sanofi pasteur
[Titre]

Haemagglutinin Antigen Identification

Method Haemaggiutination inhibition test
Date '

Antisera used : = A/HINI
= A/H3IN2
= B/Victoria lineage

= B/Yamagata lincage

Antigens used : = A/HINI

= A/H3N2
= B/Victoria lineage
= B/Yamagata lineage
Result:
ANTISERS
ANTIGEN ANTTHLA/ ANTIH3 A/ ANTI ANTI
B/Victotia B/Yamagata
AHINI
5
A/HIN2 <
4
B/Victoria £
B/Yamagata :_3
BULK | «
Conclusion %
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INFLUENZA VACCINE (SPLIT VIRION,
INACTIVATED) MONOVALENT POOLED
HARVEST

ORIGINAL STRAIN A/ (H1N1) -

Working virus seed lot used

PRODUCTION
Dates of inoculation, harvest, disruption and inactivation

Inoculation Harvest Disruption Inactivation
Disruption agent : Octoxynol 8

Treatment > 1 hour

Storage conditions before inactivation : + 5°+ 3°C

Inactivation : By formaldehyde action <
o
z
=
Concentration of inactivating agent 10.2% g
E
Time of inactivation - 95.26 hours at +20°C +/- 5°C followed by a _gﬁ.
stage at +5°C +/- 3°C for 24-96 hours b
Storage conditions after inactivation 1 + 5°+3°C g;;
Concentration and purification procedure .
Isopyenic ultracentrifugation on a ©
saccharose gradient S
8
Antibiotics used during preparation : Neomycine sulfate in the inoculum § %
CE
83
Filtration : On 0.22 um pore size membrane %a‘g
Ti
[~
g
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Certificate of Analysis

Product Name : INFLUENZA VACCINE (SPLIT VIRION. INACTIVATED)

Process Stage : WORKING SEED LOT

Volume / Quantity :

Storage Condition : £-60°C

Date of Manufacture :

Working Seed Lot
Test(s) Aceeptance Criterla Result Approval Date
1TEST FOR MYCOPLASMA BY Negative for the presence of
MICROBIOLOGICAL CULTURE mycoplasma when cultured on agar
By Inoculation to suitable culture and broth
media
BACTERIAL AND FUNGAL No microbial growth
STERILITY 8
By Membrane filiration
TEST FOR MYCOPLASMA BY Negative for the presence of
TPIFLUORESCENCE IN mycoplasma when cultured in cells
CELLULAR CULTURE and treated with a fluorescent dye 3
By Inoeulation to indicetor cells and 2
specific staining in
NEURAMINIDASE g
ANTIGEN POSITIVE j
IDENTIFICATION '
By RT-PCR
HAEMAGGLUTININ POSITIVE
ANTIGEN e
[DENTIFICATION P b
oy
By Haemagglutination inhibition e 3»
a
24
INFECTICUS TITER > 6 logl0 BID50/mL togl0 BID50/mL H ‘%,
s :‘,7’
8y EIDSO0 ol
1 T
&
- o3
/ 3 £d
=
! =z
£, (C3=)

Par: BOSSUT lsabelie
Le: 24 oct 2016 13:56:56
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INFLUENZA VACGINE {SPLIT VIRION, INACTIVATED)
WORKING VIRUS SEED
LOT WORKING VIRUS
SEED LOT A/H1N1 -
A/l PRODUCTION
Lot number
Inoculation
Date of inoculation .
Inoculum . Primary seed lot
Passage humber from primary seed lot :
Inoculated dilution (log10)
Eggs used
inoellated voluma per egg r mL
Number of eggs inoculated
Temperature of incubation : Optimal incubation conditions 2
5;
Added antibiotics : None 3
3
Harvest and purification £
-,
Date . g
Storage conditions :<-60°C g
4
Release date
, ]
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B — CONTROLS
Test for mycoplasma
- by culture method
Method : Agar culture
Volume tested o ml
Media used : Hayflick ~ Frey
Temperature of incubation '

Positive controls :
Mycoplasma pneumoniae, Mycoplasma
orale, Mycoplasma gallisepticum,
Mycoplasma synoviae, Acholeplasma
laidiawii

. Teston
. Test off
P Subculture at the 3rd day -
. Test on
. Test off
Subculture at the 7th day
. Teston
. Tast off
Suboculture at the 14th day
. Test on
, Test off
Subculture at the 21th day
. Teston
. Test off
- Result :

Destinataire : A Uatiention de FANSM

Positive control
Mycoplasma pneumoniae
Mycoplasma orale
Mycoplasma gallisepticum

R PRy R

Mycoplasma synoviae

Eret

Acholeplasma laidlawii -
Result : / \
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Test for Mycoplasma
- by epifluorescence in cell culture

Method - DNA fluorescence staining

Cell used ., M passage

Volume tested : mi

Temperature of incubation . °C

Positive control : Mycoplasma hyorhinis and Mycopiasma orale
Teston

Test off ;

Resuilt '

Bacterial and fungal sterility

Method ¢ Mambrane filtration

Media Thioglycollate
medium
Temperatures
30-35°C

Volume tested : ml

Inoculum per Steritest : ml

Volume of medium : 100 ml

Number of inoculated Steritest 1

Test on

Test off

Result

Soybean Casein
Digest medium
20-25°C

| m!
100 ml

Destinataire © A attention de [PANSM
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Haemagglutinin Antigen Identification

Method Haemagglutination inhibition test
Date

Antisera used : = A/HINI
= A/H3N2
= B/Victoria lineage
= B/Yamagata lineage

Antigens used : = A/HINI

= A/H3N2
= B/Victoria lineage
= B/Yamagata lineage
Result:
ANTISERA. ...
ANTIGEN ANTIH14A/ ANTIH3 A/ ANTI ANTI
B/Victoria B/Yamagata
A/HINI
Z
AN Z
BiVictotia &
B/Yamasata %
WORKING VIRUS ¥
SEED LOT g
Conclusion 2
@4
tgfg
st
5y
3]
&
=g
27
&4 L
£
o
Té
/ -
- AN RO T -
Information Confidentielle BiREQT ;:N; f:f;“e
Page 24 de 70 bboghaon
SANOR PEA\QTM \Q A
] “J
Par: BOSSUT lsabelle Numéro : QMG’S%SZOZ
Let 24 oct. 2016 13:56:86 Statut + Applicable Version: 2.0

Catdgorie : |

TE







sanofi pasteur Q_0565202/ar_version_label >
[Titre]

infectious titer
Method - Haemagglutination (HA) System
used : Embryonated hen eggs Number
of tests
Test on : Test
off '
Virus concentration per ml
expressed in log 10 : and infectious Dose 50/m!
Mean of the titers Infectious Dose 50/ml
=
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Certificate of Analysis

Product Name : INFLUENZA VACCINE (SPLIT VIRION. INACTIVATED)

Process Stage ; PRIMARY SEED LOT
Volume / Quantity :

Storage Condition : £-60°C
Date of Manufacture :

Master Seed Lot

inhibition

Test(s) Acceptagee Criteria Result Approval Date
HAEMAGGLUTININ POSITIVE
ANTIGEN IDENTIFICATION
By Haemagglutination

Bestinataire - A Patienton de {ANSM
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INFLUENZA VACCINE (SPLIT VIRION, INACTIVATED)
MASTER VIRUS SEED LOT

ORIGINAL STRAIN

Name + AIH1N1
Crigin ;

Lot number

Recaived

Passage history on receipt

MASTER VIRUS SEED LOT
A - PRODUCTION

Lot number

Inoculation
Date of inoculation
Passage humber from reassortant received

3
(%]
Dilutions of inoculum (log10} Z
Eggs used 3
Number of eggs per dilution £
[noculated volume per egg . ml £
Temperature of incubation . °C g
Harvest of allantoic fiuids &
Date of harvest @
Pool of allantoic fluids at the dilution (log10) S
Filling and storage at < - 60°C =5
8%
' =
Release date Sz
=8
L 2
.EE
% &
*éé
_ [ L g5
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B .~ CONTROLS

Haemagglutinin Antigen Identification

Method Haemagglutination inhibition test
Date

Antisera used : = A/HINI
= A/H3N2
= B/Victoria lineage

= B/Yamagata lineage

Antigens used : = A/HINI

= A/H3IN2
= B/Victoria lineage
= B/Yamagata lineage
Result:
ANTISERA
ANTIGEN ANTIHIA/ ANTIH3 A/ ANTI ANTI
B/Victoria B/Y amagatd
A/HINI g
&
A/HAND 2
8
B/Victoria 5
B/Yamagata 2
MASTER VIRUS E
SEED LOT i
‘ 4
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]
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Certificate of Analysis

Product Name : INFLUENZA VACCINE (SPLIT VIRION. INACTIVATED)

Process Stage : BULK

Volume / Quantity

Storage Condition ; +5°C+/-3°C

Date of Manufacture :

BULK
Expiry Date

Test(s)

_Acceptance Criteria

Result

Approval Date

OCTOXYNOL-9 CONTENT
8y HPLC

< 800 pg/mL

ug/mL

HAEMAGGLUTININ ANTIGEN
IDENTIFICATION
By Haemagglutination inhibition

Positive

HAEMAGGLUTININ ANTIGEN
CONTENT

For formulation
H s fieation,

By Membrare filtration

By SRID Lower confidence limit (P=0.95)
Higher eonfidence limit (P=0.95)
BACTERIAL AND FUNGAL No imierobial growth
| STERILITY

RESIDUAL INFECTIOUS VIRUS
By Inoculation of eges

No residual infectious virus

aide - A Porrebtion de PANSAE

: Positive
NEURAMINIDASE RT-PCR method performed
ANTIGEN on the first three monovalent
IDENTIFICATION bulk batches manufactured
By RT-PCR from any new working seed ::E}
lot) =3
[ -
NEURAMINIDASE Pre‘selnce of neuraminidase g >
ENZYMATIC ACTIVITY activity ; g3
By Enzymatic method (Enzymatic method performe S g
on the three first batches o 2
inanufactured from any new g :“3
lworking seed lot) 3%
£ 5
/ N g
P E
: 25

Par: BOSSUT Isabelle
Le: 24 oct 2016 13:56:56
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Additional information on lot - INFLUENZA VACCINE (SPLIT VIRION;

INACTIVATED)
Bacterial and Fungal Sterility
Method Membrane filtration
Media Thioglycollate medium| Soybean Casein
Digest
medium
Temperatures ‘ 30-35°C 20-25°C
Volume tested ml
Inoculum per steritest ml ml
Volume of medium per steritest 100 ml 100 ml
Number of inoculated stetitest 1 1
Test on
. Test off
Result

Residual Infectious Virus

Methed Reseatch for live virus ifito embryonated chicken eggs
First inoculation
Date §
5 ¢ ; . [
Inoculated ditutions (log10) pute, -1, <2 e
Volume inoculated by egg mL £
3
Numbet of inoculated eggs by dilution =
o
Incubation period and temperature hours at °C 5
Date of egg cooling %
— Date of harvest and mixture °
of allantoic fluids (AF) for each dilution !
Harvest storage +5 +/-3°C g g
£5
Second inoculation oyt
& 7
Date g 2
. . 0 &
Volume of AF inoculated by egg mL from each previous dilution &=
/»-\\l‘ E %
Information Confidentielle 5. :
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Number of inoculated eggs by mixture

Incubation period and temperature hours at °C

Date of egg cooling

Date of harvest and haemagglutination

test on each egg

Results:

Mixture of each

Positive Negative Dead

Pure
)
=2

Conclusion CONFORMS

Haemagglutinin Antigen Content

Method

First test
Date
Reference Used
Detergent
Result

Second test
Date
Reference Used
Detergent
Result

Geometric mean

Single radial diffusion at 20-25°C using
references calibrated in mictograms of
Haethagglutinin

Zwittergent 3-14

Zwittergent 3-14

/ '\‘
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Par: BOSSUT lsabelle
Le: 24 oct, 2016 13:56:56
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Haemagglutinin Antigen Identification

Method Haemagglutination inhibition test
Date

Antisera used : = A/H3N2
= A/HIN1
= B/Victoria lineage
= B/Yamagata lineage

Antigens used : = A/H3N2

= A/HIN1
= B/Victoria lineage
) = B/Yamagata lineage
- Result:
ANTISERA S
ANTIGEN ANTIH3A/ ANTIHL A/ | ANTI ANTI
B/Victoria B/Yamagata
AMHANZ
AN
B/Victoria
B/Yamacata
BULK
Conclusion

&Izqmr?t 4

Bestirtataire - A Pattention de PANSM

Py e
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INFLUENZA VACCINE (SPLIT VIRION,
INACTIVATED) MONOVALENT POOLED
HARVEST

ORIGINAL STRAIN A/ (H3N2)

Working virus seed lot used

PRODUCTION

Dates of inoculation, harvest, disruption and inactivation

Inoculation Harvest Disruption Inactivation

Disruption agent

: Octoxynol 8
Treatment » 1 hour

Storage conditions before inactivation @ +5° + 3°C

Inactivation : By formaldehyde action
Concentration of inactivating agent 102 %
Time of inactivation + 95.96 hours at +20°C +/- 5°C followed by &

stage at +5°C +/- 3°C for 24-96 hours

Storage conditions after inactivation 1+ 5%+ 3°C

Concentration and purification procedure . Isopycnic ultracentrifugation on a

saccharose gradient

Antibiotics used during preparation : Neomycine sulfate in the inoculum

Filtration

- On 0.22 um pore size membrane

Destinataive © & Fatiention de PANEM

art officiel non contrslé
aotif : Batch Release protocol O3V

Par:
Le:

BOSSUT Isabelle
24 oct. 2016 13:56:56
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Certificate of Analysis

Product Name : INFLUENZA YACCINE (SPLIT VIRION. INACTIVATED)

Process Stage : WORKING SEED LOT

Yolume / Quantity :

Storage Condition : £-60°C

Date of Manufacture :

oo

i

Working Seed Lot
Test(s) Acceptance Criteria Result _Approvai Datg
TEST FOR MYCOPLASMA BY Negative for the presence of
MICROBIOLOGICAL CULTURE mycoplasma when cultured ot agat
By Inoculation to suitable culture and broth
media
BACTERIAL AND FUNGAL No microbisl growth
STERILITY 8
By Membrane filtration
TEST FOR MYCOPLASMA BY Negative for the presence of
EPIFLUORESCENCE IN mycoplastna when cultured In cells
CELLULAR CULTURE and trested with a fluorescent dye
By Inoculation to indicator cells and o
specific staining £
5
=
NEURAMINIDASE E
ANTIGEN POSITIVE ;
IDENTIFICATION 5
By RT-PCR |
HAEMAGGLUTININ POSITIVE :
ANTIGEN 4
IDENTIFICATION
By Haemagglutination inhibition
INFECTIOUS TITER > 6 logi0 EIDS0/mL logl0 EID50/mL
By EIDS0

[N

icielnon cohtrélé
Frommss Rt rQre

xport o

oels Bate

E

Par: BOSSUT Isabelle
Le: 24oct 2016 13:56:56
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INFLUENZA VACCINE
(SPLIT VIRION, INACTIVATED)
WORKING VIRUS SEED LOT
A/H3N2Z -
A/ PRODUCTION
Lot humber
Inoculation
Date of inoculation
Inoculum : Primary seed lot

Pagsage number from primary seed lot .
Inoculated dilution (log10)

Eggs used
Inoculated volume per egg - mL )
2
Number of eggs inoculated &
Temperature of incubation - Optimal incubation conditions %
- Added antibiotics : None -
Harvest and purification ]
=1
Date ;
Storage conditions 1< -60°C ;‘g_i
oy
P
Release date ge
58
=¥
=5
L
[P
=
2%
. ge
e
AN
&3
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B — CONTROLS
Test for mycoplasma
- by culture method

Method : Agar culture
Volume tested il
Media used : Hayflick — Frey

Temperature of incubation
Positive controls ;
Mycoplasma pneumoniae, Mycoplasma
orale, Mycoplasma gallisepticum,
Mycoplasma synoviae, Acholeplasma
laidiawii
. Teston
. Test off
Subculture at the 3rd day
. Teston
. Test off
Subculture at the 7th day
. Teston
. Test off
Subculture at the 14th day
. Teston
. Test off
Subculture at the 21th day
. Teston
. Test off
Result :

Positive control
Mycoplasma preumoniae
Mycoplasma oraie
Mycoplasma gallisepticum
Mycoplasma synoviae
Acholeplasma laidlawii ==
Result : A

Diestinataire - A Pattention de PANSM

-3

RIS RSargry™

Export officiel non contrdlé

5051 - Batel

Y
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Test for Mycoplasma
- by epifluorescence in cell culture

Method : DNA fluorescence staining

Cell used ., " passage

Volume tested : mi

Temperature of incubation :°C

Positive control - Mycoplasma hyorhinis and Mycoplasma orale
Test on

Test off :

Result

Bacterial and fungal sterility

Method © Membrane filtration
Media Thioglycollate| Soybean Casein
medium Digest medium
%
Z
Temperatures *’g
30-35°C 20-25°C 2
Volume tested : mil Z
Inoculum per Steritest : ml mi E
Volume of medium : 100 ml 100 ml 3
Number of inoculated Steritest 1 1 @
Teston §
85
¢
Test off g 3
=g
Result =
54
=2
=4
i B
M 2
‘ mE
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Haemagglutinin Antigen Identification

Method Haemagglutination inhibition test
Date

Antisera used : = A/H3IN2
= A/HINI
= B/Victoria lineage

= B/Yamagata lincage

Antigens uged : = A/H3N2
= A/HINI
= B/Victoria lineage

= B/Yamagata lineage
Result:
ANTISERA
ANTIGEN ANTIH3A/ ANTIHT A/ ANTI ANTI
B/Victoria B/Yamagata
AM3IN2 z
AMHINI %
=
B/Victoria ¢
B/Yamagata E
WORKING VIRUS
SEED LOT E
Concluston &
=
:E?E
L
g8
2§
2%
2 5
<
B &
N 82
3
{ }\ E
Information Confidentieile ROXANA MONTE N
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Infectious titer
Method : - Haemagglutination (HA) System
used : Embryonated hen eggs Number
of tests
Teston : Test
off :
Virus concentration per mi :
expressed in log 10 : and Infectious Dose 50/ml
Mean of the titers . Infectious Dose 50/ml
3
2
S
g
B
E
“
u
E
o
E5
S
£8
€
T
22
[ N\ T i
| £
i \ et
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[Titre]
Certificate of Analysis
Product Name : INFLUENZA VACCINE (SPLIT VIRION. INACTIVATED)
Process Stage : PRIMARY SEED LOT
Volume / Quantity :
Storage Condition : 5 -60°C
Date of Manufacture :
Master Seed Lot
Test(s) Acceptance Criteria Result Approval Date
HAEMAGGLUTININ POSITIVE
ANTIGEN IDENTIFICATION
By Haemagglutination
inhibition

o~

Destinatzice - A Partention de PANSM

eaf Q1Y
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INFLUENZA VACCINE {SPLIT VIRION, INACTIVATED)
MASTER VIRUS SEED LOT

ORIGINAL STRAIN

Name < A/H3N2
Origin
Lot number
Received
Passage history on receipt

MASTER VIRUS SEED LOT
A - PRODUGTION

Lot number

Inocufation
Date of inoculation
Passage number from reassortant received

Difutions of inocuium (log10)
Eggs used

Number of eggs per dilution
Inoculated volume per egg . mi
Temperature of incubation :°C

Harvest of allantoic fluids

Date of harvest
Paol of allantoic fluids at the dilution (log10)
Filling and storage at < - 60°C
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I, xport officiel non coniréié
Moz - Batch Refease profocel QIV

Release date
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B — CONTROLS

Haemagglutinin Antigen Identification

Method Haemagglutination inhibition test
Date

Antisera used : = A/H3N2
= A/HINI
= B/Victoria lineage
= B/Yamagata lineage

Antigens used : = A/H3N2
= A/HINI
= B/Victoria lineage
= B/Yamagata lincage

Result:
ANTISERA
ANTIGEN ANTI H3A/ ANTIH1 A/ ANTI | ANTI
B/Victoria B/Yamagata
AM3IN2 _ o
&
AMINT z
4
B/Vigtoria ?é:
B/Yamagata 3
MASTER VIRUS =
SEED LOT E
Conclusion 8
s
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=
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Certificate of Analysis

Product Name : INFLUENZA YACCINE (SPLIT VIRION. INACTIVATED)

Process Stage : BULK

Volurme / Quantity :

Storage Condition : +5°C+/-3°C

Date of Manufacture ;

&

BULK
Expiry Date !
Test(s) Acceptance Criteria Result Approval Date
OCTOXYNOL-9 CONTENT <800 pg/nl ng/mL
By HPLC
HAEMAGOLUTININ ANTIGEN Positive
IDENTIFICATION
By Haemagglutination inhibition
R e For formulation

HAEMAGGLUTININ ANTIGEN Mean : No specification

CONTENT
By SRID

Lower confidence limit (P=0.95)

Higher confidence limit (P=0.95)

ENZYMATIC ACTIVITY
By Enzymatic method

(Enzymatic method performed
on the three first batches
manufactured from any new
working seed lot)

<
177
BACTERIAL AND FUNGAL No microbial growth 4
STERILITY 4
By Membrane filiration E
RESIDUAL INFECTIOUS VIRUS No residual infectious virus ::
By Inoculation of eggs :
Positive =
NEURAMINIDASE (RT-PCR method performed
ANTIGEN on the first three monovalent
[DENTIFICATION lbulk batches manufactured
By RT-PCR from any new working seed :
lot)
NEURAMINIDASE Pre‘se.nce of neuraminidase 3
activity
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Additional information on lot - INFLUENZA VACCINE (SPLIT VIRION,

INACTIVATED)
Bacterial and Fungal Sterility

Method Metnbrane filtration

Media Thioglycollate medium| Soybean Casein
Digest
medium

Temperatures 30-35°C . 20-25°C

Volume tested ml

Inoculum per steritest ml m)

Volume of medium per steritest 100 ml 100 mi

Number of inoculated steritest 1 1

Test on

Test off

Result

Residual Infectious Virus

Method Research for live virus into embryonated chicken eggs
L , 3
First inoculation %
Date 3
=
Inoculated dilutions (log10) pure, -1, -2 £
Volume inoculated by egg mlL é
Number of inoculated eggs by dilution 8
. . =}
Incubation period and temperature hours at °C 2
Date of egg cooling 4
Date of harvest and mixture 2
of allantoic fluids (AF) for each dilution é:: *;
e
Harvest storage +5 +/-3°C g ”é
=
Th
Second inoculation & g
&
Date . 3
- ous dilutidh ) £a
Volume of AF inoculated by egg mL from each previous dilution \ Bz
e AP
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Number of inoculated eggs by mixture

Incubation period and temperature hours at °C

Date of egg cooling

Date of harvest and haemagglutination

test on each egg

Results:

Mixture of each

~ Positive Negative

Dead

Pure
-1
«2

Conclusion CONFORMS

Haemagglutinin Antigen Content

Method

First test
Date
Reference Used
Detergent
Result

Second test
Date
Reference Used
Detergent
Result

Geometric mean

Single radial diffusion at 20-25°C using
references calibrated in micrograms of

Haemagglutinin

Zwittergent 3-14

Zwittergent 3-14
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Haemagglutinin Antigen Identification

Method Haemagglutination inhibition test
Date

Antisera used : = B/Victoria lineage
= A/HIN1
= AJ/H3IN2
= B/Yamagata lineage

Antigens used : = B/Victoria lineage

= A/HINI1
= A/H3N2
= B/Yamagata lincage
Result:
ANTISERA ..
ANTIGEN ANTI ANTIH1 A/ ANTIH3 A/ ANTI
B/Victoria B/Yamagata
B/Victoria
2
A/HINI %
A/HIN F
5
B/Y amaoata i
BULK b
Conclusion . §,
o
.
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5
=
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52
N\ S
/ \ a3

Information Confidentielle

Page 46 de 70

Par: BOSSUT Isabelle

Le: 24 oct. 2016 13:56:56 Statut : Applicable

DIREEY,

. -

QGXAQLHr RBMIL ONE

SHA TEQNIGA
APOOERAR A

%

SANOFI PASTEUR, 8§\ 4
Numéro\“Q 3’52(}2
Version ; 2‘3 Y
Calégorie: |






