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#1: HEOEHIZEASNEPS80, NaCIB LUCTABD B

S PS80 (g/L) NaCl (mM) CTAB (g/L) RENAH
1 0 0 15 1A, 2A, 3A
2 0 0 2.0 1B, 2B, 3B
3 0 0 25 1C, 2C, 3C
4 0 75 15 1A, 2A, 3A
5 0 75 2.0 1B, 2B, 3B
6 0 75 2.5 1C, 2C, 3C
7 0 150 1.5 1A, 2A, 3A
8 0 150 2.0 1B, 2B, 3B
9 0 150 2.5 1C, 2C, 3C
10 1.1 0 1.5 1A, 2A, 3A
11 1.1 0 2.0 1B, 2B, 3B
12 1.1 0 2.5 1C, 2C, 3C
13 1.1 75 15 1A, 2A, 3A
14 1.1 75 2.0 1B, 2B, 3B
15 1.1 75 25 1C, 2C, 3C
16 1.1 150 1.5 1A, 2A, 3A
17 1.1 150 2.0 1B, 2B, 3B
18 1.1 150 25 1C, 2C, 3C
19 2.2 0 15 1A, 2A, 3A
20 2.2 0 2.0 1B, 2B, 3B
21 2.2 0 2.5 1C, 2C, 3C
22 2.2 75 15 1A, 2A, 3A
23 2.2 75 2.0 1B, 2B, 3B
24 2.2 75 25 1C, 2C, 3C
25 2.2 150 1.5 1A, 2A, 3A
26 2.2 150 2.0 1B, 2B, 3B
27 2.2 150 25 1C, 2C, 3C
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X WO 2009/115917 A2 (NOVARTIS AG [CH]; 1-21,
HAUSSMANN CHRISTOPH [DE]) 43-53,
24 September 2009 (2009-99-24) 57-71

page 1, Tine 19 - page 3, line 16
page 8, line 9 - page 9, line 10
page 10, line 21 - Tine 28

page 10, line 31 - page 12, line 26
page 30, line 1 - page 31, line 7
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Relevant to clalm No.

X

Anonymous: "Generic process of cell
culture based influenza vaccine",

1 January 2014 (2014-01-01), XPB55782293,
Retrieved from the Internet:
URL:https://www.emdmillipore.com
[retrieved on 2621-03-04]

the whole document, in particular figure 1
and page 6, right-hand column, second
paragraph

W0 027067983 Al {SMITHKLINE BEECHAM BIOLOG
[RE]; GARCON NATHALIE [BE] ET AL.)

6 September 2002 (2002-09-06)

cited in the application

page 8, line 15 - page 9, line 22

page 10, line 23 - line 27

page 19, line 25 - page 22, line 8

claims 1,6-9; examples 1,5

Sofikiti Antonia: "Application of
Emerging Analytical Technologies for
Characterisation of Influenza Vaccines",

1 March 2017 (2017-03-01), pages 1-298,
XPB&R5783127,

Retrieved from the Internet:
URL:https://core.ac.uk/download/pdf/153781
074, pdf

[retrieved on 2021-03-08]

in particular item §.2.2, table 5.3,
appendix 5.2a, items 5.2.5.2, 9.2.5.3,
figure 5.9;

page 127, 1ine 1 - page 141, line 8;
figures 1.8, 1.9; tables 1.2, 5.1, 5.2
page 147, line 26 - page 148, line 16;
figure 5.15

page 153, l1ine 1 - page 154, line 1l6;
table 5.11

appendix 5.4, 5.5;

page 161, 1ine 1 - page 166, line 3;
figures 5.20, 5.25, 5.27-5.30

1,3.6.
14,17,
43,44

1-21,
43-53,
57-71
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1. |:| Glaims Nos.:
bacause thay relate to subject matier not raquirad to be searchad by thia Authority, namely:

2. |:| Claims Nos.:
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an extent that ne meaningiul intemational searsh can be carried out, specifically:

3 D Glaims Nas.:
because they are dependent claims and are not drafted in accardance with the secand and third sentences of Rule 6.4(a).

BoxNo. lll Observations where unity of Invention Is lacking (Gontinuation of Item 3 of first sheet)

Thie Internaticnal Searching Autherity found multiple inventions in this intsrnational application, as follows:

see additional sheet

1. As all raquired additional search feas wera timely paid by the applicant, this intaemational search report covers all searchable
claims.
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3 As only some of the required additional search fees were timely paid by the applicart, this intemational search repart cavers
only those claima for which fees were paid, apecifically claima Noa.:

4. No required adediticnal aearch fees wers timely paid by the applicant. Gonsequently, thia intemational asarch report ia
reetricted to the invention first mentienad in the claims; itie coverad ky claims Noe.:

1-21, 43-53, 57-71
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International Application No. PCT/ 182020/ Q00861

FURTHER INFORMATION CONTINUED FROM PCT/ASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-21, 43-53, 57-71

A method of producing viral vaccine, in particular influenza
viral vaccine, formulated in sub-virion form , the method
comprising the steps:

a. purifying viral particles from harvested cell culture;

b. inactivating and splitting the viral particles to produce
sub-virions; and

¢. purifying the sub-virions;

wherein inactivating and splitting the viral particles of
step b comprises treating the viral particles with a reagent
comprising a non-icnic surfactant and an ionic surfactant,
and wherein the non-ionic surfactant and the ionic
surfactant is present in an amount effective to reduce
particle size of the viral particles:

and related subject-matter.

2. claims: 22-41

A method of reducing viral particle size, the method
comprising treating the viral particles with a reagent
comprising a non-ionic surfactant and an ionic surfactant,
and wherein the non-ionic surfactant and the ionic
surfactant are present in an amount effecive to reduce
particle size of the viral particles.

3. claim: 42

A method of reducing viral particle size in an influenza
virus purification process, the method comprising

a. purifying viral particles harvested from cell culture;

b. inactivating and splitting the viral particles to produce
sub-virions; and

c. purifying the sub-virions;

wherein inactivating and splitting the viral particles of
step b comprises treating the viral particles with a reagent
comprising a non-ionic surfactant and an ionic surfactant,
and wherein the non-ionic surfactant and the ionic
surfactant are present in an amount effecive to reduce
particle size of the viral particles.

4, claim: 54

A method of producing an influenza viral vaccine formulated
comprising purified viral proteins, the method comprising
the steps:

a. purifying viral particles from a harvested cell culture
of MDCK cells;

b. inactivating and splitting the viral particles to produce
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International Application No. PCT/ 182020/ Q00861

FURTHER INFORMATION CONTINUED FROM PCT/ASA/ 210

sub-virions; and

c. purifying the sub-virions to produce purified viral
proteins;

wherein inactivating and splitting the viral particles of
step b comprises treating the viral particles with a reagent
comprising a non-ionic surfactant and a salt, and wherein
the non-ionic surfactant and the salt are in an amount
effective to reduce particle size of the viral particles.

5. claim: 55

A method of producing an influenza viral vaccine formulated
comprising purified viral proteins, the method comprising
the steps:

a. purifying viral particles from a harvested cell culture
of MDCK cells;

b. inactivating and splitting the viral particles to produce
sub-virions; and

¢. purifying the sub-virions to produce purified influenza
viral proteins;

wherein inactivating and splitting the viral particles of
step b comprises treating the viral particles with a reagent
comprising an ionic surfactant and a salt, and wherein the
ionic surfactant and the salt are in an amount effective to
reduce particle size of the viral particles.

6. claim: 56

A method of producing an influenza viral vaccine formulated
comprising purified viral proteins, the method comprising
the steps:

a. purifying viral particles from a harvested cell culture
of MDCK cells;

b. treating the purified wviral particles with alkylating
agent to inactivate the viral particles;

¢. treating the inactivated viral particles with an ionic
surfactant to split the inactivated viral particles to
produce subvirions; and

d. purifying the sub-virions to produce purified influenza
viral proteins;

wherein inactivating and splitting the viral particles of
step b and/or ¢ further comprises treating the viral
particles with a reagent comprising a non-ionic surfactant
and an jonic surfactant, and wherein the non-ionic
surfactant and the ionic surfactant are in an amount
effective to reduce particle size of the viral particles.
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