATHIE 221 S FE -

BOMSE 8L H il m ot Rh Dl ook B BURIERR - 0 hll2

" Human anti-D immunoglobulin  (0557) ; ~ " Human anti-D
immunoglobulin for intravenous administration (1527) > #{#&iHT Rh 55
IEEREA BRI Z VIR - 1eSpiEE ~ G MR E - bR E
dplimEET TR ~ pH (E ~ RS E - R - ARG - B
ES - WHEKED &2 UENESFREIAE - MEONE2 IR 2
I Assay for human anti-D immunoglobulin (2.7.13) & HIJ{% E 38 E H] E
AT > HAWER A BB ot #eteiliZ(Auto Analyzer) (method A)
s =P TR 22 S % S A (competitive ELISA) (method B) R ft (AR AR M
7E (flow cytometry) (method C) =F& 772 » HJEFRFHAAIT ¢
1. B iliA(Auto Analyzer)
HEiotriE R —E e 8 othiEes - HFRBEGEMNEER
8.2 'R 3T (continuous flow analysis) » & 5 i B ARAE
A DI RNURAYALIMERE R & BB o o th Ot
PTG B &S S (ESLIMBRZE A AEER S ME - A — 2 BATAE it
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TTEEE M Ho RS SRR TS > DU Rh HiR ey Bk B H 4
Pl 2 518 -
2. PRI ZE GRS HTE(competitive ELISA)
HILRFT A Rh il coating 1 96 FLEE I » ik Ame SRR b (DL
Rh HUF S e Bk & 1 ) Bl A RsC < i L FES R E A - 204
FAFHRE -
3. EAHHEEHIE (flow cytometry)
KA Rh HiFE 2 SRR R = A EE PR BT Rh SR SR
EALEE B aR Mg st RGN > B A
LA RS
BN EE B % T Assay for human anti-D immunoglobulin (2.7.13) | i&
RT3 L. Auto Analyzer (Method A) 7574 B3 » Tfii competitive ELISA
(method B) Kz flow cytometry (method C)¥fiNSFiE 7 FE ShhJE iR 17 Bl
method A - BEIGH M4
IR$THEFRTT T Assay for human anti-D immunoglobulin (2.7.13) | &R
K ' Human anti-D immunoglobulin  (0557) ; ~ " Human anti-D
immunoglobulin for intravenous administration (1527) ; Wi {EzmAZA
group 6B B¢/ NHFEUNEIEL /3 B U7 S E HI E 5= (OMCL) K it 2
ESdeZ - Wit - AFZNEE TETHEREMHRER  DEHEEE
BTSN
MHHES B TR E R E R E M BUE IR T AT Rh SR ik
EH BB EAE T EAE T - $5REUIARE 2 Bl Ll method B
2 method C & » 8 X —5¢BUSE R DL method A ZIGERTT - HH#EHNIE » A
g Et Al T Assay for human anti-D immunoglobulin (2.7.13) | &%

TR T RS ERFFAANEEL  EHERN T method B
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5 method C 2 AEENL method A 7 J7 488 FTE L EIFZE % » AT R
TR -

Assay of human anti-D immunogobulin
(2.7.13): Method A

FEEDBACK FROM GROUP 6B
Organisation Method A | Current practice
(Country) used?

AEMPS (Spain) n.a. n.a.

AGES (Austria) No Flow cytometry (Method C)
DKMA (Denmark) No Method B or C

Health Canada =, Competitive ELISA

NIBSC (UK) No Competitive EIA (Method B)
Swissmedic No Flow cytometry (Method C)
Grifols No Method B or C

Novo Nordisk n.a. n.a.

Shire n.a. n.a.

*one company in Canada currently using the AutoAnalyzer method.

&7~ &E T EERE R E MAUERERITH Rh JUR e Bk E B BRI
AETTE (ERHCR © GFER)
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(FU) &3 © Assay of human protein C (2.7.30) | MEAIIE & 4w {E
HEH'E C (protein C)j2 ARG AT RSB RIEIMIR Z EHE - /f
{EVERE C Rz Bt N 2 G B ARG N AL fE - HAFM
PEHIAE SR - B ARRBRZ EEE C o MR T Fiirg L5 - [HEG
¥R skinie 2 RS0 & ERG R ER = EEE C I KOFaFkiL
&~ FifeZEE0MHHE - AEOE C B2 fE v RE B & KPS >
EfE#Eh PROC FNEASEMSL - HEQE C Hh=wiE - —iKHE

RGFAFEHRAERE CREVIASEEIR -

activated
platelet
membrane

/Inactivation fv; and fVill; \
of fV, and fVIII,
|Antithrombotic Activity

| Inactivation

APCY
>

| Activation

APC{”

& EEE C BB A a2 E R (B : Modified

from Blood. 2015 May 7;125(19):2898-907)

BN EEH3E ] 2.7.30 T Assay of human protein C (2.7.30) | Uk#EkZE
BB C BRI % - ia)7 AL L EuEBE(chromogenic assay) sk
AE 2 A e sl 2 7 R 4% @11 (dilution  buffer) it 4 75 =0/ P

" caesium chloride ; JAJ% TRIS 4K » A RGN < FHodhet H A
BB E4H (assay kit) H4gERAZLL " sodium chloride | JA 7
TRIS G ENRACHLM G - BEOMNSE sk 2 WA 7S NI Group
6B SHREHS T LR HOE TS5 - TR EREHE R G RE -

RIS E G > BT (cation) G g 5 E (LRI NEHE C

(activated protein C)Z iz (amidase)sE /) - L LLsfHE+(caesium)ig5d
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(1)

SRR - BE(EH#E £ (678 (chromogenic substrate) Z4f#4E 17 » (526
[EHE Ry5e B o &EARER Gt i - M EEMF N ERARA M -
BUR s EpiE e Rt B T e A A FlslBR ot B i 2 - [FEA ST

e -

=fzm | Sterile plastic containers for human blood and blood components |
TR a A e s 2 4wl
Haginan B 2B bR T EEYIA S 2 s B EOK - HEEMRVE R
EEENERE - $HEZE 2B > BUEETE " guideline on plastic
immediate packaging materials | & # > 55 [P BRELE R 5
i A {5 ) 2 B0 4 4H 4+ (packaging  component) B #7 5} 4 i& (material
construction) » 71 ELSE AT 22 4 MEARIBEL . FTREH ) (extractable) B 7]
Z ) (leachable) Z 55 -
BN EEdE 3.1 &[T Materials used for the manufacture of containers |
Wk B M E L B RN Erp S M Ad 2B e - it 3.2 FE
" Containers ; RI¥RHE5E i > HPAZS a3 R4S 2 VLR R B AR M I
APt AR o B MU B s S AR E £ & %4 Z 7545 (Sterile plastic
containers for human blood and blood components)/& Ui #Ek i~ 3.2.3 ZEf »
RN g HR5RME > Group 16 (Plastic materials, plastic containers and
closures) R BEAHEES RSB ILHY 3.2.4 HH1 > MIAIERECIHEUNSEHZ
s 162 T - R AT/ NABHE B MR~ Sterile plastic
containers for human blood and blood components ;| 5 H & @Al » 5
"Human plasma for fractionation (0853) ; ~ " Human plasma (pooled and
treated for virus inactivation (1646)) ; & " Anticoagulant and preservative

solutions for human blood (0209) , =7 & Bt ¥Z =B ANE > ' Sterile
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plastic containers for human blood and blood components 347 B ¥ 4R

DIMECRBIOMN SR REAG  SE 82 -
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= NNIINE Fabe
~ BOMEE L SR BR i B R S b B E I B 2 25 (KR HNERE T
Ty EE R ANL - BIASEE S EiEr A EE TR St e e R s I &
anSEYE HIE TN 102 R B0 S5 2 B g2 B0 105 FHEIR /AL
BN SE I R B B TAF/NH 2 5 F ABIOM S A [E] SE IS
H iR Gm (s - DU BR Rek 2 el s P b B g g {E B RGBT ) - If m]
R AR 7Y TP R SR LR S - (N IR B2 B R Gk s B /N
FM T o RGNS HE rh ot 4 S B X SR HL E -
o BOMNERIZ B RSN H S o BIAH R RIS B K TR/ NG 25/
R E RS s SRS TR R B RERSEE WRRENE > S/
(52 & BB M B 2 ERIEA
HRIETAF R RN GBI 2 - (hEEgE i B E TR S F RO 4E
HiZs B e (R S/ NESEI ARG S ERZ B PR tidR e
TAERe A Ha - AR BN S S ER SR B R AR/ NERF S AR (108 4F)
Wiz B o - R BN FE 5 AA R R ERH /Nl
TR e A [F) S 2 B PR SR LR B 2, - DAME Iy h 3E SRR (2275 - Bl
A rhaE SR B AR 2 T A B (R AT BB PR, -
=~ BoMNgEiiZ B e (F R B S IR > AR A H -~ Em R (2
TR B AR R R A - 02K ZE AR BE S R B s R/ NHE T - Bef& RS e 5
LA AT S GHEE - WG EITRE > REZEEZG AR wIE T
SRR - PRS- RIS ARIREN SR I G AR
SRR AR HEE RS FIE E V) S B EATE
RIS R e e R B e sk Feeies 24 AHRR 2 an e E P B F IR A4 B
Fo R T AH R an i BB AR A 2 A7 7 BOM B BE LU B Mk AL GTP

ﬂ

S

4

=

working party (Gene-transfer medicinal products) 5z CTP working party (cell
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* SIIAKEONEE

therapy products) » & 5 HLRERR K AR B e a7 74 i A B Elm 4w 12
KO AR R R R R S s IR 2B Y Rk T R AR L i 2R B R
PUMEBRAHDT AR I AHRE TOE/ N > DARC & P B EHRR ~ SRt G 5
SRR fn SR AR IR © H BN [ SFHBE ST -

~ GEY)) T B L B PR A R B PR S R R BB S R E R —

TFDA HATEEOMNEEHEIR A - PIREIEEARHBNE(CHE R « BUNE TS
gEirE T E R EME(OMCL)R R ~ SSEgE S ] - B S IE &4
Gh(PICIS) g 5 HACEF{ RSN A BFEAH B SR AL HY B SR B AH B IR/ NG
FrE B B ARES SR SO TR A BIEE) » fe A EPRRE R - &
sht-FAE EIE N [ AR A BIPR S B2 8 (RS8R ER R YN K 2 i
EiE O RIS E - (RIER A g

L Gk BN S 1 il ) T A DI RS e
TTEEmEIEE TERACHYE HITH I - A B IR R A AR BUE B A > DA
RN EREPE R © [FI - Y2600 Group 6B HEx gk - FIAZERE
SINHFEHENT 25 - — AR N TA 1 2 st B Z Y KBS I U E R IT - 5
fix 2 B R SR T SO S F > A B A E AR SRR B 58 R EIPRRE RS -
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