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0. RATIONALE

-QTRODUCTION

Porcilis PCV is an inactivated adjuvanted subunit vaccine developed as an aid in the
protection of pigs against the consequences of an infection with Porcine circovirus type
2 (PCV2), i.e. the post-weaning multisystemic wastmg syndrome (PMWS).

Wous disease affecting the global swine industry.

Porcilis PCV is unit vaccine contaibing one viral protein of PCV2, the ORF2
(capsid) protein. The rotein is produced in a recombinant baculovirus
/msect ccll systcm The ORF2 protein is mixed togetht w1th thc adjuvant mlcrjol
Dil Eorte 2 adjuvant microsol Diluvac Forte is

with Porcilis PCV either with a single vaccination from an age

: d with vaccinations: vaccination given from an age of
3-5 days onwards the s to 3-w i al. The volume of a single dose is 2

ml to be injected by the intramuscular route.
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QOIE Terrestrial Manual 2008

INCREASE IN VIRULENCE TESTS

With live vaccines, there is concern that the organism might be shed from the host and transmitted to contact
animals, causing disease if it retains residual virulence or reverts to virulence. Therefore, all live vaccines should
be tested for virulence by means of passage studies. Vaccine organisms are propagated in vivo by inoculating a
group of target animals with master seed, in principle; this inoculation uses the natural route of infection for that
organism that is most likely to result in infection and reversion and, if possible, that represents a recommended
route of administration of the vaccine manufactured from this master seed. The vaccine organism is recovered
from tissues or excretions and is used-¢ seuiate g further group of animals, and so on. After not less
than four passages, i.e. use of (more for poultry products), the isolate must be
fully characterised, using the same procedures used 10 characterise the master seed. Regulatory authorities
opinion varies in whether or not it is acceptable to propagate in vitro between passages organisms that otherwise

cannot be passaged five times because of their degree of attenuation. The vaccine organism must retain an
acceptable level of attenuation after propagation in this way.
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SUMMARY

A trial was carried out to confirm the safety of IS for swine under field
conditions according to Ph. Eur. and EC guidelines (I1/3362/92).

One hundred and sixty piglets on four commercial swine farms in Hungary were randomly
assigned to one of two groups: [N (T) or placebo control (C) in the ration 2:1. One:
hundred and six animals received a primary vaccination with HIEEEEEEEEN :nd 54

received an injection with phosphate buffered saline (diluent for freeze-dried vaccines; group

C) at 3643 days of age, followed by a second vac?ination 14 days later.

The animals were observed for local and systemic reactions until 14 days after each
vaccination. The rectal temperature was taken before and after the vaccinations, and the weight
gain during the trial period was determined by measuring body weights one day before first
vaccination and the ast day of observation (14 days after second vaccination).

To achieve blinding, staff unaware of the treatment of the animals (T or C) performed the
observations. ‘

Mild local reactions were observed after both first and second vaccination with [N
G o farm 2 and 4 only. The reactions consisted mostly of a small (<2.5 cm) and not
painful local swelling. An increase in rectal temperature was observed at 2 houss after both
vaccinations, mean 0.9 and 0.5 °C after first and second vaccination respectively. The
temperature returned to normal within 24 hours.

Some nild and transient loss of activity was observed in a few animals from both the |
I :1d the control group on farm 4 at 2 hours and/or one day after first vaccination, most
probably, related to the increased rectal temperature and/or vaccination stress.

Minor or more severe signs of diseases (diarrhoea and/or respiratory symptoms) were
observed at various times on farm 2. Signs of suspected S. suis infection (shivering, bristling
and tremor) occurred on farm 4. Because of their nature and the time of observation, these
signs of disease on farms 2 and 4 were considered unrelated to vaccination.

Weight gain was not affected by the vaccination.

From the results of the present field trial, it is concluded that is sa
piglets of 5 weeks of age.




)w

A}

[l

IIIIIIIIM

\

LR

>

T EE IS TS D TR

T

& 5 r'%d—
V- Rk Al IR & ML

S —— //1‘/

E"? I+ Ik li

pIRERE)

Eol o N S S 1 Ll A

WP - WHEAREBRTARE L

mI P 2 eSS

e Bk i ARG R L
REE T AREF >R

44



fode B R AcEgiort (100/3/29)

45



46



- Mg @
R'GER 2 @

O rr.‘;.r’gr—;v (&

B %22 R%TRHe e

H:AFCEY (F-HARIFER) 71

47



L

‘_,‘;‘F’,?’ré &
PRI ARRGREHE  BLRT il RREFEAL
F1% e (marker) * 2 R ZFHREFLAFIRBI A
FliffE o %R o
AR i BT
k|
&> PR 5
FGER DR S F oL JoRE S L BN Sk
(genotype) fr# #.3] (phenotype) (hFEH| ~ A Fla
A @l ¥ e s AFIREG L RNFv
el » B %A ReP R AT S 02 v o

T

48



¥o B Al FRERR

B R4 #%%;ﬁ%%f#ﬁ\ # 7

[ ‘-‘IJ-i FLERAHAE ¢ FRTIHRE
35‘]'?‘?:”4"—& 2HZ i

U FE8sdsedhs

O F#I2FE 4 F M2 L 2P AR 'GTFPEE

49



50



3 E*“%ﬁkﬁ
EI HadPrx 225 ’59:'#—"

O v FEXZEFR sﬁﬁ‘ciﬁ

O &$HFdh s plitd

51



OO0O0000O

O00O

T AME R RIER S @
N EFYIC T E S Py ey

ocs Bheni B
fR ek BLeng g 4 R
-'EE) 56}—_‘:}:—}‘1.
] BRaies EET RR
I%\Fi‘:‘ l?‘/rm%’;
HSr

7 AT PR R

R F X8

i
=S B
T A
$HR % it

52



KR

f'r,f Ff’f FH ’L-L 'FJ fg uu)nji P}I H “fT 1.-:I“ ‘F"E .% i) HJ Jf_

ar

P

ot S AF

B4

& A8 iR 08 454

HAESAEER e E R HE

%o

WA U8 5 5
R g s A E e
i P RUR RS AE XAF
BEEK
st
HEiHmihz oM
I L8z et
UNE R I B o i 3
A
[ e S AT # R R B A0S

FErh b ey

TR 25 B 45 14

AR

BEE A L L
R ST

’jrq i’?” kli'ﬁa )7

‘1};] }}1_,4- {f ),

B A

ARESHGESTE

Jil, o 48 7T U1

R ) O

m~Aia-Aia-lia-iia-lin=-Ria-liaviin-iiniRe =] Rawi iyl Ryl Ryl Ryl iy vl Ry vl Ryl ly ol Ry ol Ry ol g o)

53



54



~(2
LR I S S

55



P ff LATERRE SRS - WRERAABFT 2 5 EFRRK
REFATEFYE -

He FApPF* 2B/ FELFECE (F) v o
FREARELR (F) v R R %%ﬁ'{j-ﬂ’ﬁ
Mo FFE%I:53 ﬁ’#ﬁﬁﬁ%ﬁ%ﬁﬁﬁ’z

RPEEFEIPNFEAEE
B EL. ﬂF’“&ﬁEﬁn&%’*B&Ai BN A EL
LIRERPEE o

56



HEAEE (H) BfeHER St e

AR STAT R RERER
h HIE R BRE 5 C ¥
N (e |
e S " RE
 ERB S SRR MBREER | .

l

[mwﬁgﬁgﬁl -
| semems

L% HENAZER =T EE

[ UL i T = J
2 15 ES R T HRT e e

TEESTE ]
13T HR AU ZE R
Zﬁﬁmﬁmﬁéﬁﬁ%$%<J




REAEEE (BH) EHeE

B35 A B E TR ﬁ}

[#%ﬁ%ﬁ@ﬁﬁ%%ﬁﬁ%%mﬁﬁ

[ Brite e }::

HEAARER

(e )

|

FRIE 3 FTieR
LR MR E&I65K
2 (BRI K45 R

- o

LS

( pwmme

BEGREs y
4 )
PV SRR EREE S
1B BT AR
2. RIS E
3. B R
- ;)
4 )
iy 3
1 AT
2 BHIEE
U J
EE
1 YR
2 SR



> / St= (763 N P S A
W& B g0 5 2% 5498
- 2 S X2, A )2
B b Zriemyed a B %130
B 7 FTEp Eﬁ{%’ Y YR
7 =< Bta i 7l
1 g‘*%;“"* FE -0
2 |HEFPr BoRRY G- T R
3 |HR#EZ D HARRE A BT z o
4 | IRMEFFTVERPEPA- B
D ﬁwafﬁ%#&ﬁ; *556%”"2 Bk g2 2 -
T |[WerERz L X/)Ez SER N SR R

59



]

=
REDAS!

= A
e S

60



~

1 A R

EERACSY - e~ M~ DS ~ KEEALEH
=74 = Liquid paraffin, MONTANIDE ISA 720
O 7 AKEEE ~ HE S ER TR
| - Water, NaCl

MR - Water, NaH2PO4, Na2HPO4, K2HPO4,
KH2PO4

61



~(2

RSB IS ~ J70A S AEE A SE

TS AT R I E A ~ 70
E’z&ﬁ
MDA &éf bR E > Bilipd - (EEE
L EER
= Z:T?U\ﬁ%ﬁ s
B ALl e S S

62



~(2

B N 2 CMPEE A 2% B

AN I +-

HinwaBrr (ariistEs)

m R R AR

B A A=

GMPZE BT E (Ml B sc i albs )
B EEae by

B e

e Y

63



~(2

RIS e AR A B AP P 7

BRI o e B — 2

W RS - 1073/7= - BlE - 10N =
SR P RARTR 5

B RE - A= SR - DRERAEEIN =
BRI BT AT — 5

B ORE - HLNER T Bl - KT

S BR BRI T — 5

B RE - IREdE sl - 1R

64



)—‘—{ ) a

B 5 = AU TR A T g

¥
¥

aN

PAY

TV S s i e N R E =R

G e R P e Y S WA P
G ECHTRE Bt

B AN EREAEHE D SERE o
= balIa e » s BV R
VB R lbimig I TR ZE

B Gz ERESRE o BB AR
BB TR - WARIEm 223

T’%ﬁfﬁ%ﬁj anu i (AR UG D (E AR T 5

. EE‘P

¥

RN

™
oF

b

+

il

s

144
il

~ N'J/YN

65



3

AR o i = R

S =S

[l

= 53K
i 22 (Summary)

H Ay (Goal)

% (Material)
J77% (Method)
255 (Result)

= 2w (Discussion)
z&5:m (Conclusion)

66



~(2

%ﬁ%&« — T% —I—~
x&ﬁnﬂ%ﬁ% FRITE

I

B Eip=ally | Wk 0 HIRESETEI0% @ %

T“ Zﬁﬁé?m%

W[OS B o BHIRASETR100% > G

dHIF EZ80%

B g L PR o BRI TR 100% - ik

HFEZET0%

67



e

2 b A
=1 o

NS

Table 2

istopathologic lesions and antigen levels for PCV2 and PRRSV in different groups at 21 dpc

Group no. Histopathology score PCVZIantigen level — PRRSV antigen level
Lung Lymph node Lung Lymph node Lung Lymph node
1 05:053% 037:051° 7£500° 172605
2 2120642 062+074° 65544 20:687C 265+544° 45203
3 0874064 05053 1475+4.03° 55£129
4 275+0.7% 387+083% 44+529% 6182 405+369% 65+208
5 04+023° 045:042° 8:691° 22:1028° 165+438° 4=263
6 075:07° 212:064° 135:5° 435:860°
7 225+07% 05=053° 2775+:377° 85+264
8 287+064% 425:07% 53+424% 675+838% 4175:59% 751264
9 025+046° 025+046°

“Data are means + standard deviations. Dhe antigen level in the lung means the number of positive cells per unit area (0.95 mm?). The antigen
level in the Tymip £ means the number of positive cells per unit area (0.25 mm?)Brifferent letters (a, b, and ¢) indicate significant @

differences between groups.
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REtHHERET 772

BRI E B A 2 et A

B SR8 - t-test, ANOVAZE

B #RFE ST ¢ Chi-square test, Likehood Ratio Chi-
square test, Fisher exact test &

p{E

B S (>0.05)

B AE R (<0.09)
B i 52 (<0.01)

69



,\/“

AR P AR DU B P A i e

G RyE SRl A R e
BRIV (Ah{bEm ~ REL
em ) ottt ERE R EsHE SR
B A RERET DI AN 2 R o
B ATy NEE R 2R R 2 B

O BB 2INFER

O meddmEmit a/NEAN - HEEHZ I NEE
A 2 JE\ bz

SF
%
}

=)

70



Thank you for Your Attention

71



72



~

VICH# 4

A% * BEWRE E R R g
International Cooperation on Harmonisation of Technical
Requirements for Registration of Veterinary Medicinal

Products » VICH )
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¢ = 2517 A% (Guideline) 23 AF T %
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VICH# $ * 4 $+ & .3 -1

B Quality
L1 Impurities
[1 Stability
L1 Specification
B Safety
[1 Target animal batch safety
[]1 Target animal safety

B Efficacy:None
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B Safety

[1 Target animal safety

B Target Animal Safety - Examination of Live Veterinary Vaccines in
Target Animals for Absence of Reversion to Virulence — Annexes
(GL41)

B Target Animal Safety for Veterinary Live and Inactivated Vaccines
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Site 111 11z 113 114
Gly Gly Lys Gln

or Gly Gly Arg Gln

or Gly Glu Arg Gin

115
Gly
Gly

Glu
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Arg
Arg
Arg

Cleavage
site
g 117
L.eu
Leu
I.eu

F1
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Ile
Ile
Val

CRETRAEE FT AT R L4

119
Gly
Gly

Gly

or equivalent with leucine at 117 and no basic amino acids at
s \}?5 IR AN

sites 111, 112, 114 and 115.
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COMPLIANCE STATEMENT

This study was conducted as to comply with OECD Principles of Good Laboratory Practice

These study data have been reviewed by the Sponsor, who certifies that the results reported herein are
consistent with and supported by the study raw data.
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