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=~ #EEMAEAE
(—) R EY A\ B FE R (Intervet international b.v. )
1. 10 B 17 H=E -

Monday 17 October 2016 Location PP03-1.013-I (Interlokaal 1)

Time Subject Presenter Title

(Hrs.)

13.00 Arrival at site Pedro van den Acker Sr. Specialist Quality Systems
& Compliance

13.15 Welcome, openings meeting Pedro van den Acker

13.25 Safety Instruction Rob van lerssel Director Operations IPT Live

13.30 Site presentation Rob van lerssel

14.15 Quality Presentation Jos van Vugt Assoc. Dir Quality Systems &
Compliance

14.30 Site tour Bram Arts Associate Specialist
Automation

16.30 Close out day Pedro van den Acker

2. JFREFE S
MSD (FI 5 Rycfsrl ) BhYIEE s 5] 1 Zh 35 B E T (T
Boxmeer $ - R OSSR > SR BUEERE A ( EE AT
FEfL) o M 1,700 AEBEESTAE - &9 700 ATEWTEEE0 T0F - gl
3+ 170,000 FI7AR - &7y R8BS B A T ~ ATEGERRT ~ bR
M9~ BIPRERET ~ K EAEE TS - Fr 17 Boxmeer @ yf - A54T
WsEE A B EREt - SPF &R ERE ~ VIR 05 - TR EE R i

Key dimensions: ~ 1400 employees
170.000 m?

s

b o

m Operations (MMD)
MSD AH NL

u R&D

18% m International

mGTO (BTS) 7%
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85% Ky /EVIBIR - DIFEFIAIS Rl RS 15% R —fZEY) » DI
FHEEY) Ry K5
3. B 4 RN K R
(1) B

FEH#E ARG 2 A - ShE R et B IR B & B a0 - WIskATie (it
AR R PIEER AT =R » BT AR R & Y
ZesFRAll > BRI
v AR RIR R T
VK SR T B BR )
v B REEE(E D - S B R SR ACHGE H S R D
v OREEYIRITER » Has R 2 A TRR4R
v NHEEEE T
v RERFFA AR
[FERF e Ate E S EERERA T

@ @ = VEILIGHEIDSREGLEMENT %1
& VOOR BEZOEKERS :

L\ SAFETY INSTRUCTIONS

Open vuur verboden Verboden te roken

No naked flames No smoking FOR VISITORS
Adembescherming verplicht Veiligheidsbril verplicht
Protective respiratory Safety goggles required

equipment required

(=
n

Biologisch gevaar Vluchtwegaanduiding
Biological hazard Escape

samen werken e MSD
aan veiligheid : Animal Health




INTRODUCTION

5. Personal Protective Equipment
In all laboratories, process facilities, technical areas and
warehouse the use of safety glasses is mandatory. The use of
additional PPE's is obligatory in all places where this is indicated
by signs, in the work permit and/or by your contact person.

MSD Animal Ith in Boxmeer. In order to
or you a mployees and the quality
ou to read and follow the

s brochure.
e accompanied by a contact f
ith further information abol
specific risks and rules of the work stations you will be
visiting during your stay.

6. Speed on the premises
The maximum speed on the premises is 10 km/h.
The Road Traffic Act is applicable at the site.

7. Escape routes
Escape routes, aisles, staircases, exits, fire extinguishers
and switch boxes should be accessible at all times and
should in no way be obstructed. Escape routes are indicated
by green signs or stickers.

1. Reporting fire and accidents
Report fire and accidents to personnel and/or call emergency
number 2222 (cell phone: +31 485 587777).

2. What to do in case of an alarm
Alarm: Slow whoop signal.
- Leave the building as quickly as possible

8. Unsafe behaviour
Individuals who do not comply with the instructions
endanger not only themselves, but also others as well as

{do not use the elevator in case of fire) iy
our product; they may be removed from the premises.

- Follow the instructions of the contact person
of company emergency services

- Go to the assembly point 9. Smoking

Smaoking is prohibited on all premisses and buildings, except

Always follow the instructions of the company fire for the assigned outdoor smoking shelters.

brigade, local fire brigade or company securit ice.
g g pany urity service, 10. Parking

Visitors are requested to park their car on the visitor parking

3. GxP Quality guidelines + . Al :
places in the Wim de Korverstraat. Parking is at own risk.

Visitors shall comply with all rules authorizing entrance
to specific areas and on performing work, controlling

contamination, and documentation. n

Taking pictures
It is not allowed to make pictures or film/video
recordings without permission of the contact person

4. Entering buildings
2 2 or departmental head.

Entering buildings or installations without permission
from the contact person or departmental management
is not allowed.

&SI TEE - g -~ BUEE T E R - SEEEEEN (B
ATy ) BAETPIERE] (RS A - MEERSREA 25
& TAE R BAR ARG 77 » W —BAtGRIE i i T2 ZE %
DIdEsE N B2r s » ST DL T8 KAV 2 R 38 Bk
5t e

(2) i EEP
e W REEER - ki - EEMEE - R - MR
WtEs SRR R o - R E AR RS M EREE - DU EBRENY) SR
it - sl AEEMAE Y - A2 sE (invivo/invitro) -
FI— e e e -

(3) anfrEBFT
mnPREP TR B4E - LA E R B R AL s ~ HEBTE R
Je COA L2 e ~ Bl A bpss A R AR - FEMAE
SOP MIBLEERIHE ~ o tEiad M FFEUUERS S -

(4) ZE a2
BE et i B S ¢ AR BRI KA LR B e M B R R ~
WA E ERET 2 hel ~ B FOREAVE ] ~ 2 fndn' B B B 2



FIEBES -

(5) A E A 1SO Z e KB [E] > BLFE © A i ~ S0~ EREEE
lREEH - BHHEE - NEER - fUEREHEINIRES - 5
PERIZOEE B LS - NERAISMITERX ~ BRI 2 2341 K-

(6) BEE R B AT sy Ryl ~ Ab b ~ JERE ~ JhEmE kb
SRR FE A0Sy - BTSEELPTRIRE A S8 ko R A & o
40 PCV2 FE eI H o — By - & e st 54 Hl
JEILIR S — 1R - e EERE AR 4 e > £HAHE A
flgIaH -

(7) gl A TR - Brbbted Eines - mEERE - Sk &
A BB - MEAT A A B e B S 2 - TRJE
SIS EARER - EBETLR FAMITE — HER A B TIFEHE - A8
LR B E R ER -

Production seed cultivation

Phased Production
of bacterial antigen

Upscaling from seed to production volume

¥

I Inactivation of antigen

cccccccc

I Labeling & packaging of finished product I
FESE T SRR




Production seed

cultivation

Production of live viruses

Cells
==

Roller bottles & fermentors

I Harvesting & Preparation of antigen I

; | Blending & Formulation of antigen |
| Filling of bulk vaccine I
Fraeza-dry
of vacccine
Inactivated Freeze-dried R,
vaccine Illve vaccine

[ Labeling & packaging of finished product I

L

Lo Kk FrBX

HFRER N B G5 Al R e BN BAFRMEELE - Rob van lerssel
(Director Operations IPT Live) -~ Jos van Vugt (Assoc. Dir Quality Systems &
Compliance) ~ Pedro van den Acker (Sr. Specialist Quality Systems &
Compliance)
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4. R E SR KB TRHE 57k
(1)10 H 18 HRFE

Tuesday 18 October 2016 Location PP03-1.013-| (Interlokaal 1)
Time Subject Presenter Title
(Hrs.)
09.00 Arrival at site
Safety test for batching test
09.05 Nobivac KC — In Taiwan, we can’t use dogs Ton Jacobs Prin. Scientist, Research
for safety test. So we need to develop a Science
safety test by use laboratory animal instead | Evic Klaasen Prin. GeTentist Researth
of dogs. SeTonce
Potency test for batching test
10.00 1. Innovax-ILT: How we perform ILT Harry Glansbeek, Assoc. Dir, Quality Control,
potency test for the batching release? eventually WEBEX with | Bio Analytical Tech Support
Salamanca site. EU
11.00 2. Porcilis PCV M Hyo & Porcilis PCV ID: Melanie Sno Associate principle scientist,
Why there are 2 kinds of potency test Research Science
for the 2 products? If it is possible to
use the same potency test of Porcilis
PCV M Hyo to perform potency test of
Porcilis PCV ID (In Taiwan there is no
AlphaELISA machine to perform
potency test of Porcilis PCV ID)?
12.00 Lunch
13.00 3. Porcilis ColiClos: We need more Maarten Witvliet, Prin. Scientist, Research
detailed directions for performing eventually WEBEX with | Science
“estimation of Clostridium Perfringens Milton Keens site.
type B antibody level” - potency test
SOP/QC.038F in Taiwan. If thereis a QC
person can support us to perform this
potency test in Taiwan?
14.00 4. Porcilis ColiClos: How you do potency Maarten Witvliet
test for E.coli part?
15.00 5. Nobilis E. Coli : The ELISA data of Roy Bouw Manager Quality
antibody titer (batching potency test in | Gaby Dekkers Sr. Tech, Quality Control
Taiwan) is not really satisfied. If there is
a QC person can support us to perform
this potency test in Taiwan?
16.00 Other discussion points T.b.d.
16.30 Close out

(2 GHEHY

] T AR B 2 e 1 e FRAR i (A B B B R AR - B B
FIREEN 2R - (HIRENEYIE B Ztiebe 2 G Tl EBYH
E T S TR e oy A A ey M)l
FRSH - AREGRy EEER TS S in'E A\ |TETSI Y SR » BE
TR At St ARt H A R -
) L&z
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a/NEYEHE M (DA Nobivac KC Byf3 )

e/ N s (GRER B ) falaiaist K LIS E) i
Tt TR D EEFRERHE RS RIMNETT
St o MEBUE /N H] > Nobivac KC (R TEECE RS ) FAaE T
FEEEO - IEREY) MR EfTZatEsEB e otk (EiEE)
VIARSHEIFE) - BURHE R o

RS R I S R AT R E g - (R & o] DA
NAMCT > Rt H AT Nobivac KC 125 LUK & 727 2 M b -
ZRIZ AT DUER DS IR & (B » R R s E SRR R RS2 14
& BESEHE BRI ELFEH S RENERBYNIAEE (54
ERURARER) o ERFARIETLRZ B RS REY) - DL
fEE w2 E - TR EHEEERE - SA MR R &
&7 E R DB el 2 REE -

(4) )7
a. JE g AR N E e (PCV2)

H AR A F]HY PCV2 Y1 (Porcilis PCV) 7EF A 55
T AF i G 4 81% 0 DL ELISA JHIE i BE 2 A F51E - 3% /\F]
1£ PCV2 &2 2 THESHHYE L » BLFE Porcilis PCV M Hyo I
Porcilis PCV 1D » RZREEREIVIKE B - B 1508 =] LA
ELISA EFEMEE < iR A E » (28 RIS HESH Rl

" AlphaLISA | J7 AR HI R & & > 7&K &7 i AlphalLISA
e (T Sy BN » A e o0 PR BT RE M Py RT e e P < 5 JE T i B 4
wefff 0 RN AR Ny TE B Tl 550 » Bt A m
A S5 —tdfumBn 7=t - R Porcilis PCV ID 2 i Z AR B N HET T
SR T T IH RS ©
b. JE R W (R (CPEColi)

MR B as R et Lo i LOER R » DU DL 2 AT
BRI B - EColi #7475 Mg ELISA HYRFEMEREF - HBAT
2B TH[EIRY ELISA a2 falEIfI SOPs 5 55— 72
AT EColi Vg EHENELE 7 B 500 i 7 H s E S el T

12



aEAd -
. ZERIGEE (CEcoli)

TR B KIGIRE R EAE S (Nobilis E. Coli) fgbais
1 IEAE R R R A ELISA E40 > [F R iR EELH W A5y
Frifgbiserl > MR RN B Bhanat ot BaEs » A Re ez & (7
Z (Bl EM G aRE e ) - B R A EE i E
{EFH 1T S PR At H A SRS 2 RS B0 RT A (o AR -
SVA ~ TR IS ED U T ASHERCETY > R ARRZ (1 AR
IR TE -

Re Ve

A B 2 ML AUHE Roy Bouw £

13



(=) FLEsE R BB 4= W2 H5SFT (Wageningen Bioveterinary Research )
1. 10 H 19 H=FEE
= (09:00 Welcome
= 09:15-10:00 fH#E/ 142 WBVR
=10:00-11:00 it mtHReE o
= 11:00-13:00 Ehpi /148 e 255
= 13:00-14:00 & K2 e
2.

R s E EREE A Y R 2 B (Wageningen Bioveterinary Research ;
WBVR) FE A L BB EENTZ2 00 (Wageningen University &
Research) - gij& i dtBREER5EAT (Central Veterinary Institute of
Wageningen UR ) -

1904 FR T IR MUBHZERT » AL RERTFT 5 1929 FERITEI 2 ER
@Eﬁ%[ﬁ% » AP 5 1959 FEBIRIMUEHFEATRIE 2 B B b 7%

S Ry rp L EREERH ST A (Centraal Diergeneeskundig Instituut ) - 1972
fﬁ%ﬂ 1982 FFifAtH 7 {2 B 22 Lelystad 5 1994 & (F 5 (& B A7 5l Fy
ID-DLO ( Dutch Institute for Animal Health and Science ) : 1999 4E 5 44
& ID-Lelystad » 55 Wageningen UR f5—3555 - 1% 3l o B
CIDC-Lelystad ~ &f#¥7F 1 [E][Z » 7> 2008 4 » CIDC-Lelystad & El2L
VB E P TR T S BRBSEIFEHT (CVI of Wageningen UR) : 2016 47
9 H 6 HFEE A5 RS RENE S 75T (Wageningen
Bioveterinary Research) -

3. ZHek 4w
WBVR 3 — % 8 Moy 4 (B2EBH - iERE A4 - i
BURA TS - 2EREANESE A - WESA  SSEAEYEM B EE
HEREYRmE s e E s 0 B TR 230 A -

14



Director

Ludo Hellebrekers

Staff and support units Animal department

Henk Sloetjes

Kees-Jan Groen

'
¥

"

/57

4. SEHIE
(1) WBVR GEIZ RS TEHER - BEIRERRZE B = - 5
SRR ~ BIEERRE - Q BUEEHIWMETE R 2 B 2H 2
e
(2) 75& 1SO 9001 #1 1SO 17025 '8 Z4t » TR HLEB S B m i1
gtvan) ~ FEIFIRERE 24 /NF KT AmaH - BLENYIES S 1
BHZE ~ BefofsiEss -
() Tt E fiE2 B T AN ~ BRI - ER RS - Dt
W7 ~ ERIETEHTT ~ B b as DL R LB e AR s
5. BHFEEit
B umdlEe - WEs - WHEHE - o TR - ESE - A
W R AEIZ e =54 (BSL-3) Bi= @ #YEitit e a8
JESE)es - AJH BSL-1~3 SRANENY) BSL-2~4 i) - LUK
NOUSEmEYs - BVREEEE 5% -4 F - & =g - &
EASE ~ B S AT AR B - hn'E o S B FE #45  SPF - DPF (Designated
pathogen free) ~ HFE 2 DA Kz Germ free & -

15



Facilitating research at all Biosafety Levels

Qrfever (3)
Psittacosis (3)
Rift Valley Fever (3)
Tuberculosis (3)

1. Avian Influenza (3)

Foot and Mouth Disease (4)
Classical Swine Fever (3)

\

Respiratory Syncytial Virus (2)

.\N

= |||||||1|||||1|.I

Veterinary

oM

WAGENINGEN

UNNVERSITY & RESEARDH

AV 2y RN Z RG R MIE - Wil sy NI B2 Jabe -

a[{E WBVR

Risk group | JfEEME f;;;if; {51 izf; ME :
e | A

1 - NA HBERRE BSL-1 + +

2 + + S OEERE BSL-2 + +

3 ++ + 25 R BSL-3 + +
4@ |+ . b BsL-4 | + | -
AOE) |+ - i BSL-4 | - .

LU BSL-3 gl B > AV B R 5 =VEEE - U8
4 (Z25R) MBS KERE (BE7K) ~ S e BRI B (B
fe2E (FEae) DARMEAEERFERE (AN&) -

16



PN R =S FIEEEE (HFEE0
(NG ZE R - DLEE S $9%E WBVR BN )

6. EEitiZEE)

WBVR EhPsd iRtk & RyE il - DURpa s R 3 (8
o i - I 2 AR C A HE - AR T REE , HE
Pl - ZEI T A B B S RYIEERUE fob B < REG
TAEAR - A A - FrafE NEfE N B ASEE —(EIE - H
Y Bl IEAMRENYR IR CREBISTHE LI ) J5 A5l » DURBS IR E
il b P ST EH RS RIS - A A B ELEIRSTF 24 /NRFA S
FEf Ll e RS2 MR B 2 HUE -
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Hrp—fH 28 BVt Cac B 30 4 - (SRFEEF I 4ERr
xR e MR RO He B B b ] TR i HEG A
Bian-FERE A FR LT - RS RS E F = P EiER e =
EFRHECAAUMEREYISUIEE - TR ROR IS FIRAER R
NGRS - IR BERG DR B - A & T ff
PRI ST 4 » TRECERE © Aime LIFERIE - seffifE » T2 B 4ERR
PR RR -

AN E SRR R Vet E =M BRI S S L BEEE
T8 B = T s - R G AR R BT - BIEREEE R > AR
Eb%@ﬂjﬂ% F%%51_22¥$€é ’EJ%HEi%b%@%m$ﬂ2§E§IETT‘*§b%Ua?1€

=] wstoouw 206 pebouw 25 =
= B O
- oA
= -.\ 7
T e P
- . | — i et L
e E U 5 P 1 g | —
£ - = = Lla|; = i T e e
93 B H-E = 1 [ d o e l=|_ s . ke v

1 Vi i Vi -
o lrae ‘eteri ner nshluul CVI - Wageningen UR

-v-w-nm

Hl& e > FHEERAERERES - AXRSE—-HERNFE g
Yttt <

i
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VIR B EVR GRS TECEER RS - A BAE
EEPFAEYI A KA Z G -

(RFEER A - DUEE R SEE WBVR RS E )

o

7+ WBVR 5 = B[] £ (. Henk Sloetjes 28

> WBVR &3 = Bifff & Ludo Hellebrekers & Ivo Claassen f# “/E.\%
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(=)ERGEH] (BioChek) AW R
1. BioChek a7t 1997 4 » BFTA ERUS R ENFE SRR EaHE
o IR EYUSEE ECE R HAE R S B PTASINGG - E s eEs
RE ARG RISIRAR - TR A5 A HAER (R B TR0 2 5 SR s RIS
AT R - BRYCHD - X EIRBH R SRS REER=E -5
T E ~ SPREYIG LU EEAE] « HiEm$ Al (CK121) #1NDV
(CK116)fifgta HIZE4H M4 OIE 3Y58 - BioChek 48/ S A a7 1 -
ERREE A E] SRS R AR E AR SR R B (TR
HABMENYIRECE -
2. WA P E BB 5¢ 241 (52 ] BioChek iy ELISA Kit B¢ AT B £y —
LU - R AT
(1) 5/ FADV | (Fowl Adenovirus Group 1) Antibody test kit » £ 1 H
e ~ 3 L ~ 5 EE ARSI - FrAg Rbueizt: - A

HERFAE 35 = 36 WECHIDTRSIR MISE RN E Rk > MR RTRLZ
&g H SWHYIGMRt (BARELR 68 592 &) - &R
{8 2

dhah ¢ EDAREE MTRE ISR ILAS RIVEN o T RS R S S A
Gy A B AENE] > TSI AT AR EE ELISA Kit BYRUEE o MEME 77
R s SR R EE RO IR e e BHR B R A 2 A
H > MR RERERTTE -

(2) BE& P DA EHE ST O ( Marek's disease )EZEpT 5 4 B 32 (Avian
Nephritis Virus ) #y ELISA kit ?
453w - MD #Y ELISA kit 5 20 FEiRIFALAHT S - (HRZRRIRE
HMERIE o MR R AR R T AT E A A PTRS - R R AR EE
ZErm © ANV VB i B T E A 121 T ELISA Kit i - m]5%
R A 2N AR (type 1~8) FEIRZ A FHE—DHES -

20



BioChek faf A =] AR
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(M) B FH %5 5 & 1%RFE : Medicines Evaluation Board (MEB) 2 /Y
Veterinary Medicinal Products Unit (VMPU)
1. 10 H 21 HZFAE
=10:00-10:10 77 A B G AHS 44
=10:10-10:35 B miwiE sy Pnflishk (FRREFTR)
»10:35-10:55 VMPU f&41 (Jos¢ Jonis f#-f)
»10:55-11:20 {7 ENY) A& LB B AR S ks (Tom van der Heijden
fat)
»11:20-11:50 2E&ETEm
2. HERARI T
(1) TR E 1986 FERHMRIETEIYI I EEM B R0 - T E TR R aR
= | 2005 FFEEEE S CBG - MEB (College ter Beoordeling van
Geneesmiddelen / Medicines Evaluation Board) » 3= 25 & = Bif & e T
=P Veterinary Medicinal Products Unit (VMPU)FR&E - VMPU £
MEB Hy—&(or » (HEINAEIRY A e dHERESERS - A R TR
Ty BVEBEARARARE - BEF S #ns g0 E5
S EE I - VMP HTIEEES ~ HEBEA TR - 2297 &)
BHI ~ GRDANIIYI LA R B RS e i S -
(2) #et 2 2016 4 10 A 10 H il > Eialgasc 2,604 THE S E o 545
AGHrHY 100~125 37 5 HHERRIEERHEEA 200~300 T » FHERSEE B 20
75 500~600 IF - FFulE8 A 2,500 75 » X i E A 1,310 it -
(3) M E * B 3 HElEE s EE R A (RS R/HECEEIH
R#EmZEY CVMP K8) -~ 12 XEHETFA ~ 3 HEEREY
87 HEEEEE B 1 REYEHHRE 1 L e
2 ZEFrlFEEE B K 1 B FE -
KRG SEUEZIEEE T Y&
(1) EmEFaIfEre
FHER B &2 Eiat ] - nl BB R IE R ~ MH A KRR ~ J7EK
AEAEF - UNETAEEREFFREK -
a. FHE &2 (Mutual Recognition Procedure ; MRP)
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B A NG EZEZE(RMS) EHFF A
WBME - BEE EFHRMSHI

&
BiEE O EZEFZE (RMS)TIEE BER 5t EEl(CMS) IR BF5E

RMSHF T 3R &5 8225 46CMS
b
cMsHb BRI =

SN~

- MBHFAFEREBD : BBEECMSEIZ LrsrT
« N2 HFZERMLEE - 877 % Coordination group for Mutual Recognition
and Decentralized Procedures, veterinary (CMDv)3&E1T P ¢

b. 7=t EZ &L (Decentralised Procedure ; DCP )
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Eh A ZEEFZF (Centralised procedure )
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EH G (EMA) B Bl misig il ES e A BUE A B
PUR B FEIRRY > JKE A2 B B R AR ErEra]
FHEARRE AT SHEBIOM S i P fey it
http://ec.europa.eu/health/authorisation-procedures-centralised_en
(2) 5Ffk
1o T EREN ) P B B TR A VI H B EE © an'E ~ 00 (EYER
M)~ BEe  HEEE R - THEESE BREZEE > LH
TREDUEENE  HEE IR LR EIAE -
(3) BirErEE E = (Potential Serious Risk, PSR) FYAEEME
HEE  ARMEEER - mUERR ML e SRR EE
(ERHR © FADTHE A AR (R E ] w52 /K
) © KA RMFEHEHE LS ~ NEett EESA A2 2
JEfg » BORIMEE EEREUR - DU ENZEGIRIEE B ReEA
E R R G
(4) SHERE R

a. MEB [&E% : FrAMEEm S EEXZ TR A (RPL) ~ BXEABH &
gtz 8y (CVMP) & ~ CMDv k& ~ B FE LU NERRY
i N BB E A S - RPL MATE E i Pa B e IR Fr i
o DUST BRSO — 2 MR R4S -

b. BEER  AATEEREERAY AR - AR E gL T #
SMEREILRC R DL K. MEB R E it sy 78R - BIEZE gk
HIESN mE RRERE E B E -

C. &HIE C HEEEIEE (CVO) HEMAE L > B HER;
#92E( 2% 88 (European Commission ) #E17HE— T FF{lHIH]
5 o

(5) A #EV)a Tt B DABK B AR 0 - il B el LI F B R =+
W E Bl AEAREEE o BIEstE =0 B iriels - Bl
WBR - i S ar @& B al A e - Sz dttinle - TN E JTieSR e L -
2Ejig LN GMP SR E B 5 3 AE A — R FrA 2 PAEH E
falba 7k ~ BB ER S A BHFE European Commission 48 H it 4>
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N EEER - EERAREHERRUE -
4. [EEE R

(1) FrAvEmEEUs - ZHZEFRIPLL ERE 2
fHESFHESS EudraLex - EU Legislation » Volume 6 - Notice to
applicants and regulatory gquidelines for medicinal products for
veterinary use T8 T~ - F] BT 22 248 H AR oA ROR & o AL
http://ec.europa.eu/health/documents/eudralex/vol-6_en

(2) AEJTNEY) S i SatkRans ?
I B AR ETEY) g ey - BEHMEETEREWE
Tl - FEMBEETXES  GABIEFRMEES - Al
=R =TT A IERAL - G0 FLEEE R B R AL Y2 72 A e T AeoH
B

(3) BB IEEREHITHRA AR FE Ry fe] 7 /2 GMP B/Z& cGMP I ?
1l (LU EAEREE ) HYEERE - BTG GMP i - & 3 et
—XER -

(4) T B BUN & $1 ¥ IS ME CUE AT TAR RS ?
P i E T S EER R R ED » 5 RECERZEL - AT SME
Tl - (B A E AN - FEEE DM R A TR
e o A AMETTE S el - PEER A BN ZE A1 22 -

(5) ENHUS BN FH % S B 35 5 Srie FTAs S Ry fa] 2
HEHREY) - JREREY) - BIRLet - Bl - EE
A EER o S EEELE DI T HEFE LR (Centralised
procedure) - BJ{EECNZE T E S (European Medicines Agency )
AR EE EE A\ BRETE #7 2  ( European public assessment reports,
EPARs) $8HEET - FrARUSEF a8 Esm S TS HE - Al
=hr e NGBS E D - B Z S e P AR - 484k ¢
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/landi
ng/vet_epar_search.jsp&mid=WCO0b01ac058001falc

(6) ZEANal S AL N A0S 2 an T Eh P NI R Y 2 4 1 2
HREEA P BRI T 52 - AH BRI E AT AEBIOM 22,5 B f5y ( European
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Medicines Agency ) 2 A=YJEIE—MetEdES [ EE o 444k
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/gener
al/general_content_000374.jsp&mid=WC0b01ac058002ddc5

A€ 2= B Tom van der Heijden 18+ José Jonis {148 (WAL A
Regulatory Project Leader )

@ -Pa;kéel'gﬂ!"‘g?

~ Afleveren goederen

MEB HERHPALT
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J&24t Veterinary Medicinal Products Unit of Medicines Evaluation Board -
Wageningen Bioveterinary Research ~ Intervet international b.v.f1 BioChek /=]
BICHRZHHERR AT 25 A B WA e TR aTam © R T
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bfif 8%

(—) BEH5 B YY) FA 2 5 A ST BERERE / (MSD Animal Health The
Netherlands )

(—-)Wageningen Bioveterinary Research {7

(=)Wageningen Bioveterinary Research ¥zt fH /1

(P9)BioChek 2\ E]fE 1

(71.)MEB Veterinary Medicinal products Unit f%fz8 517
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Welcome to Basic Safety Tips Everyone Can Us

0 Always hold handrail on stairways. Only carry what you can
safely handle with one arm.

O In case of fire alarm follow the instructions of your contact
person (leave building asap and don’t use elevators and go
to the assembly point

0O Wear PPE’s when applicable {look at the signs)
(in production and lab area’s safety glasses
and safety shoes are mandatory)

0 Use the designated marked paths when
walking between buildings.

0 Do not use mobile phones when walking on site.
0 Smoking is only allowed in the designated area’s

O It's not allowed to make pictures without permission from
your contact person

+ Keep Eyes On Task
A=+ Keep Mind On Task R

MMD Animal Health The Netherlands

Technology Center for Biclogicals

Presenter: Rob van lerssel - Director Operations IPT Live

Visit Taiwan Autharities: 1-Ting Ko a
17-18 October 2016

Am

Fire / First Aid

+ MSD-AH has his own First aid

and fire department Content

+ Emergency numbers: —
- Internal: 2222

= 1-10485 — 68 7777
— Mobile: 0485-58777 § : MSD Animal Health

MSD AH NL Operations

+ Assembly point

MSD AH CoE Quality Operations

e Process overview

A-—.—»— }\;/I"’F'— . ! T A"""‘"

Animal
Health

Major Therapeutic Areas
¢ Cardiovascular

¢ Broilers, breeders and layers
Poultry ) ; ) .
¢ Health is mainly economically driven
¢ Aleaderin
¢ Diabetes & obesity o Companion snimal d lof_’ 4 ‘I)f Compatmon | © Dogs, cats and horses
¢ Infectious disease o Arpanulluirs mal SegmerT ¥ ===
+ Neurosciences & ¢ Swina iy ¢ Fastest growing segment over the past
ophthalmology | | | 15 years

* ‘accine-preventable diseases

| €9 MsD
M i -, © Sows and fatteners
5
R @ Growth in respiratory vaccines segment
- Cattle segment
¢ Ruminants
& Oncology
f @ Emerging industry, fast growing
+
+ Diseases vary with water temperature O MsD

Animal Health Specifics
Animal Health
- Poult R [ ——_N . '
- S:Lijngssezgmn;q | e < Cattle (dairy & beef), sheep and goats
- Aquatic segment ‘ @ Efficient production and centrol of disease
- Bheep segment |
@ Poultry
* Respiratory & immunolegy
Acinal Husith

¢ \Women's health & endocrine :

Acsmal Huath



MSD Animal Health - #2 Worldwide Global Animal Health saies by product category

Global AH Market 2015 ($ 30B) Global Animal Health Market 2015 ($30B) MSD Animal Health 2015 ($3.3B)

Other | 1 22
Zoetis (Pfizer) I ; - s
Merck AH | ;.32
Elanco I 520
Merial I 2 55
Bayer M s17c
Boehringer Ingolheim N s 158 7

Ant-infectives

Medicinal Feed

Parasiticides
Ceva |HEEM 5108 17% 2% 150

Parasiticides

Animai Hoatth 3 Acimal Hesith

In the Animal Health World ... How does working in the
Animal Health World look like?

' Same GMP principhes and i the same level
spocific for y usa)
Globa! Policy: Merck Cluality Manunl and as chapter 36 the Animal Health Cuality Manual
Compatent Health Authorities: shared (IGZ. FOA) / separated (VMD, USDA)
Cooperation is influenced by overall animal welfare: dislogue approach based on risk assessment
2 C differant risk profile
Process: Mix - Blend ~ Fill in controiled facities (acc. to Annex 1), trained personnal, qualfied squipment
and materiats.
wmm;«*ﬁm
Medicines : i

$8 binfyear

Food & Accessories

Animal Health is a very attractive industry

More money
spentin pets

58 ar
We will consume
more proteins per 9 MSD
capita Acsnal Hush
Y. -
Global Animal Health Manufacturing Facilities
Content Gemmany

Austria
Vienna

MSD Animal Health

MSD AH NL Operations

MSD AH CoE Quality Operations

Mezico
Santa Clara
Santiage

Italy
Aprilia
Process overview

Brazil
Cruzeiro

Australia
Bendige

€9 MsD

Acimal Huslth

- Phamaceuticals

Y-



AH Boxmeer Site

Multiple-Site Organization

. Key dimensions: ~ 1400 employees

170.000 m?

= Operations (MMD)
MSD AH NL

= R&D

= international

= GTO (BTS) 7%

9 MsD

Armal Hualth

Operations Leadership team

[
snoDl t.v.r
MSD Animal Health
manufacturing

IPT Lead

Live
Ry, lerssel

Vit CoE Lead

IPT Lead Inbsund Siyckin Ticks Rinie Broere
Jede Beumink

International network

— Antigen Flow

Product Flow

Production Facility
de Bilt Cologne

Boxmeer Production Facility

Animal Testing

Logistics Center
Facility Stevensbeek

SPF-eqq Facility
Houten Boxmeer

€ MsD

1 Aswmal Mesith
Lo

Value stream

IPT Live

IPT

Inbound Quality IPT Live

~350 RM/Exip. o el

Quality IPT
Inbound

Quality IPT Viral Bioreactor

Pharma-
Outbound

Quality IPT Inac

CoE Quality Operations (Q)
CoE Operational Services (0S)

Product portfolio

Sales (85%)
Top Products:
PCV Porcilis®
IB 4/91*
PRRS
DHPPi **

Sales (15%)
Top Products:
Mastijet Forte
PG 600
Folligon/PMSG



Content

MSD Animal Health

MSD AH NL Operations

MSD AH CoE Quality
Operations

Process overview

Quality Control / Quality Assurance

Integrated Process Teams

QC/QA-IPT QC/QA-IPT Qc/aA-IPT

e I

Antigen
Seeds

| 2 Raw.Materials

= 5
I &

Inbound/Livefinac

e [ SEALTHER AKMALS Acimal Huslth

Quality Control - Locations

T eranare O SEALTHIER AKMALS

A"—""'I

Value stream

IPT Live

IPT
Inbound Quality IPT Live

P s

s/ Quality IPT Viral Bioreactor

Quality IPT
Inbound i/

Pharma-
Outbound

Quality IPT Inac

CoE Quality Operations (Q)

Systems &C-:nnpli:mceJ Product Surveillance [ Impro ent l CoE Microbiology

CoE Operational Ser vic es {OIS].

Quality Control Operations

Responsibilities

o Quality Control on Raw materials, API's, Primary packaging materials, Seed materials,
IPC, Antigens, FPU, Stability samples and R&D related samples

o Trending and methad life cycle management
o Technology transfer and validation

& 3R program (Reduce, Refine and Replace Animal testing)

Test Methods

& Microbiological testing (Building PP030)

@ Biological testing (in vive / in vitro) (Building PP024)
« Physical / Chemical testing (Building PP055, tower)

Quality Assurance

Review and release
& Batch review of production and QC documentation L
o Preparation of batch release proposal

o Preparation of batch documentation for Certificate of Analysis
o The Qualified Person is responsible for batch disposition (Antigen/ FPU or FPP)

Support to Production and Quality Control Departments

& Assistance and Quality Review in validation procedures, change & deviation procedures
o Review & approval of standard operating procedures and manufacturing instructions

& Compliance checks

& Working together on continuous improvement on guality related issues (shop floor)

€» msp

T e arsart o WAL THER ANMALS . Acsinal Husith



Product Surveillance

& Management and surveillance of the Ongoing Stability Program of Biologics and
Pharmaceuticals

Coordination of the Health Authority Notification process & Recalls
Management of the Product Quality Review process

Management and surveillance of the Preduct Quality Complaints for site Boxmeer

W%

L
i

(x

o

9 MsD

Armal Hualth

Quality Improvement

s >

o Facilitate in realization of our Strategy: The Perfect order by Creating Stability

and Compliance
Morck Productie w&h,t :

» Operationalizing Quality, fair amount of work for employees and a reliable
partner for Customer and Clients

& How (practice and teach) = e

o Responsibilities
» Eliminate non planned events
« Enhance CAPA effectiveness

. Lean and Six Sigma Methodolagy

. Quality Risk Management

« Tier process (organisational and strategically perfformance management system}

et O SEALTHIER ARMALS

A

Acimal Huslth

Content

MSD Animal Health

MSD AH NL Operations

MSD AH CoE Quality Operations

Process overview

Quality Systems & Compliance

Quality and Compliance oversight of the Site Boxmeer Quality Management System and
Ownership of Key Quality Systems:

o Quality manual
Documentation
Change control
Deviation management

o
<
<
o Regulatory Inspections
o Intemal Auditing
o Supplier management
& External manufacturing
Compliance and improvement focused management:
& Audit program (internal and external)
& Inspections (Regulatory Health Agencies / Corporate audits)

o Tier 5 - Site Quality Council and quality metric’s

€ MsD

* O MALTHER ANWALS Acimal Husith

Center Of Excellence Microbiology

Knowledge & Expertise driven . W
by CoE Microbiology w >

Development

MSD AH Large Molecules €3 MsD

< Development & Validation of Microbiological tests

< Development of microbial rapid methods
o Rapid Method (MaldiTOF bi
< Rapid Method Sterility testing { BD Bactec CO2 detection)

o Validation of Cleaning Agents & Disinfectants

o Preservative efficacy testing

o Validation of cleanroom gowns, attributes and disposables

o Delivery of microbial freeze dried reference test strains
Alignment and Centralisation

o Release testing / central merger of bioindicators

o Growth Promoting Properties testing / central merger of media
Practical support

o Problem-salving and Education

€ msp

et nrarie o AL THER ANALS Acsmal Huslth

A"—""'I

Core Processes — Bacterial Vaccines

Production seed cultivation

Phased Production
of bacterial antigen

Upzcaling from seed to production velume

p

Inactivation of antigen

| Filling of bulk vaccine |

Freaze-dry of
vaccaine

Inactivated vaccine

| Labeling & packaging of finished product |




Bacterial Processes Core Processes — Viral Vaccines
F cultivation

Production of live viruses
Cells
_—
Roller bottles & fermentors

[ Cell culture | [ Harvesting & Preparation of antigen

Q<) o ez IF1

Blending & Formulation of antigen |

I Filling of bulk vaccine

Freuze-dry
of vacccine

m—

| Labeling & packaging of finished product |

Preparation of in-process
solutions

Waighing of active
materials and excipients

Formulation and preparation of
pharmaceutical product

Mixing, colloiding, fitration

Sterilization of bulk product l

Filling of bulk pharmaceutical

THANK
YOU

MSD

Animal Health

€9 MsD

Acimal Huslth



Wageningen Bioveterinary Research

Visit Animal Health Research Institute, Taiwan

October 19, 2016, Ivo Claassen, PhD

r| WAGENINGEN

Our mission statement

Protecting animal and public health through
top level veterinary research.

For quality of life

n WAGENINGEN

Our activities (1)

/ )

® National reference institute
e | aboratory diagnosis infectious diseases (NVWA)
e Supervision on laboratory diagnosis by third parties
e Development of diagnostic techniques

® International reference laboratory for Campylobacter,
Aujeszky's disease, CEM, Q fever

ﬂWAGENINGEN

Programme October 19t", 2016

® 9,00 Welcome

® 9,15-10.00 Presentation Wageningen Bioveterinary
Research

® 10.00-11.00 Discussion on general vaccine testing and
OCABR (Official Control Authority Batch Release)

® 11.00-13.00 Introduction and visit to animal facilities
® 13.00-14.00 Lunch and discussion

mWRGENINGEN

History

1904: RSI: Rijks Serum Inrichting (Rotterdam)

1929: SVOI: Staats Veeartsenijkundig Onderzoekslnstituut (Amsterdam)
1959: merger RSI and SVOI into CDI: Centraal Diergeneeskundig Instituut
1972: former SVOI moves to Lelystad

1982: former RSI moves to Lelystad

1994: merger with IVVO, IVO and COVP into ID-DLO

1999: ID-DLO becomes ID-Lelystad, part of Wageningen UR

2002: branch off statutory tasks: CIDC-Lelystad

2003: merger ID-Lelystad with Praktijkonderzoek Vieehouderij and dept. animal
sciences into Animal Sciences Group

2008: merger division of contagious diseases ASG and CIDC-Lelystad to
Central Veterinary Institute of Wageningen UR

2016: name changed into Wageningen Bioveterinary Research

ﬂwﬂGENINEEN

Our activities (2)

Wy
i

® Advice on disease control strategies (Ministry of Economic
Affairs)

® Crisis organization disease outbreaks, 24/7 service (NVIWA)
® Participation in international research networks

® Contract research for the vet. pharma industry
® Clinical studies

® Knowledge transfer and valorization

® Research according to ISO 9001, ISO 17025

EWAGENINGEN




Ministry of
Economic Affairs

//‘\\ 0000

OO O OO0 lastores

Practitioners

[M] WAGENINGEN

Location Houtribweg, Lelystad

— - '\.“‘_};} =

n WAGENINGEN

Location Runderweg, Lelystad

ﬂwAnENmGEN

Our clients

® Dutch ministries (including Ministry of Economic Affairs and
Ministry of Public health, Welfare and Sports)

® |ndustries and providers of service: veterinary pharmaceutical,
biotechnology, food, meat

® European Union
® Commodity boards

; WAGENINGEN

Location Edelhertweg, Lelystad

EWF\GENINEEN
LINAERRITY & SESEARCH

Wageningen Wageningen University &
Research

Present at 40 locations in the Netherlands, 1 in
China, 1 in Brasil, 1 in Ethiopia

Faculty and staff: > 6,000

Turnover: € 710 million (2011)

Research

e Top 3 in our domains

e Top 100 worldwide In university ranking

e Exploitation and valorisation of research !
Education

& > 11,000 students l

ﬂwﬁ\semussw




Organisational structure — figuur moet
nog vervanaen worden!

Supervisory Board
Executive Board

Concern staff Facllities & Services

Aqratachnology
& Food Soances
Group " g

‘Wageningen University

saqratechnology | Arimat Soences | Environmental | Flant Scences | Socisl Scence
B Food Scences Soences

Contract Research Organisation

Liveston: Adtora Plant Rasearch LEl
Fasearch Internationsl

Agphnd Plant Cantre for

Rasearch Davalcpmant
Insteute Innovation

RIEILT
(food safety)

E WAGENINGEN

Figures

® Annual Turnover: 37,4 m€
® Strategic Investment: 20%
® Number of employees: 230
® Education of employees

® \ocational: 33%

o Higher professional: 36%

® University: 31%

MANF - ST
MANF - PS
Diagnostics |

ﬂwﬂGENINEEN

Core competences

® Diagnoses and crisis organization

® Development of diagnostic tests

® Development of animal models and methods/pathobiology
® Development of models (epidemiology)

® Development of intervention tools (vaccines, therapeutics)

® Pathobiology, animal models and clinical studies

ﬂWAGENINGEN
INVERGITY & RESEARC

Wageningen Bioveterinary Research,

organization

Ly

Animal department
* Staff and support units L
o Kees-Jan Groen horsRE
-

[ | I
Infection Biology Bacteriology Diagnostics &
& Epidemiology Crisis Organization

Paul van den Wijngaard Hendrik-lan Roest

?” Ly a
k| 7S -

; WAGENINGEN

Eefke Weesendorp

Facilities

" Laboratories for bacteriology,
virology, pathology, fish diseases

® High Containment Unit for high
contagious pathogens (BSL 4
veterinary, including BSL 3 human)

® Experimental animal facilities for
laboratory animals and farm
animals

® Surgery facilities

ﬂwﬂGENINEEN

Ambition

® Reinforce position in top 5 of veterinary research institutes in
Europe:

e By focusing on spearheads in research

e By strategic collaboration with other European research
institutes

] WAGENINGEN




Research strategy

® Reference laboratory for the public sector:
maintain high standard and develop basic expertises

® Supplement with research for ‘semi-private' and ‘private’ sector
® Continue development of market oriented IP portfolio
® Focus and mass: spearhead policy

" Intensify collaboration within Wageningen University & Research and
within Knowledge Chain Infectious Diseases (WBVR, FD en GD)

® Strategic collaboration with national and international partners

E WAGENINGEN

Research strategy

® Reference laboratory for the public sector: maintain high standard
and develop basic expertises

® Solutions for the life stock production sector

® Research for ‘semi-private’ and ‘private’ sector

= Continue development of market oriented IP portfolio
® Focus and mass: specific topics

" |ntensify collaboration within Knowledge Chain Infectious Diseases
(WBVR, Vet.Fac. and AHS)

® Strategic collaboration with national and international partners

ﬂwﬂGENINEEN

Antibiotic usage in humans and animals in Europe

e— jance af Antimicrobial Cossummption (ESAC

eutpatient parenteral amibictic treamment in Eumope Camparioan of the sates of weinrsary antibe lavial aqerts
St e . Wbt Wi Adimem. o Vssbemberent |k bt A M R A,

S et b

ﬂwAEENlNGEN

Collaboration in The Netherlands

® Partners within Wageningen University & Research

® Prominent partner in Knowledge chain veterinary infectious
diseases (KID):

e Faculty of veterinary medicine, University Utrecht
e Animal Health Service

e \Wageningen Bioveterinary Research

® ImmunoValley

mWRGENINGEN

Present problems in livestock farming in NL

] covering endemic disease problems
(2011 -20%; 2013 -50% )

- , discussion about Mega-stables,
dairy cattle back in the meadows (welfare, social acceptance ,
public health )

e The well organized, modern animal husbandry enabled
free status of e.g. TB, Brucellosis, Leptospirosis,
Anthrax, Rabies, Avian Influenza etc..

e The Q fever outbreak created a feeling of unsafety by
live- stock farming

ﬂwﬂGENINEEN

Antibiotic-free animal husbandry

http://edepotwurnl/138451

Banning antibiotics, reducing resistance,
preventing and fighting infections

White Paper on research ensbiing
an ‘antibiotic.tree’ animal husbandry

EwAGEN'“GEN




International collaboration

® Coordinator EU-projects
(NoE, IP TB-VAC, many STREP projects)

® Participation in many networks
(Venomyc, MED-VET-NET, Neuroprion)

® CoVetlLab (5 European reference laboratories)
" EPIZONE

® Working groups ETPGAH

" ERANET

® EFSA panels and working groups

" INRA

E WAGENINGEN

Livestock farming with care

n WAGENINGEN

PES BN BORASE BEONORY |

Collaboration

® WBVR carries out veterinary research both independently as well as in national
and international collaboration
& Prominent partner in Knowledge chain veterinary Infectious Diseases (KID):
®  Faculty of veterinary medicine, University Utrecht
*  Animal Health Service
. geningen Bioveterinary R

® ImmunoValley

& BVR participates in international networks, e.g.:
CoVetLab
MED-VET-NET
MeuroPrion
Venomyc (mycobacteria)

|.-! WAGENINGEN

Essay bundle on careful animal husbandry by
Wageningen University & Research

About:

® Careful animal husbandry

® Human and veterinairy health

® Respect for animals

® Concern for the environment

® Perspective for farmer and product

® A better future for all of us

@WAGENINEEN

Emerging zoonoses

http://www. rivm.nl/bibliotheek/rapporten/330214002. pdf

[F] WAGENINGEN




Early warning: indicator evaluation for
zoonotic infections.

® Experts from the veterinary and human health
domain meet each other every month to evaluate
signals from the field of zoonotic infectious
diseases.

®The core group consists of experts from WBVR,
RIVM, Vet. Fac, NVWA and AHS. Other experts
can be invited.

r| WAGENINGEN

Virology

® Mammalian Virology
® Avian Virology
® Clinical Studies & Pathobiology

i?' WAGENINGEN

Bacteriology & Epidemiology

® General bacteriology and fish diseases
® Antibiotics and zoonoses

" Quantative epidemiology

EWAGENINGEN

Specific research topics

" (Re)emerging infectious diseases and zoonoses
like vector borne: APP, BTV, RFVV, CCHF

B Antibiotics resistance

® Host-pathogen interaction/PRRSV

B Gut Health
= Avian Influenza
® Strep. Suis, Q fever

® Epidemiology and risk assessment

® Castellum programme

| WAGENINGEN

Virology

Focus on various virus diseases
o FMD & Swine Vesicular Disease
o Classical & African Swine Fever

# Exotic viral animal diseases

® Avian Influenza (Al)

#Newcastle Disease (ND)

# Schmallenbergvirus (SBV)

WAGENINGEN

Research on

® Optimizing existing diagnostics

# Development of PCR diagnostics
® Development of (DIVA)-vaccines
® Safety and efficacy of vaccines
#|nteraction between host and virus
® Experimental epidemiology

®Data on behalf of risk analysis

Diagnostics & Crisis organization

Crisis organization

Viral & bacterial diagnostics

Supervision on private laboratories

Batch control

EWAGENINGEN




Infection biology

® Vaccine development
® Diagnostics development
® Host

® Pathogen
® Bioinformatica

® Food chain quality and Zoonoses

E WAGENINGEN

Experimental Animal Services: species

= Animal species

—
Ty
. 3

® Poultry, pigs, cattle, sheep, wild life N, T;"?_" \

® Companion animals
® |aboratory animals (Rodents)
® Fish

" Quality
Conventional
Specified pathogen free (SPF)
Designated pathogen free (DPF)
Caesarean Derived/Colostrum Deprived (CD/CD)
Germ free (GF)

ﬂwﬂGENINEEN

Laboratory facilities/techniques

Host-pathogen genomics and proteomics
Biacore, SPR and protein chips platform
Single domain antibody technologies
Production of monoclonals
Recombinant protein expression

ElA, ELISA, HI, CER

PCR

Blotting

Molecular engineering, cloning

Cell culture and virus isolation

AFLP

Bacteriophage production laboratory

Hematological analyses

ﬂWAGENINGEN
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Animal technology

" Animal experiments
for the researchers of WBVR, ASG and external clients

® Production and/or buying of qualified experimental animals

and derived products

" Management of the experimental animal

facilities:Runderweg, Edelhertweg and Houtribweg

mWRGENINGEN

Facilities for large experimental animals

® Conventional and specific housing
(Isolators; Bio-exclusion/inclusion)

® High containment facilities (Bio
Safety Level 3)

® DM Il facilities (GMO)
B Climate accommodation

" Well-equipped Surgery
facilities (up to DM Il level)

ﬂwﬂGENINEEN

Crisisorganisation

® 24/7 available
® Crisis scenarios + exercises

® Advice and diagnostics during the crisis
1990: Classical Swine Fever (CSF)
1992 CSF and Swine Vesicular Disease (SVD)
1994: SVD
1997/98: CSF
2001/03: BSE
2001: Foot and Mouth Disease (FMD) and Anthrax
2003: Avian Influenza (Al)
2008: Al, CSF, Bluetongue virus (BTV)
2007-2010: BTV
2008-2010: Q-fever
2011-2012: Schmallenberg virus (SEV)

EWAGENINGEN




Working on approx. 25 virus diseases

® Foot and mouth disease ® Bovine leukosis

® Classical Swine Fever ® Sheep pox and goat pox

® Rinderpest ® Peste des petits ruminents
" Newcastle disease ® Riftvalley fever
® Avian Influenza ® Vesicular diseases
= African Swine Fever ® Aujeszky's disease
® Bluetongue ® Rabies

® Schmallenbergvirus ® Fish and shellfish diseases

® African horse sickness

E WAGENINGEN

Contract research for industry

® Quality standards: NEN-EN-ISO 9001:2008 and
ISO 9001, NEN-EN-ISO/IEC 17025:2005

® Independent and confidential

® Research & Development in house

® Pre-clinical and clinical registration studies
e Biologicals
® Pharmaceuticals
e Experimental animal services

® Animal Models

® Batch controls

ﬂwﬂGENINEEN

Separation WOT - private in backoffice

Scientists KB, 0-WOT,

ﬂWAGENINGEN

Working on approx. 70 bacterial /prion diseases

® Salmonella

® Campylobacter

® Tuberculosis

® Brucellosis

®BSE

® Scrapie

" CEM

" Malleus

® American foulbrood

mWRGENINGEN

B Psijttacosis
B Q fever
= Botulism

® Contagious bovine
pleuropneumonia

® | eptospirosis

® Fish and shellfish diseases
= Wild life mortality

® Antibiotics resistance

Securing statutory research tasks (WO-tasks)

" \WO-tasks as separate program in BVR

" WOT program leaders in line management in order to guarantee
priorities and performance during crises

® Positioning employees in columns (1,2 or 3)

® Check on privately funded research for potential conflict of

interest

® Annual audit specifically on statutory tasks

ﬂwﬂGENINEEN

Thank you for your attention

EWAGENINGEN
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Wageningen Bioveterinary Research (WBVR) Wageningen Bioveterinary Research

= Director
J Ludo Hellebrekers

Ly

Henk Sloetjes I —— Animal Technalogy

Department for Animal Technology - Kees-1an Groen Henk Sloetjes

[ | I
Infection Biology Bacteriology Diagnostics &
& Epidemiology Crisis Organization

Paul van den Wijngaard Hendrik-Jan Roest Eefke Weesendorp

'|—' WAGENINGEN ; WAGENINGEN

WBVR: What we have.... Facilitating research at all Biosafety Levels

" | aboratories
Classical virology / bacteriology

Molecular biology, incl. next generation sequencmg,
microarrays (gene expression) d

Pathology Classical Swine Fever (3) (3] Psittacosis (3)

v . Respiratory Syncytial Virus (2) A Rift Valley Fever (3)
Immunology < Tuberculosis (3)
BSL-1I1 L Avian Influenza (3)

® Animal facilities
e Farm & laboratory animals . ;
e Up to human BSL-III & veterinary BSL—I\;r Veterinary
e GMOs (up to DM-III) -

WF\EENINEEN i WAGENINGEN
UNWEREITY aRCs. - i L UNAEREITY f SESEARCH

Department for Experimental Animal Services: species
Animal Technology A\ ’

® Animal species
e Poultry, pigs, cattle, sheep

® Planning, organization and realization of animal ® Companion animals
experiments for the researchers of CVI, ASG and & Laboratory animals (Rodents)
external clients e Lama, wild life

® Production and/or buying of qualified experimental
animals and derived products ® Quality

® Management of the experimental animal facilities: Conventional
Ru nderweg and HOUtribweg Specified pathogen free (SPF)

Designated pathogen free (DPF)
Cecarean Derived/Colostrum Deprived (CD/CD)

wAGENINGEN wAGENINGEN
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Wageningen Bioveterinary Research:
Department of Animal Technology (DB)

| 5 TR, Y v
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Runderweg Animal Facilities

® SPF/CD-CD

" Conventional

| Bjo Safety Level 1

® SPF dog breeding colony

® Operation/pathology facilities

All facilities are multipurpose!
Suitable for all species!
Animal Rooms:

35 m? to 340m?

WAGENINGEN
UNIVERBITY & RESEARCS

Floorplan Runderweg 161

-

WAGENINGEMN
UNIVEREITY & BESEARCS

Location: RDW HRW__(HCU)
SPF/CD
BSL 1

BSL 2(DM 2)
BSL 3(DM 3)
hBSL 3*

;_ WAGENINGEN

Floorplan Runderweg 160

[ WAGENINGEN
- i L..-. RRTITY & FESEARCH

WBVR High Containment Unit (HCU)

+ 20 different laboratories
= 3500 m2 net total lab space
+ Completely BSL4 veterinary in
which:
BSL3 Human
Isotope, PCR, GMO

WAGENINGEN
UNIVEREITY & BESEARCH




Risk groups of biological agents

Biological agents are classified for humans and animals into four risk
groups, according to their level of risk for an infection and profylaxe or
treatment.

Risk Pathogenicity Profylaxe / Examples BioSafety  Research CVI
group treatment for Level et, Hum.
humans

E WAGENINGEN ; WAGENINGEN

Humaan BioSafety Level 3+ _

— "'"'h:'_‘
=~
o]

Decontamination: v

" Ajr: HEPA Filters \ !- |
® Liquid: killtank(chemical) ETS (thermically)

® \/ast: autoclaaf (thermically)

B Cadavers: digester

| WAGENINGEN

Internal Quarantine ' shower/airlock/door-interlocking

| 1 B

. I,
‘:i entrance registration f
=

.
" 3 min. shower ]
o
5 min. airlock

60x/h, (validated) complete air-chainge

ﬂv\mnemuﬁen = '_; WAGENINGEN
INFAEREITY o SEREAEC s o INVEREITY & SERERRCH




High Pathogene Avium Infuenza (HPAI) in chicken

i WAGENINGEN
UNERITY & SEREARCH

HBSL3 autopsy-room

'

il
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High level of animal welfare
“High Animal welfare in High Containment”

® CVI complies with the legal requirements for animal welfare for all
animal species, at acceptable costs, acceptable risks and limited
additional work.

® The level of animal welfare is achieved through standardised animal
units and management.

® Taking good care of animal welfare creates public support.

WAGENINGEMN
UNIVEREITY & BESEARCH

Q fever (coxiella burnettii) in sheep
=

closed
transort-circu_i’_cI -

WAGENINGEN
UNAEREITY f SESEARCH

Development 2015 > 2016
“digitisation”

" 2015: Validation and Implementation E-

" Q2 2016: E-planning

®* Q3 2016: E- cost-calculation

WAGENINGEN
UNIVEREITY & BESEARCH




Our product

® Raw data
® Digital reports (interim callable)

Registered by the animal technicians in a custom made
software application

WAGENINGEN CENTRAL VETERINARY INSTITUTE [~] WAGENINGEN
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¥ BioChek

BIOCHEK, ShaART

BioChek Animal Health Monitoring
System

e e e e e e e A K o = oy o 3 o e T o i i P s e e

BioChek Milestones in history

* Founded in 1997

* Merged with Chromotech in 2003
* 2005 1S0-2001

+ 2011 USDA

* 2016 >50 employees world wide

¥ BioChek

BioChek Monitoring System

The BioChek Animal Health Monitoring system consists of:

¥ Diagnostic test kits (ELISA & qPCR)
¥ Software allowing for 24/7 data access anywhere
¥ Systems to help customers generate reproducible and

accurate test results:

* Reference controls
* BioChek ELISA Assay Robot (B.E.A.R.)
+ Technical support

¥ BioChek
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BioChek’s Mission

-

-~

Provide our customers with an
accurate, reliable and easy-to-use
animal health monitoring system in
order to improve the health,
productivity, and welfare of livestock

)

¥ BioChek

\_
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About Biochek

Smart Veterinary Diagnostics

¥ Animal Health and Food Safety

¥ We provide an Animal Health
Maenitoring system

¥ A good monitoring system allows for:

+ ldentifying trends in the immune
status allowing for corrective
action

+ ldentifying presence of unwanted
organisms

¥ BioChek

T o T T T T T D T T e

Animal Health Monitoring System

fr (7

Data Organizer

i

Export/Consolidator

Veterinarian

Sample
Collector

4

Laboratory Reception
E'!E & ‘i;
L e

¥ BioChek

. s

%"" Serology Technician
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BioChek Offices & Representatives Customers

4 Veterinary practise laboratories \
¥ Independent laboratories
¥ Primary breeders
¥ Integrators
¥ Vaccine companies

\V SPF egg producers /
¥ BioChdy/

¥ BioChek
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Customers
o3

Py

What's so special about BioChek?

/\/ Comprehensive product range \
¥ Strong technical support
¥ Reference controls
¥ Product availability
¥ Easy to use software with 24/7 access to trend

\ reports and results /

¥ BioChek
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BioChek ELISA Assay Robot

Equipment

v BioChek

BIOCHEK, SLLANT VETER NARY DIAINDSTICS

¥ Runs all BioChek kits
¥ Easy to operate

¥ Fully automated:
load and walk away

¥ Runs up to 6 plates a day

CONTACT

B.EAR.

POWERED BY BIOCHEK

¥ BioChek

BioChek Netherlands

Fokkerstraat 14 BioChek Reeuwijk
2811 ER Reeuwijk

The Netherlands

Tel: +31 (0)182 582 592

Fax: +31 (0)182 599 360

E-mail: info@biochek.com

BioChek USA

BioChek Scarborough 3 Southgate
Road

Scarborough, ME 04074

United States

Tel: 401 {207) 883-3003

E-mail: timgoode@biochek.com
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Veterinary Medicinal products Unit

« History
* General information
Registration of veterinary medicines
— Identical processes as for Human Medicines
» The world of veterinary medicines
— Differences
— Examples

* Conclusions

& CBG-MEB

General information VMPu

» Part of Agency MEB but different legal
construction

* Minister of Economic Affairs 1s responsible

* Ministry of Economic Affairs is contract
party

» NL-policy by Ministry of Economic Affairs

» BD project-organisation

© CBEG-MEB

Bureau Diergeneesmiddelen

@ CBG-MEB

History

Registration veterinary medicines since
1986

Ministry of Economic Affairs

Since 1 March 2005 part of aCBG-MEB
Veterinary Medicinal Product Unit
(VMPu)

& CBG-MEB

VMPu

+ Marketing authorisation of veterinary medicines
* Pharmacovigilance

+ Feed additives (herbals)

« Homeopatic products

+ Authorisation manufacturing, import, whosale &
retailtrade (inclusive inspection) ;

» Exportcertification of VMP
+ Support of policy makers (inclusive EU)
« Advising/Informing

© CBEG-MEB



RMS for MRP/DCP

Indi VMP
ndicators 2015

*  Number of registrations (10-10-2016) 2604

*  New registrations/year 100-125
«  Scientific assessments 200-300
«  Varnations 500-600 WO,
* Licenses and Certificates 2500 Hﬁﬁﬁﬁﬁﬂ“
*  Batch release vaccines 1310 1 5 4 6 22 20 5 22 2 3 T
¢ Turnover BD ca 5.0 million €.
& CBG-MEB & CBG-MEB

VMPu:
* 3 senior RPL (CVMP- en CMDv-member)

« 12 Registration Project Leaders
* 3 clinical assessors
7 Registration Project Officers

¢ | coordinator pharmacovigilance rea seoonoei s van
* 1 coordinator licensing c B G

* 2 admin. licensing
* | head

& CBG-MEB



Agenda

« Marketing authorisation Procedures
*  Assessment

« Potential Serious Risk (PSR)

* Routing of assessment

* Official Batch Protocol Review (OBPR)jand Official
Control Authority Batch Release (OCABR) for IVMP

Marketing authorisation procedure Marketing authorisation procedure

Mutual Recagnition Procedure (MRP)

Applicant udates the dossier in the
RMS , if necessary

National procedure

Applicant submits application to
BMS and CMS(s)

Mutual Recognition Procedure

BMS distributes aszesement report to
the CMS(s)

CMS approve assessment
reparticomments

Final Result:
If consensus 2 reached: marketing
authorisation in each of the CMS(s)

If no consenus not reached , referral
to CMDv

Marketing authorisation procedures Marketing authorisation procedures

Decentralised Procedure Centralised procedure

Applicant submits application to the
BEMS & CMS

RMS distributes preliminary

assezEment report to the CMS (5) App]lcant applles tO t}le EMA for marketll'lg
authorisation and finally receives one European
RS sendk prliminary asesment approval which is valid in countries of the
report and all comments of the .
CMS(3 1o thespplicant community, as well as Norway, Iceland and
Liechtenstein.

RMS sends drafl assessment repart to
the CMS(s)and applicant .

CMS (g) approve assessment repoat

Final result: National Marketing
authorisation in the RMS and each of
the CMS (5
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Quality

Efficacy - bioequivalence
Animal safety

Consumer safety

User safety

Environment

Focus NI on:

Antibiotic resistance, consumer safety & environment

Potential Serious Risk (PSR)

Animal:

Lfficacy — not sufficiently proven/ not bioeq.

Safety — risk unacceptable or not adequately
addressed in labelling

Quality — if production and control does not
guarantee that major deficiency will
not occur

Routing of assessment - MEEB

Regulatory Project Leader (RPL) presents procedure at time
of Validation, Day 100/145/pre-CMDv in

TECHSEC — meeting (weekly)
gl ; \‘ “,_'

All RPLs, CVMP member, CMDv member, Head of Unit &
some internal assessors

Potential Serious Risk (PSR)

Consumer:

PSR if withdrawal period * does not provide
sufficient degree of assurance.

*Withdrawal period = period between last administration of the VMP and moment of slaughter.
User:

PSR exists if precautionary measures are not
sufficient to reduce the risk to an acceptable level.

Potential Serious Risk (PSR)

Environment:

1.3, Potential serious risk for the environment

n Ol use, |:'K' administ U
ell as the disposal of the f

Major risk for one or more compartments (e.g. water,
air, soil), which can not be mitigated

Routing of assessment - MEEB

Regulatory Project Leader (RPL) presents procedure at time
of Validation, Day 100/145/pre-CMDv in

P‘j( 2l
TECHSEC — meeting (weekly) (g
"‘ 'l

All RPLs, CVMP member, CMDv member, Head of Unit &
some internal assessors

Consistency in Assessment/SPC text



Routing of assessment - Second Opinion

PSR g

Artlled 7.1 Commissle registratie dergeneesmiddelen

1. Ef I8 een COMMISEIs registratie durgencesmiddelen

secretariat MEB Agency

Head of Unit & Head of Agency
MEB Agency Regulatory Project Leader
Introduction CVMP member and alternate
Issue & Minutes CMDv member

Routing of assessment - final decision

Referral

(= further discussion and finally
E c R

P )

OBPR/ OCABR for IVMP
Special aspects of [IVMP
» use of biological systems for production and testing

» complex manufacturing processes

complex control methods

control of potential viral safety risk

contamination by (un)know infectious agents
administration to large number of healthy animals
government-mandated/supported vaccination/eradication
programmes

complex products require official product testing

YV YVYYVY

v

v

Routing of assessment - Second Opinion
Scientific Board’s
receives:

Initial AR - Appointed Institutes
ion & Advice - Scientific Board

1
2. Summary Discu
3. Remarks - MEB Agency
Procedural aspects
Overview similar decisions in past
Outcome of previous referrals

OBPR/ OCABR for IVMP ﬁ?‘
Background: T N

EU Directive 2001/82/EC currently under
revision

Directive regulates OBPR (art.81) and
OCABR (art.82) for IVMP

Thank you for your attention !



