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A E 31 £ 4@ GlaxoSmithKline Biologicals s.a. B Bk ~ & 5 /A 3 R A B = F
REBE > BARHBNEEREREERKFARMER > #2005 56 A 4 B H
306 £ 10 BEATIMGRAE - & KRG8 BFTEAE5F 8 EL2IHK > RERLRH
AP ERGEARER - 7 12 BIRERAP] > ERATEEL I RTAEZIR 6 A
13 B(Z#—)Br & & T4k f i

WATEZ WAL GRS AR OH O ERZKE ERELLEI
DU D # W E X BB R TR R 7% ¥ Rotarix a9 Bk ST R 1R 5 3 3L 37

Wy A E X AlEERZ AT I ERH AR - EBARNSAE
BB EZERERELI S A ¥ T AR E 45 £ HAR R STy B IR A5
£ REAR MG S R EHF GSK R A RHEFF € F) 0% & J b A oF S ek 3 SR AT
(Batch Release) T4 2 #x B # 4% Section of Biological Standardization, Department
of Microbiology, Scientific Institute of Public Health (SIPH) » 7 % B fr 2 T4/ N
7 $1 4& Buropean Directorate for the Qulaity of Medicines(EDQM)#i& 2 f &, ~ # 47
MR IR 5 Z 5 LIy K A B o AT AT S RAAT 4 F 308 > 367 =048 ] B AT A i —
TR o

BHE 2N 5 45 S Kok R BT 2 & A ARER i B R R (e B 38 R
MEAELE) REARR - 2RE ~ B pH EF AT 0 REUERBRA
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+ AL R 1796 5 > JRBp =8 % 3T » Edward Jenner 1% 4 £ o oA 48 7% ¥
RAMTAR RICRH 2R P 0 & 1979 4 R4 44k iE X & 1 RIE S4E IRk
R RETTEAANBALEMAE E PRRZ R © RIE WHO 2% & ¥ 694
ATUARBERALE BRI BIEE 1 ARG BERMHMtE  THE
HiE 720 A BRXE  BASKANEAHERZIEAL S EME > 4 2003
SEBB 0 #9863 EE T 0 4B H BT 5000 & E e 1.26% 0 i 2%EARE] 0 {2
RBEEHEANEFEZZCE T TURARERERDE I HBRER A
S TFATA R R Y A B

g)\,ﬂ

SR X REBABIRGAEAFTHEESIOEBELZRA  AFERMEZL
FI10FR L Rb—m R H & ER RBUTFEEEF 2001 F 4+ 4 B s 8
2003 F SARS REFELEMAMRRIATEEMH > ENRREEAHAEETET EM

REMHBRGEEZER REFEILARGKT  BARBH AL FEE3 AT
Hexsfrsgie o > a7 = 41K 5 A GSK(Belgium) - Aventis Pasteur(France) &
Merck(United states) #.49 #2 Wyeth(United states) & Chiron(United states) —

JHs 2004 F AR AT E &R W 2 93 % (Aventis Pasteur 26%, GSK 23 %,
Merck 19%, Wyeth 12%, Chiron 9%) o

— M E O RWEXETATT MY A& 1~ BREB A R B
BTmRBEZTE » AT=—F3 b F ¥ 44 & F % Good Clinical Practice % 7 &, 7
b P F B R 0 Bk AR — T8 B T SA b R R SR AR AR B BRI SR SR T R
REORM M) X RAESARER G EPFE XM B A B E 24
B o GSK & # 2 7% % & & Rotarix M7 2004 £7 A 12 ARG 2 HmF2 F T
#% > % B4 B jm(Dominnican) & # s 4% (Kuwait) % &£ 16 R R4 44 L7
To b R REHEREARARREERETE Y A TR ERBRAH
BREZBYRIFATF BHEXR G BREURIERZRET > &2/ £ & BREREF
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BREABZEL GSK BERE - 8D NN RKRE = FH BB BLNARIT - HE
Bp ] % 2005 4 6 A 4 B (ZH7X) > 704 B FHE M AT R SO R > 238 22
N ZRAZ IR IR E T AR ZARAE  HR BP N 6 BARIEM R — ZRAZEA4S 5 RAREA 29
Rstin o 10 B(EHR)E RG> 11 B BTN R REIH > REKLRG
HATH AT RE > N 12 BIRERF] » S RATHRE I RZI4 6 A 13 B
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MARINKRZ A EERMREAREGE2A @I CBEREASR
& 1A a3 4B S5 A A 8BRNBZRIsLd GSK &% By L4307
42 3% Johan Descamps %4 (£ GSK & 20 FERB)N LB Na 2 B msE i
IR IZN ) 2450 B F 1 A Biological read out, Novel delivery modes, Safety &
Efficacy - M 14 & B 76 R 7% o B0 & 2 2R P& 72 Olivier Thiange % 4 1\ 42
Rotarix ™ 2 # 4t B & - s RSB & R - A% 7] F Legros AN & w
Rotarix ™ # ¥ /42 » % € & 442 Rotarix™ %54 F 2 Vero cell(P136)4% 24 f& dn. 7%
32 %& K (serum free medium)¥4 78 > LAHEIR BS 545 B2 7% JR(Prion) 2 /5 % -

F 48] & 5% 4 2P 4 42 2 B 4 Cristian Juaneda % 4 1) 48 Rotarix ™ 2548 X
EnZ AR EIRAEAAR > BB E LB R SOP & £ > M3tHm& M EF SOP F
RFUZ mf o

(=) B=X

EAREENHITB20-2 2 GREE AL AN T RE E M RG BB
w0 M S An Bt SR dIEREN S B — 4 %F Rotarix " 892
e @%ﬁ%»&a@%%—@%%%mmmm%&%ﬁ%»T%@i@e
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FRBAELZERREBLEOE - HE - WEAFE - ATHRE(EM Rotarix " 84
HABRBR A B Z S B OISR LR ERS AR R ABR ki adE
BAE-BE -~ 2E0AHEE > FwB— REZZHNWE = K%A 2 cell
carpet(MA104 cell in microplate) &3 cell culture 2R P42 4 » 28 /& (wash medium)7F &
P mEH o

% % MMR/Varicella ~ Polio {8 X5 % A 2 P2 o % & — K > Fl4k& /M
REAMBHEZE ST ENIE —RiEE —EAMERETREET RXF
HERPT A~ KA~ BIRKE R~ ESLBAME ~ 2~8Ck4 ~ -20C k4 ~ -80
Tk~ BB ABFARRE  HUBARMNIAERELRE P2 TRE
PAEERT AR E S R 7 9 0 BERRABEE - BEMF % — & dirty walk i
AP LT R 7 — 45 -

2RI > GSK #£A 2 K class100 &9 5 H(M&EE | 6 R ARG R
2 4 Millipore 4% %5 » Bo B B 3¥ 40 B =) & 1 £ Isolator i # 4T & 3R 5% - L 3X5%
ZmpBEEOE @AY - REEF LSRR E » mA XA €45 final container ~ final
bulk & in-process control Z 4% & ° {& F WF — 18 %% fd s A Isolator i 47 3XEx
REBIAFHEAZ 4T - REARBAERA SRR B WA —EMSE ™A 5 L5 -

L4 & @4 F14 B passing box A M BRI B A —FXERTFEH
RO -EE RBRWERTFE & (BF 1 Ry ALTFRERE) AR
BRI EARMAM T ENRSMEEL L > RRARFEMERE | ARl - BE
B~ 3 HR AR R AR IR B4 06 SN EAR 40 18T 4R NS 3L 2 REE SRR
FL BRI FEREBE » MM EATERARR - ARTAR  FRBR
W FRMEERD  BHBEEENFRSHAELL -

(=) #=X

S B ZBEIRNEAYZICERBRAHE > AN BIR2EP2 EHRER
Z CaCOz B R BA N A ER T > UAN BT R—BRERT EATZA58T - 1B
KRR A B b KR o H P K5 BRI R AAIEFIRE(6.5~9.5%) ~ BH
#ERTF ~ £5E R R A A E & (thermograviter) Z B %, /1 EHE F - £ B8 F
FEUARGBRRELET O MEAZLR NSRBI ES LR AT
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Koo EBmh > RRZEEEANRERME X 8 dRCREEK) » BIFAF
SR SE EAMRFFICEFREZ NS Xt FEAEMX B HE
Z Karl-Fisher jH £ 2R B E L UPHEMATHREZTRANESE °

AR A D E NPT T2 BRI E XL F I R HRA B4R
CaCO; i & ~ k54 &R ~ ELISA #2 HPLC 32 4 b8 % % 4k 7 P2 &
BREEIT R TENEREZETZIEHREN TURRN > EAS—F P2 E5%E
MBRGHEN LR RBRRTH 2O TRE TA 24 0k J 20

AEAR 1A TR 2 AT SR PIREH

T 48] & 4% 2R F9 Sophie Vandenschrieck /]s 48\ 43 /> 8] Z Bb=R AT A A2 (G
oA —) ~ AL R SO T T R SURIBEE R =) 0 IR T Rih
MEFBMERZH SO FAEERLEEN > 2N PR E SR RLHE

B EBEATELEREZE Y RS 0 B EATH E K EDQM(European
Directorate for the Quality of Medicines) i #* OCABR(Official Control Authority
Batch Release * Mt = )2 # & » % & OMCL(Official Medicines Control
Laboratory > i v9) & 4T U B & SLARER > & F| & A A&1% Ty 7T AT

(w) Fwx

&5 Johan Descamps $2 Olivier Thiange % 4 1% GSK ©.B/FFTH LT
ZEBRRTRGTTFHLIEE 03 B ANKARBREREGREHE »
AR o B € 218 A 2 Abbott“Auszyme”3X 3k A i B 3R Bl 4E 2000 FEHEAF E 0 R B
BUX A 28 5 iR Gt ¥ A ELISA) % © % s 345 » £ B B 1R Br iy & B 9 3 &
EHE -

T4 A]d Johan Descamps [E ) #7F @ LA 05 & HHREATE & MR Z Er
Scientific Institute of Public Health(SIPH)> T ##3% 8 4 2 T 4% /9 2 $2 42 Bk 83 EDQM
WRZ A G AT 520 T KA B AT AT IR AT > HoA8 B Fo 3 4o
MR EN  HPE 2 5k4%% A 3B National Regulatory Authorities (NRA)&
National Control Laboratories(Official Medicines Control Laboratory, OMCL)f& BX i
B REERBAZAME 5 5 7 R&F A B SIPH £ 45 4 37T > g FAME

)

4T TAF % Section of Biological Standardization 2§ & # Microbiology ; % 13
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14 4% % B Rl %8 ARk #F35 2 B4 Section of Biological Standardization % %1 &
WP A B iR X B BRIE B GUE SRR BAT 9 3REREk
Ha(miniEh) - R a3, ELISA, £ 443t) - #3244 @ (ELISA,
HPLC, Nephelometry) & 3+ E (g B E) > X "4 ) FEZMSE R T A2
MERBEE  RFTIEARER FDA £ 54 -

(B) BEX

AB EZREFE— SR i AT R AT R 2 48 B B A TR —HF
IR

1. Rotarix & 7 kbt Rotashield 22 2-?

H AWM GSK AR HBHBRBRFR G IR ERGEABBEDR  KE
ShBE 4R, VPT v VP4 mAERE R G2 M HhaFA L 548 GIP®R) s L
RADHIED 2 2,748 ¥h#hikm F 7 > 53%Bp B » GIP(8) ; M Wyeth FA» 4
Rotashield &% # B & 18 JT 4 1 A $8 2 #50k % & & B Z % (Reassortment) i R &Y °
%% Rotashield E 1% 44 2 2 R a4 A (1/11,000) € R ¢4 4 £ Rotarix L
%R ?

E1% : Rotarix e T AMEITHXE S o2 BRABRE Wt HmEd
(Intussuseption ) % 1|45 4 thtp] > &R BB 9 7 > HB @R A 16 ] » &
a‘l‘% 25 'f}l] ’ ﬁE—T‘;‘ éﬂﬂ%*ﬂﬁ/\ﬁfan 4 o

AB B 2 © 1998 4 Rotashield F4EE% » ERERE — Bk B FR G
4 R B 16~36 3B K2 5% 87> M Rotarix % — B2 %4 6 £ 14 B KSR A (48
Fad4 B ERRAH =% > ABBENN 14 E 2438 ) FoEiiE% -

2. Rotarix Z g, st # B M4 k & 4T general safety (abnormal toxicity
test) ?

FERA ANBABRESGHER SR - cGMP fat sz %K~ S TH
— BB EmE WHO REAFRHERERF 1. SBEAMAXRETSA

T4 B A% 42 %% % (MSD, Avenris, GSK) &1 4 % 84 B % & 1 3%
(General toxicity or Abnormal toxicity test) » 2. A2 2 J& @ 78 97 LA 40 37 2 ) 4 3K,
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B REE R A XM R FUFREREAESLZEFE RRAKCAABIA
B4 % PE3X 5% 0 )40 RotaRix » 3. B #7 Infanrix(&@°% > %5 E ~ 8 E B 2R %
AR ) B A AR REHA BT R W HMRER 0 KRS #Ee FDA R
F RIS 0 R EER M X £ & 0 4w Infanrix-IPV ~ Infanrix- IPV+HiberRix &
R B final bulk #2 final container 34T 3% JA# B5 ©

B BB BT 0 1. BB AL FRRBEETFRRUAL KK

HERBAGHZEREL > G HERRE 2 2L REER 42
WEH > 2L 2004 F Chiron JRERE® &) %R @ EBHRBREBREARRERESE
REFHMERBR A4 -

AEBAMBAEF KX 1. 4035 R BT A% FHREBRZ 25 0 KA

BATRRIERIEF ZLMRTHE 2. NEBABRNETRELEAARMNZ
Bl HOBEBRAAHEELZE ¢ AL T2 MR NN E(CFR, USP,
MRIJP, EP,BP)$1 £ B FDA - B ANIID Z A R % H e % » H—BBELF o

3. AR PXFURARAKARETEASIRFTRAFTAEALAZE
BRAE AW EEHRMEM?

FERA ANAYRLF S ERPIPREILTZITHELREREZIRL
Rew 0 7 4B BA Ak 3 A& (BioSafty Cabint) f I — #& 4 B % & 3 /& /A 4 (Sterile

Laminar Flow) 47 & # 3X 8 » SA& 75 IR 7

4 1. GSK #£4 2 R classl00 9 B R(&BE | E8BEREAR 1 B
Isolator FA 7347 & A 3K B o 1 A I — 18 % Fo] 2 A Isolator #4738 » =R T
YEHER AT FRRMAEA R 8 B2 — BT A R LBl
F @A - BEEFEXRY > MA XA &4 final container - final bulk

& in-process control Z #& & -

4 BRARELREIREBARFE.
FHRERA ARBRHEBEFZ IR > Hlio B Aok b B4 8 2485
kB~ BB 4 B AAT X7k W AR RS REAL D TR R U AR
IR S HAR R E 0 AR P L4845 B In-house reference & reagent o 2k B 5
CREBREEEFILEANEY N > A AEE RS F FEXE EEZFR o

g

%
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BRI B EZHRAT  REFARFE RO RB—RBR -
=]

BARARBERESRBZAFE - ERAUERHEUATEZ I X A AR
RLEAMBEBRE  TAAEPIFTHZR2~8~-20-80C k%) HIEAL
BANBEZBIANBD N (BEATIRE) SR AR LR AFREFA K
Fo0 AREEARBATE X EALFTE - FRRAARBHE - KLBH AKX
HAMR > BIEALR BOR G T FAM B BB E KA > TR AREARR
TARBRETAERRERR? — LB o RCERROMRE? ZE o

KB R EFRMEEN -

5. Hiberix & %]35 A SOP.

H %3 8A © InfanrixHexa »< & — 7% W 5 — #5348 £ > A8 8525 31 Hiberix
42 %78 B 2 R &R &7 Hiberix & InfanrixPenta ¥ Z Hiberix » i& % & & B 43 40
InfanrixHexa ¥ % Hiberix 4F HE4b —F % F 242 » REFHEZIREMIR I LR K
B BRI ik NREATRESr L BRE 0 &5 RARE > REE
%4 & InfanrixHexa ¥ = Hiberix 48 & 50 12 # 2 -

A R LR B m @R R o 22 f SOP k4 ¢ T what it
wrote, what it done; what it done, what it wrote | > BB IR ARE L 2 F 1 REFHH
A SOP B » UL 7 o

6. tb#8F OMCL X BHRETAZTIHNRBELEF  RF
TURREXHEEDNREBETHRR?

ERA GSK Rt A T E MM ARBESGZ BZ > NHHJBEHR T LEXK
RIEMZ AL FERKRE  HBEMARE FHERSA -

HERA AN ARACEIRTENH S ER DA A% ET
AMEE - ERATkein LTREFEZHIER > TASGEXHFXEME > UG 4
AN BT EEFEZIA PTHE ERRRERZIRE > 2 EHZIRE
FRYEA BREAEREARARZIERZERBTER I MR IAF L —BRRKRY
BE 0 EIEAEE GLP(ISO17025) %2 Ax 4 |

RIE: BATHATEHRELFTEEARARY  ERAHIH KB ERNIERY




B MERATBITE BB L AR T EXREN > EEE R Y LY HRER
WofT B FRARTIESE > MIFRH GSK ZHTHM » KFBRMTURHABMES MER
FARRGBARERE > Blho - g AE B EN BB B EITRIBARE > 7T LR B
IR K RBWBRIATRRISFE  EARALTREARNIBAZIBEAR
WMERHREARALEREZRRERAR 2 B ¥ @84 MBEE R B2k
ATRE R4 FELBATZRRIAL > BRMGRRLE FTERRRAKE

RZ AR BHRARERERZEN AAH - BRAEEMFE L AR
o B AT e % W B FRAE R AR R AT IR AR F AR BT BERRAR & XARE
B BERERME CFERETEEAABRRALKLES o
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= -HECHF

(—) #aEERATERAE ST WA G - EASRACHELATE R 7
St P EAE T X R > lhodIE B E WHO 23  # 5 FATF ¥R E
BB 6 L RHATHR kR TF B i B H oA s JEBLE K
KB fh BT B 4T#5% (teAeEx SIPH 73R ) > M E B 4 ik 5 5 1E g
FREMEA WEREE -AERS  HERY - BREAZBRBRETRE

BRABLTE Wi ERERELARHZAMHEELERZEHE -

-

(=) ERASEERTOEMAEADE (BRAAR @it ik)  £MWIt2H
(ELISA ~ HPLC -~ moisture - titration % & &3R5 ) A E L% (pH & -
BECBETELEANTHTHRAR) 3RAE > BER &K E R [solator %
HHEEABBRMEEL HETRERN -R2ELASEREAIZLF R

Eh o BB AB IR PSR T RS -

(2) FREAFZREDESBMRATFAEEZSIPH G LR T AL T
PERRBBAM > FRKBRMERZITE ~ LT AT F EE AR - #LRK
TEEPRRE cCGMP B % » A% 7 AE FDA #28 & NIID sush » K5
MTHZ BT FIRMZMEEETHRME - ABRFHMAE 0 ARREERE
Mo RIFAEHZEERE -

() K SIPH N BT » FoEEmEHRELSBLESMR S AT S BRI
% B B % High Performance Anion Exchange Chromatograph #x5& % 7% » K&k
#d GSK B ARABE TN DB F2HREF T I TR ZBHEZELEHR
HEZEL > BAARRA RS B RRAT S -
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ARAB R — L WM ERTAEARHFHNALIIAL e
GSK B ~ € B0 n sl RAF =% N &R AT @ feAb Rk & H i

BEGREZREGRS  ARAZNIRAREXACTHE - &% - ¥R
A ms A AE FDA FRAMMAEMZEMHHART BERIAAZ
HERBEA  RAFTEARZER  ZRARTUS I ET @B

B BB RIR °

i~

AR ZREFGHERBYBH_RE Y —AREBE —AETREF
BRENBESRESTAFEM A @R B A 0 B4 30 FAr 8B H
BZAI AMBEELEFFS RS ZBMEN TN S5 A TRE4H
FTRERE CLP X AT - MIEAMEZBRES  RBARXE 2 FIF
BEXRESAN ~ X XABETRZIH S - ABZEEIREERALT
BEEFZEL  LTREY RS LM HEEHRE > H4 EU-
WHO B FDA 4 %2 £ 2 %4 » R TH AR TRERD 2 4%

(=) %2 GSK 2 %% 3 Fik SIPH > & d T B R BRAL 4 #RELHK

(m)

BRERFIZ L % B TUMBE - UhnT | 284 UARLER(US

ERMRBATRAREREDN T THRBRER D2 EHBARIZIHRE B
TR ECGRIRA G B EZAFE GRGRRE A5 )RR
TUREER - REREZ E R RFET UM L LRF FDA 24f - £5%E
ARBNEERERILZ S5# -
REARMERBIEEE WHO 2 235 B4 & $] £ 49 % S 2 MR MATOR M
i) MABREFERBE 70 FAREPHSEE A DER(ERER)Z
REATARER BN HEAEGFAZILE  BPITERTAZALTRE
LR BRMAERZ AR MMERHZ I EHERFEMEZTZF L
A TRZ AT i 1 R RZ B Rk
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E — ~ Rotarix potency assay method.

Dissolve 3 vials reference vaccine(R1~3), 6 vials tested vaccine(T1~T6) and 4 vials
tested aged vaccine(T7~T10) with 1 mL WFI each.

NZ

0.1 mL reconstituted vaccine add 0.9 mL Titration medium, then incubated 20~30
mins at room temperature for activating virus...10™°

J

Diluted as followed:

Dllutlon IO-IAO 10-20 10—340 10—440 10-4A6 10-52 10—548 10—644
Titration medium (mL) | (.9 4.5 4.5 4.5 3 3 3 3
Last diluted (mL) 01 | 5 |05 |05 [,1 |41 |1 |1
Total (mL) V5 Vs A 574404 04
J

Cell carpet microplate from cell culture room and washing/titration medium from
medium room after ordered.

v

Microplate wash 3 times to remove bovine serum with, first 2 times discard medium
by pouring into plastic chamber in the BSC, 3rd times by 8 channels micropipette tip
to insure totally remove of washing medium just before applying diluted sample.

v

apply last 4 dilutions to microplate, 100 uL/well, 10 wells/dilution, last 2 wells as
negative control as sample sheet

N

Incubate at 37 °C/7 days with humidity and CO,

v

Wash microplates with washing medium (150 pl/well), then remove washing medium
N

Add 150 pl/well 80 %Frozen acetone (in DW), then incubate for 20 minutes at -20°C
N

returning acetone to a collecting tray under flows, let the microplates to dry

N

Add 100 ul/well of monoclonal antibodies 2C9 (diluted 250 x with Blotto)

N

incubate for 60 minutes at 37°C, then wash microplates 4 times by immersing them in
PBS w/o Ca++ and Mg++

N

add 50 ul/well of anti-mouse IgG combined with peroxidase (SIGMA A4416) diluted
400 times in Blotto, then incubate for 60 minutes at 37°C

N

wash microplates 4 times by immersing them in PBS w/o Ca++ and Mg++

N

dissolve a DAB/urea set (SIGMA D4418) in 30 DW freshly, add 50 ul/well

N

incubate for 10 minutes at RT, wash microplates 3 times in a tray of running water

N

Observe with fluorescence microscope, those well with black particel mean the
presence of rotavirus, identify “positive”

~ 12 ~



N

use Reed and Muench statistic method to calculate each sample, express the titres in
log CCIDso/mL or dose.

Validity:

1.

3.

4.

reference cell show “negative” and normal.

for sample and 37°C/7days sample, the difference between 2 vials must < 0.6
log CCID50.

for reference vaccine, the difference between the established and measured
titre must < 0.5 log CCIDS50.

the dilution increase and the infection diminution

Retesting conditions:

N

average titre of 6 sample vials <SPE.

the titre of 3 of 6 sample vials are less than SPE.

If second test passes, average two tests, if average pass, leads PASS
accordance with second test.

if average not pass, leads FAIL accordance with first test.

~13~



P1
R1

R2

P2
R3

Tl

P3
T2

T3

P4
T4

T5

= ~ Sample sheet for Rotarix potency assay.

Well 1~10

NC P5

1070

T6

10—5.2

10—5.8

104

1070

T7

10—5.2

10—5.8

10‘6.4

Well 1~10

NC P6

1070

T8

10—5.2

10—5.8

104

1070

T9

10—5.2

10—5.8

10‘6.4

Well 1~10

107*°

T10

10—5.2

10—5.8

104

107*°

10—5.2

10—5.8

104

Well 1~10

107*°

10—5.2

10—5.8

104

107*°

10—5.2

10—5.8

104

~14 ~

Well 1~10

NC

10-46

10—5.2

10—5.8

104

1070

10—5.2

10—5.8

10°%4

Well 1~10

10-46

10—5.2

10—5.8

104

1070

10—5.2

10—5.8

104

Well 1~10

10-46

10—5.2

10—5.8

104
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Rotarix Training

06~10 June 2005

AGENDA

MONDAY JUNE 6TH, 2005

WELCOME - GSK BIO

J. DESCAMPS / O.

09.00-10.00 | \NrRODUCTION THIANGE BOOHOT1
ROTARIX OVERVIEW & O. THIANGE / F.
10.00-12.00 | \ /A NUFACTURING LEGROS BOOHOT1
ROTARIX TESTING C.JUANEDA /S. INFANRI
14.00-17.00 | SV 802 WOUTERS /1. 0
DESCAMPS
TUESDAY JUNE 7TH, 2005
GROUP 1: TITRATION — ROTA
09.00-12.00 | IDENTITY QC B20
GROUP 2: STERILITY QC P45
GROUP 1: STERILITY QC P45
14.00-17.00 [ GROUP 2: TITRATION - ROTA | (1 520
IDENTITY
WEDNESDAY JUNE 8TH, 2005
TITRATION CACO3 —
9.00-10.30 | \15ISTURE CONTENT QC B9
IDENTITY CA++, CO2-. PH &
10.30-12.00 |\ o v QC B7
QA RELEASE OF VACCINES, | S.
14.00-17.00 | \rETHOD VALIDATION VANDENSCHRIECK | KOCH
THURSDAY JUNE 9TH, 2005
QC RELEASE OF VACCINES | J. DESCAMPS / O.
9:00-12.00 | ‘ML) - TESTING CHANGES | THIANGE HIPPOCRATE
14.00-17.00 | ISP VISIT 7. DESCAMPS BRUSSELS
FRIDAY JUNE 10TH, 2005
9.00-12.00 | COUNTRY SPECIFIC ISSUES* | J: DESCAMPS /0.1 5 ory107

THIANGE

* Following requests / questions received.
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CONTROL AUTHORITY BATCH
RELEASE OF VACCINES AND BLOOD

PRODUCTS

2004

Procedure For Official Control Authority Batch Release of Centrally
Authorised Immunological Medicinal Products For Human Use And
Medicinal Products Derived From Human Blood And Plasma

Guideline title

Procedure For Official Control Authority Batch Release
(OCABR) of Centrally Authorised Immunological Medicinal
Products For Human Use And Medicinal Products Derived
From Human Blood And Plasma

Legislative basis

Council Directive 2001/83/EC, amended by Directive
2004/27/EC, formerly Council Directives 89/342/EEC and
89/381/EEC

Date of adoption April 2001

Date of original entry | May 2001

into force

Status Editorial revision to update reference to EC legislation.

This procedure is appended to the EC Administrative
Procedure For Official Control Authority Batch Release and
should be applied under step 1 of that Procedure.

Date of entry into force
of revised document

January 1, 2005

Previous titles/other
references

This procedure has been approved by the European
Commission, the EMEA and was finalised and approved by
the Official Control Authority Batch Release Network and the
EDQM on the occassion of their annual meeting 2001 under
PA/PH/OMCL (2000) 83, DEF

Custodian
Organisation

The present document was elaborated by the EDQM in the
OMCL network and finalised under PA/PH/OMCL (2004) 143,
DEF

EDQM ¢+ OCABR OF BIOLOGICAL SUBSTANCES 2004
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PROCEDURE FOR OFFICIAL CONTROL AUTHORITY BATCH
RELEASE (OCABR) OF CENTRALLY AUTHORISED

IMMUNOLOGICAL MEDICINAL PRODUCTS FOR HUMAN USE
AND MEDICINAL PRODUCTS DERIVED FROM HUMAN BLOOD

AND PLASMA

This procedure is aimed at defining the special steps that are applied specifically to
Centrally Authorised Products when submitted to Official Control Authority Batch Release.
For all other steps, the procedure for OCABR, as defined in the general EC Administrative
Procedure for Official Control Authority Batch Release apply.

For medicinal products that may be subjected to OCABR (ie. covered under Article
114 of Directive 2001/83/EC as amended by 2004/27/EC) the Marketing Authorisation
Holder (MAH) should propose an OMCL(s) which would carry out OCABR for the
product in question.

The MAH should propose an OMCL(s) to perform OCABR at the time of indicating an
intention to submit an MAA, or at the time of assignment of the Rapporteur/ Co-
Rapporteur, or at the very latest at the start of procedure of assessment of the MAA. The
EMEA should inform EDQM accordingly.

EDQM liases with the proposed OMCL(s) and the EU/EEA Batch Release specific
network to discuss feasibility and finally makes comments supported by scientific
rationale. The main issue is whether or not technical capacity is available to carry out
the proposed tests. This must be clearly indicated and if capacity does not exist, it must
therefore be decided at that time how it will be established and in what time-frame.

The OMCL(s) eligible for OCABR, in close collaboration with the Rapporteur and Co-
rapporteur, proposes a list of tests in accordance with the template for post market
surveillance, including the relevant quality indicative parameters and safety aspects to
be re-tested independently by OMCLs.

The proposal is submitted to CHMP and the appropriate Working Party for approval
and the OMCL(s) proposed by the manufacturer which will act for OCABR is
confirmed.

If the preliminary list of tests to be performed during OCABR is approved, a guideline
is elaborated on the basis of the general template, (internal SOP) within a few months,
by EDQM/OMCL network according to their general procedure for adoption of
technical documents.

The draft OCABR guideline should be ready for adoption at the time the Community
Marketing Authorisation is granted. The guideline will be formally adopted by the
OMCL batch release network once the Community Marketing Authorisation has been
finalised.

EDQM ¢+ OCABR OF BIOLOGICAL SUBSTANCES 2004
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¢ Meanwhile the eligible OMCL takes necessary steps to develop the relevant technical
competence required by the guideline. Where appropriate, EDQM will establish the
necessary standards so that the procedure can be used when the product is officially
launched.

e  When the first batches are marketed and results become available, official certificates
will be issued by the agreed OMCLs in accordance with the existing template, as
described in the general administrative procedure.

s Database is set up by the EDQM for each CAP product, eligible for OCABR. The
database will be accessible only to EMEA and the national authorities so they may be
informed on the OCABR of the different batches placed on the market at any time.

EDQM ¢+ OCABR OF BIOLOGICAL SUBSTANCES 2004
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OCAER DECISION FLOWCHART

Medicinal Preduct covered und
.-irL:'iTl: llinc-t' !ﬂ;:-;]e;.:ifu?::r RA‘ESL%%?SE NO Batches of product released
amended by 2004/27/EC, witha [ —— — D?":ﬂ: the J?H-rlh;:t of hthr;: Ms
Marketing Authorisation Approval [Decision of CA of FIth mo :;; ‘;’C‘ eck or
from the Control Antherity of a the M5 nonncanen.
VESG wmmrm——"""

-—

Inform MAH of need for =
OCABR ——pp| Batch proposed by the MAH

for market in the M5

(Ammex I

z e - Administrative processing of OCAER
— Batcl: in question already undergone E‘. certificate {Annex IT a'b (c/d)) from other

OCABR in another M5 and received T
s > ME and the MIF( Annex IV) from the
an EC OCAER certificate MAH iwithin T working days)
+ NO
. Perform QOCAER testing in
— N OMCL of M5 in question ?
* YES
Inform MAH and Batch Non Release of batch on to the market
OCABR network of non- Compliant Receive samples and protocol from the of the M5 in guestion
compliance withdrawal T - O{mnmmrt.mr _—
] . atc erform QM AER festing as outlined in
(-nnex Me/Rapid Info) Withdrawn the product specific gnideline

+ + Batch Compliant

Batch taken out of

circulation/destroyed by Provide certificate of EC/EAA
MAH (follow up by OCAER to the MAH
Inspectors) (Anmex IT a'b (c/d))
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Pt 4 o9

ANNEX IIT

Contact persons for results and questions concerning EC/EEA Official Control

AUSTRIA

Fritz Lackner

Federal Institute for Medicines
Possingergasse 38

A - 1160 WIEN

BELGIUM

Roland Dobbelacr
Scientific Institute of Public Health
I Wytsmanstr. 14

B - 1050 BRUSSELS

Ellen Voets

Scientific Institute of Public Health
T Wytsmanstr.

B - 1050 BRUSSELS

Paule Jacgmain

Service Public Fédéral Sante public,
Sécurité de la Chaine alimentaire et
Environnement

Cité Administrative de I'Etat
Quartier Vésale

B — 1010 BRUSSELS

CYPRUS

Emilia Mavrokordatou®
Pharmaceutical Services-MoH
CY — 1475 LEFKOSIA

CZECH REPUBLIC
Eva Vitkova

State Institute for Drug Control
Laboratory Control Branch
Srobarova, 48

RTC - 10041 PRAGUE 10

Milan Sraid

State Institute for Drug Control
Srobarova, 48

RTC — 10041 PRAGUE 10

DENMARK

Eva Sandberg
Danish Medicines Agency
Axel Heides Gade 1

K - 2300 COPENHAGEN S

Authority Batch Release

Tel: (43) 1 42 707 306
Fax: (43) 142 707 200
£ lackner@bifa gvat

Tel: (32) 2 642 5050
Fax: (32) 2 642 5210
roland. dobbelaer@iph feov be

Tel (32) 2 642 5076
Fax- (32) 2 642 5210
cllen voets @iph.fgov.be

Tel - (32) 2 210 4931
Fax :(32) 22104880
pavle.jacgmain@health. fgov.be

Tel (357) 224071 29
Fax: (357) 22 40 71 49
emavrokordatou@phs.moh.gov.cy

Tel: (42) 02 72 18 5 874
Fax (42) 02721858 74
eva vitkova@sukl cz

Tel: (42) 02 72 185 835
Fax (42) 02 72 739 095
milan smid@sukl.cz

Tel: (45) 44 88 9291
Fax: (45) 44 94 36 76
es@dkma dk

* entry modified 04/02/05

Vaccines

Blood

Derivatives
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ESTONIA

Margit Plakso
State Agency of medicines
Ravila Str. 19

EST — 50411 TARTU

Hillar Imelik
State Agency of medicines
Ravila Str. 19

EST — 50411 TARTU

FINLAND

Ville Postila®

National Public Health Institute
Vaccine Safety Unit
Mammerheimintie 166

FIN - 00300 HELSINKI

Paula Korhola
Naticnal Agency for Medicines
Enforcement and Inspection
Laboratory

Mannerheimintic 166, PB 55
FIN - 00301 HELSINKI

FRANCE

Florence Fuchs

Agence Frangaise de Sécurité
Sanitaire des Produits de Santé
Direction des laboratoires et des
contréles

Director of Lyon Site

321 Avenue Jean Taurés

F - 69007 LYON

Laurence Mouillot

Agence Frangaise de Sécurité
Sanitaire des Produits de Santé
Direction des laboratoires et des
contrdles

Unité des produits sanguins
143/147_ Boulevard Anatole France
F - 03285 SATNT-DENIS CEDEX
GERMANY

Volker Oppling
Paul-Ehrlich-Institut
Paul-Ehrlich-Str. 51-50

D - 63225 LANGEN

Rainer Seitz

Paul-Ehrlich-Institut
Paul-Ehrlich-Str. 51-50

D - 63225 LANGEN

-

Vaccines

Tel: (372) 7374 146 _ N
Fax: (372) 7 374 1427 N
margit plakso@sam.ce

Tel: (372) 56 954 657
Fax (372) 7 374 1427
hillar imelik@sam e=

Tel: (358) 947 44 86 71
Fax: (358) 947 44 86 75
ville postila@ktl fi

=

Tel: (358) 947 334 315
Fax: (358) 947 334 3617 -
paula korhola@nam fi

Tel: (33)4 7276 06 49/

(33)4 7276 06 10

Fax (33)4727606 15
florence.fuchs@afssaps sante.fr

Tel: (33) 1 55 87 42 020
Fax (33) 155874202 -
imouillo@afssaps sante fr

Tel: (49) 6103 77 3601 o
Fax: (40) 6103 77 1251 M
ocepvo@pei de

Tel: (49) 6103 77 2600
Fax: (49) 6103 77 1250 -
seira@pei de

entry modified 05/01/05, T entries modified 10/01/05
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GREECE

Alexandra Tsoka

National Organisation for Medicines
284 Mesogeion Avenue

GR - 155 62 HOLARGOS

HUNGARY

Ildiké Karacs

Johan Béla National Centre for
Epidemiology

Grali 0t 2-6

PO Box 64

H - 1966 BUDAPEST

Zsuzsanna Békeési

Johan Béla National Centre for
Epidemiology

Gyali at 2-6

PO Box 64

H - 1966 BUDAPEST

Marta Melles

Johan Béla National Centre for
Epidemiology

Gili it 2-6

PO Box 64

H - 1966 BUDAPEST

Tamas Paal

National Institute of Pharmacy
Zrinyi, u.3

PO Box 450

H -1372 BUDAPEST V

IRELAND

Vincent Irwin

Irish Medicines Board
Earls Fort Centre
Earls Fort Terrace
IRL - DUBLIN 2

ITALY

Maria Rapicetta

Istituto Superiore di Sanita
Laboratory of Virology
Viale Regina Elena, 299
I1- 00161 ROMA

Christina von Hunolstein
Laboratory of Bacteriology
Istituto Superiore di Sanita
Viale Regina Elena, 299
1- 00161 ROMA

Tel: (30) 210 650 7221
Fax: (30) 210 634 9504
atsoka@eof gr

Tel: (36) 1476 1109
Fax: (36) 1476 1190
karacsi@oek antsz hu

Tel: (36) 1476 1109
Fax: (36) 1476 1190
bekesizs @oek antsz hu

Tel: (36) 1476 1194
Fax- (36) 14761226
melles@oek.antsz hu

Tel: (36) 1317 14 88
Fax (36) 1318 16 67
tpaal@ogyihu

Tel: (353) 1 67649 71
Fax- (353) 1676 7836
vincent. irwin@imb.ie

Tel: (39) 06 499 03233
Fax: (39) 06 490 02662
rapicetti@iss it

Tel: (39) 06 4990 2036
Fax: (39) 06 4900 2634
cris.v.h@iss.it

Vaccines

Blood

Derivatives
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Carlo Pini

Immunobiological Products Group
Department of Infectious and
Immunomediated Diseases

Istituto Superiore di Sanita

Viale Regina Elena, 299

1-00161 ROMA

Caterina Gualano

Agenzia Italiano del Farmaco
Via Sierra Nevada 60

I- 00144 ROMA

LATVIA

Ingrida Biedre

State Agency of Medicines of the
Republic of Latvia

15 Jersikas Str.

LV —1003, RIGA

LITHUANIA

Mykolos Mauricas

State Medicines Control Agency
Traku Street 14

ZLI- 2001 VILNIUS

LUXEMBOURG

Jean-Louis Robert
Laboratoire National de Santé
BP 1102

L - 1011 LUXEMBOURG

MALTA

Tonio Cassar

Medicines Authority Malta
No 198 Rue D’ Argens
GZIRA

NETHERLANDS

JToep Bergers

Rijksinstituut voor Volksgezondheid
en Milien

Mailbox 50

P.O.Box 1

NL - 3720 BA BILTHOVEN

Berber de Vries

Rijksinstituut voor Volksgezondheid
en Milien

Mailbox 50

P.O.Box 1

NL - 3720 BA BILTHOVEN

Tel: (39) 06 4990 2585
Fax: (39) 06 4938 7115
cpini@iss.it

Tel: (39) 06 5994 4277
Fax: (39) 06 5004 4087
c.gualano@sanita it

Tel: (371) 707 84 32
Fax: (371) 707 84 28
ingrida biedre@vza gov.Iv

Tel: (370) 5 263 92 64
Fax: (370) 5263 92 65
wwikt@vvke it

Tel: (352) 49 1191 ext 358
Fax: (352) 40 4319
Jjean-louis robert@ns. etat. lu

Tel: (356) 23 439 119
Fax: (356) 23 430 161
tonio.n cassar@gov.mt

Tel: (31) 30 274 2837
Fax: (31) 30 274 4422
Jjoep.bergers@rivm.nl

Tel: (31) 30 274 3282
Fax: (31) 30 274 4422
berber de vries@rivmn.nl
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POLAND™

Janusz Shusarczyk

National Institute of Hygiene

Dept. Sera and Vaccines Evaluation
Chocimska st. 24

PL -00-791 WARSAW

Michal Pirozynski

Office for licensing Medical
Materials and Pharmaceutical
Products

Chelmska St. 30/34

PL 00-725 WARSAW

Malgorzata Jaworska

Polish Institute of Public Health
Dept. of Biochemistry and
Biopharmaceuticals

30/34 Chelmska Street

PL -00 -725 WARSAW
Zdzislawa Woznicka-Bruner
Ministry of Health

Miodowa str.15

PL -00-952 WARSAW

PORTUGAL

Angelo Da Silva

INFARMED

Instituto Nacional da Farmacia e do
Medicamento

Parque de Sande de Lisboa

Av_ do Brasilno. 53

P-1749-004 LISBOA

Ana Urmal

INFARMED

Instituto Nacional da Farmacia e do
Medicamento

Parque de Saide de Lisboa

Av do Brasilno. 53

P-1749-004 LISBOA

SLOVAK REPUBLIC

Zuzana Cemicka

State Institute for Drugs Control
Kvetna, 11

RSL — 825 08 BRATISLAVA

Iveta Novakova

State Institute for Drugs Control
Kvetna, 11

RSL — 825 08 BRATISLAVA

Tel: (48) 22 5421 212
Fax: (48) 22 5421 311
jshusarczvk@pzh.gov.pl

Tel: (48) 22 8514 381
Fax: (48) 22 8515 243
gif@gif gov.pl

Tel: (48) 22 841 21 65x 313
Fax (48) 22 841 06 52
m-jaworska@il waw pl

Tel: (48) 22 634 92 36
Fax: (48) 22 83143 54

Tel: (351) 21 798 5316
Fax: (351) 21 798 7369
angelo silva@infarmed pt

Tel: (351) 21 798 7357
Fax- (351) 21 798 7369
ana wrmal@infarmed.pt

Tel: (421) 2 50701 163
Fax- (421) 2 5556 4127
cemicka@sukl sk

Tel: (421) 2 50701 131
Fax- (421) 2 5556 4127
novakova@sukl sk

Vaccines
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SLOVENIA

Vesna Zupancic-Lazic

Institute of Pharmacy and Drug
Research

Ptujska 21

SLO-—SL - 1000 LTUBLJANA

Martina Cvelbar

Institute of Pharmacy and Drug
Research

Pujska 21

SLO— SL — 1000 LTUBLJANA

Maja Schara

Agency for Medicinal Products
Mali trg 6

SLO-SL- 1000 LTUBLJANA

SPAIN

Francisco Salmerdn

Area de Productos Biologicos
Agencia Espafiola del Medicamento
Ctra de Majadahonda-Pozuelo Km 2
E - MATADATIONDA 28220
MADRID

Concepcion Alonso

Area de Productos Biologicos
Hemoderivados

Agencia Espafiola del Medicamento
Ctra de Majadahonda-Pozuelo Km 2
E - MATADAHONDA 28220
MADRID

Augustin Portela

Area de Productos Bioldgicos
Virclogia

Agencia Espafiola del Medicamento
Ctra de Majadahonda-Pozuelo Km 2
E- MATADAHONDA 28220
MADRID

SWEDEN

Karl-Henrik Jénsson
Medical Products Agency
Box 26

E - 75103 UPPSALA

Tel: (386) 1 300 3710
Fax: (386) 13003701
vesna lazic@zaf si

Tel: (386) 1 300 3740
Fax: (386) 13003701
martina cvelbar@zaf si

Tel: (386) 1478 6275
Fax: (386) 1478 6260
maja schara@gov.si

Tel: (34) 91 596 7720
Fax (34) 91 506 7892
fsalmeron@agemed es

Tel: (34) 91 396 7720/
(34) 91 596 7823

Fax: (34) 91 596 7892
calonzo@agemed. es

Tel: (34) 91 396 7752
Fax: (34) 91 506 7892
aportela@agemed. es

Tel: (46) 18 17 4600
Fax: (46) 18 54 8566
karthenrik jonsson@mpa se
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UNITED KINGDOM

Phil Minor

National Institute for Biological
Standards and Control

Blanche Lane

South Mimms, Potters Bar

GB - HERTFORDSHIRE ENG 3QG

Trevor Barrowcliffe

National Institute for Biological
Standards and Control

Blanche Lane

South Mimms, Potters Bar

GB - HERTFORDSHIRE ENG 3QG

Adrian Thomas

Medicines and Healthcare Products
Regulatory Authority

Market Towers

1. Nine Elms Lane

GB - LONDON SW38 5NQ

EEA MEMBER STATES

NORWAY

Randi Winsnes

Neorwegian Medicines Agency
Sven Oftedalsvei 6

N - 0950 OSLO

Rolf Hovik

Neorwegian Medicines Agency
Sven Oftedalsvei 6

N - 0950 OSLO

LIECHTENSTEIN

Brigitte Batliner

Kontrollstelle fiir Arzneimittel bemm
Amt fir Lebensmittelkontrolle und
Veterindrvesen

Postplatz 2, Postfach 37

FL -9404

ICELAND

To whom it may concem
Pharmaceutical Division

Ministry of Health & Social
Security

Langavegur, 116
ISL - 150 REYKJAVIK

Blood

Vaccines

Tel: (44) 1707 641 312
Fax: (44) 1707 646 730 M —
pminor@nibsc.ac.uk

Tel: (44) 1707 641 256
Fax: (44) 1707 646 730 = ]
tharrowcliffe@nibsc.ac.uk

Tel: (44) 20 7084 2342
Fax- (44) 20 7084 2062
adrian thomas@mbhra gsi gov.uk

Tel: (47)22897777 N
Fax: (47) 22 80 77 99 N S
randi winsnes @noma no

Tel: (47) 2289 7592
Fax: (47) 22 89 77 99 = ]
rolf hovik@noma no

Tel: (423) 236 73 25 N N
Fax: (423) 23673 10 N N
brigitte batliner@allcvw v i

Tel: (354) 91 60 97 00
Fax: (354) 551 9165

=
=

Derivatives

MUTUAL RECOGNITION
AGREEMENTS

SWITZERLAND

Juerg Stalder
Swissmedic
Erlachstrasse 8
CH3000 BERN 9
Michael Sanger
Swissmedic
Erlachstrasse 8
CH3000 BERN 9

EUROPEAN COMMISSION
DG Enterprise, Pharmaceuticals
Unit F2

Nicolas Rossignol

EUROPEAN MEDICINES
AGENCY (EMEA)

Human Unit, Biclogical'Biotech
Products (Centrally Authorised
Products-CAP)

John Purves

Brigitte Neugebauer

Ragini Shivji

EUROPEAN
DIRECTORATE FOR THE
QUALITY OF MEDICINES
Division IV, Batch Release Section
Jean-Marc Spieser

BP.O07

F - 67029 STRASBOURG CEDEX

Tel: (41) 31 322 69 91
Fax: (41) 31 322 47 49
juerg stalder@swissmedic.ch

Tel: (41) 3132295 19
Fax: (41)31322 4749
michael saenger@swissmedic.ch

Tel: (32) 22987354
Fax: (32) 2 299 8046
nicolas.rossignol@cec.eu. int

Tel: (44) 207 418 84 02
Fax: (44) 207 418 8545
john purves@emea eu int

Tel: (44) 207 523 71 30
Fax: (44) 207 418 8545
brigitte neugebaver@emea eu. int

Tel: (44) 207 523 71 47
Fax: (44) 207 418 85 45
ragini shivjifemea en.int

Tel: (33)3 884121 84
Fax: (33)3884127 71
ieanmarc. spieser@pheur.org
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