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Q8. What items are tested when independent testing of human papillomavirus (r-DNA)

vaccine is performed?

Oo00o0Do0d0ooobbboogd

Appearance

Sterility

Endotoxin

General safety test (Abnormal toxicity test, Innocuity)
Protein content

Adjuvant content (adjuvant: )
Degree of absorption of each type

Degree of absorption of Monophosphoryl Lipid A (if applicable)
Potency (in vitro relative potency assay)

Potency (in vivo assay)

pH

Extractable volume

Identity of each type

L1 purity (for intermediate stages)

Degree of intact L1 monomer (for intermediate stages)

Other (Please specify in the column below.)

Comment:

Q9. For a new product, at what stage do you usually start a collaboration/discussion

with a manufacturer regarding development and/or transfer of testing methodology and

capability?

O

O 0O0gaog

Rarly pre-application stage, e.g. non-clinical trial stage
Late pre-application stage, e.g. clinical trial stage
Immediately before application

Post-application stage

Post-approval stage

No collaboration/discussion

Other (Please specify in the column below.)

Comment:
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Q10. What specifications/standards are used to judge the test results of independent

testing?

(0 Specifications approved in the marketing authorization dossier

[1 Standards prescribed by the official compendium such as pharmacopoeia

[ Standards described in the international guidelines such as WHO
recommendations

(0 Other (Please specify in the column below.)

Comment:

Q11. Do you have any routine system to disclose the data obtained by lot release testing

to the relevant manufacturer?

0 Yes
OO0 No
Comment:

Q12. Do you have any legal or formal system to disclose the data obtained by lot release

testing to a third party if detailed data are requested?

3 Yes
[0 No
Comment:

Q13. Have you stored samples for future reference?

[0 Yes
[0 No
Comment:

Q14. If you have some useful Websites offering information about the lot release system
of your country, e.g. information about vaccines and their corresponding testing items,

please indicate the URLs in the column below.

Comment:
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[Information sharing about this questionnaire]

Q15. Do you permit your answers to this questionnaire to be shared with relevant
persons of other countries’ NCL/NRA or WHO?

[0 Yes

[0 Yes, however, conceal the name of the country
0 No

Comment:

Q16. Do you wish to receive the compiled results of this questionnaire? If “yes”, we will

send it to you later.

0 Yes
O No
Comment:
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Vaccines
Anti-sera

Plasma derivatives
Others(Tuberculin(
PPD), Varicella
antigen, BCG for
intravesical
injection)

Vaccines
Anti-sera

Plasma derivatives
Biotherapeutics

Vaccines
Plasma derivatives

Vaccines

Plasma derivatives
Other (IVD for
blood screening)

Vaccines

Anti-sera
(Antivenom(Equin
e))

Plasma derivatives
Others(Tuberculin(
PPD), Botulinum
toxin, )

Vaccines

Anti-sera

Plasma derivatives
Others(Tuberculin(
PPD), Botulium
toxin)

Vaccines
Plasma derivatives
Others

<Comment #31>

Vaccines

Vaccines
Anti-sera
Plasma derivatives
Others(Diagnostic
agents, Allergens)

<Comment #44>

Protocol review +
testing

Protocol review
only

Protocol review +
testing

<Comment #5>

Protocol review +
testing

Recognition/accept
ance of EU
OCABR
Certificates

Protocol review +
testing

Protocol review +
testing

Protocol review +
testing

Recognition/accept
ance of lot release
certificates

Others

<Comment #26>

Protocol review +
testing

Protocol review +
testing

Recognition/accept
ance of lot release
certificates

Others

<Comment #37>

Protocol review +
testing

Produced and
marketed
domestically

Imported or
procured and
marketed
domestically

<Comment #1>

Produced and
marketed
domestically

Produced
domestically for
export only

Imported or
procured and
marketed
domestically

<Comment #6>

Produced and
marketed
domestically

Imported or
procured and
marketed
domestically

Produced and
marketed
domestically

Imported or
procured and
marketed
domestically

<Comment #17>

Produced and
marketed
domestically

Imported or
procured and
marketed
domestically

Produced and
marketed
domestically

Imported or
procured and
marketed
domestically

Produced and
marketed
domestically

Produced
domestically for
export only

Imported or
procured and
marketed
domestically

Produced and
marketed
domestically

Produced
domestically for
export only

Imported or
procured and
marketed
domestically

Produced and
marketed
domesticalily

Imported or
procured and
marketed
domestically
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100%

Less than 100%

<Comment #23>

Identity

Less than 100% Less than 100% 100%
100% Less than 100% 100% 100% Other Other
<Comment #21> <Comment #32> <Comment #45>
<Comment #27> <Comment #38>
Potency (Virus
y( . Appearance Appearance
concentration) Appearance . .
. . . . Potency (Virus Potency (Virus
Residual moisture Potency (Virus Potency (Virus Appearance . .
. . . concentration) concentration)
Test for freedom Appearance concentration) concentration) Potency (Virus i .
. o oy . . Thermal stability |Thermal stability
from extraneous . Potency (Virus Sterility Sterility concentration) Potency (Virus o
. Potency (Virus . oy . Sterility General safety test
viruses (For bulk . concentration) General safety test |General safety test |Sterility concentration) . .
concentration) e . . . e General safety test |Residual moisture
product) Thermal stability |Identity Residual moisture |General safety test | Thermal stability . .
. . . . Identity Identity
Test for Identity Identity Residual moisture 0 q
neurovirulence <Comment #18> Identity p P
First 5 <Comment #22>
( . <Comment #39> |<Comment #46>
consecutive lots)
Al
Appearance ppearance. .
.. Appearance Haemagglutinin
.. Haemagglutinin ..
Haemagglutinin . Haemagglutinin Appearance content (Potency)
Appearance Haemagglutinin  |content (Potency) .. .
content (Potency) .. .. . content (Potency, Haemagglutinin  {Protein content
. Haemagglutinin ~ |Haemagglutinin  jcontent (Potency) |Endotoxin Appearance .
Protein content o - SRID) .. content (Potency) |Endotoxin
content (Potency) Icontent (Potency) |Sterility Sterility . Haemagglutinin .
General safety test . . Purity Endotoxin General safety test
. |Endotoxin Purity (On the first |General safety test |General safety test . content (Potency) o .
Test for leukopenic . Protein content . Sterility Identity
.. 5 lots of Identity Test for Freedom . Protein content
toxicity Endotoxin . General safety test {pH
<Comment #7>  |monovalent bulks) from ether . Endotoxin
Test for Freedom Endotoxin <Comment #19>  |1denti Sterility Formaldehyde
from ether vy General safety test <Comment #40> |content

<Comment #47>
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ldetoxifying agent

esidual activity of]
ertussis toxin (eg.
HIST)

eneral safety test
ontent of residual

Potency (Mouse
immunogenicity
test)

<Comment #8>

Appearance
Potency (Mouse
immunogenicity
test) (On every
new final bulk)
Residual activity
of pertussis toxin
(eg. HIST) (On
every new final
bulk)

Endotoxin (On
every new final
bulk)

Identity

Potency (Modified
intracerebral
challenge assay)
Residual activity of]
pertussis toxin (eg.
HIST)

Sterility

Identity

Appearance
Potency (Mouse
immunogenicity
test)

Potency (Modified
intracerebral
challenge assay)
Residual activity of]
pertussis toxin (eg.
HIST)
Accelerated
reversion test
Endotoxin
Sterility

General safety test
Adjuvant content
Preservative
content

Content of residual
detoxifying agent
pH

Identity

<Comment #24>

Appearance
Potency (Modified
intracerebral
challenge assay)
Residual activity of]
pertussis toxin (eg.
HIST)

Accelerated
reversion test
Protein content
Endotoxin (
SanofiAventis
product preformed
pyrogen test)
Sterility

General safety test
Adjuvant content
Preservative
content

Content of residual
detoxifying agent
(detoxification test
for 42 days)

pH

Identity

<Comment #28>

Appearance
Potency (Mouse
immunogenicity
test)

Appearance
Potency (Modified
intracerebral
challenge assay)
Endotoxin
Sterility

General safety test
Adjuvant content
Preservative
content

pH

Identity

<Comment #41>

Appearance

<Comment #48>
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Appearance
Adjuvant content
(MPL contents, if

<Comment #9>

Post-approval
stage

<Comment #25>

. Appearance
licabl .
EppoIcH ?) . Sterility Appearance
Potency (in vitro . o
. Endotoxin Sterility
relative potency .
General safety test |Endotoxin
General safety test assay) . .
. . Protein content Adjuvant content
Adjuvant content Potency (in vivo
. Degree of Degree of
(MPL, if assay) . . Appearance
. : absorption of each |absorption of each .. Appearance Appearance
appricable) Identity of each <Comment £20> o o Potency (in vitro
Potency (in vitro type P - P - relative potency
. . Potency (in vitro  [Potency (in vitro <Comment #42> |<Comment #49>
relative potency L1 purity (for . . assay)
. . relative potency  {relative potency
assay) intermediate
assay) assay)
stages)
. pH pH
Degree of intact L1 .
Extractable volumejIdentity of each
monomer (for Identity of each e
intermediate . vy typ
stages) typ
<Comment #13>
Early pre-
application stage, Early pre-
Late pre- e.g. non-clinical application stage,
application stage, trial stage e.g. non-clinical  |Late pre-
e.g. clinical trial ~ |Late pre- Late pre- trial stage application stage,
stage application stage, application stage, Post-application  {Late pre- e.g. clinical trial
Immediately beforele.g. clinical trial ~ {Early pre- e.g. clinical trial  {Immediately before|stage application stage, |stage
Post-application  lapplication stage application stage, |stage application Post-approval e.g. clinical trial ~ {Immediately before
stage Post-application  |Immediately beforele.g. non-clinical ~ |Immediately before|Post-application  |stage stage application
stage application trial stage application stage Immediately before|Post-application
Post-approval Post-application <Comment #33> |application stage
stage <Comment #14> stage Post-application

stage
Post-approval
stage

<Comment #50>

N
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Marketing
authorization Marketing Marketing
dossier Marketing Marketing Marketing authorization authorization
Official authorization authorization authorization . dossier dossier Marketing
compendium dossier dossier dossier Official . Official Official authorization
International Official Official Official compendium compendium compendium dossier
guidelines compendium compendium compendium International
<Comment #34> |guidelines
<Comment #10>
Yes No Yes Yes
No No No No
<Comment #11> |<Comment #15> <Comment #43> }<Comment #51>
Yes No Yes Yes
No No No No
<Comment #12> {<Comment #16> <Comment #35> <Comment #52>
Yes Yes
Yes Yes Yes Yes No No

<Comment #36>

<Comment #53>
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http://www.hc-
sc.gc.ca/dhp-
mps/alt_formats'hp
b-
dgpsa/pdf/brgthera
p/gui_sponsors-
dir_promoteurs_lot
_program-eng.pdf

www.edgm.eu

http://www.nicpbp.
org.cn/directory/we
b/WS02/CL0108/

(Chinese Version )

http://drug.mfds.go
.kr (no English
version)

http://www.fda.gov
.tw/TC/download.a
spx?cid=114

<Comment #29>
http://www.fda.gov
Aw/TC/site.aspx?si
d=2008

<Comment #30>

LY

EY —L 7L



— Lyl

| Lot release will be done for lots which are produced domestically but are for export only, if'it is reduired by the manufacturer,

Samples are not stored systemically. They may be stored by the person who handles them.

This site offers the Minimum Requirements for Biological Products (English version), though it is not the latest edition.

This site offers the English information about pharmaceutical administration and regulations in Japan.

IBGTD Lot Release Program is a risk/based approach. The release of specific lots may be based on:

a) protocol review and testing,

b) protocol review only

¢) receiving notification only

Activities conducted are rationalized based on the available evidence (product history, use, evidence for consistent manufacture & testing) and documented under our Quality system.
Activities are reviewed on an ongoing basis, and the level of product oversight changed as appropriate based on review of consistency of product quality or in response to emerging issues.
More information in Health Canada Lot Release Guideline http://www.hc-sc.gc.ca/dhp-mps/alt_formats/hpfb-dgpsa/pdf/brgtherap/gui_sponsors-dir_promoteurs_lot_program-eng.pdf.

[BGTD releases FluLaval lots for the Southern Hemisphere. This product is not marketed in Canada but is subject to the same regulatory oversight as domestic product.

Endotoxin testing has been discontinued for seasonal vaccines at this time due to interference in the LAL assay. We are developing an alternative test based on monocyte activation to be used for
pandemic lot release and for TF vaccines.

Vaccines are tested for potency according to pre-determined criteria included in the product test plan.

The discussions occur at different stages depending on the product. Many times discussions on product testing and specifications take place at an early stage (during clinical trials) or during the
review of the New Drug Submission (NDS). It is important to note that not all products are tested in clinical trials in Canada, but manufacturers can request pre-submission meeting with BGTD.
In addition, discussions regarding product testing including new assays and qualification of new reference standards are part of the review of post-approval changes (see Health Canada Guideline
http://www.he-sc.ge.ca/dhp-mps/alt_formats/pdf/prodpharma/applic-demande/guide-1d/postnoc_change apresac/noc_pn_quality_ac_sa_qualite-eng.pdf)

The specifications are product-specific and are approved as part of the Marketing Authorization. The Marketing Authorization review and the lot release activities are integrated in BGTD.
Product specifications may be based on Pharmacopoeia (e.g. European and US), WHO recommendations or the test results which could be product-specific. Please note that Canada does not
have a National Pharmacopoeia.

BGTD has direct communication with all relevant manufacturers to discuss any issues regarding testing methodologies, product quality issues, new assays etc. Some manufacturers request regular
meetings (e.g. once or twice a year) to discuss Lot Release activities with BGTD, even if no issues are identified.

laddition, under special situations BGTD can request the permission of manufacturers to exchange confidential information with a third party.

BGTD has Memorandum of Understanding agreements with several regulatory agencies. Under these agreements the disclosure of confidential information including testing results is permitted.
1t is important to note that for some of these agreements (e.g. European Official Medicines Control Laboratory network) manufacturers have agreed to allow BGTD to discuss this information. In

For potency, if an in vitro assay is used to determine the antigen content, it must be done on the final lot. If an in vivo assay is used, it should be done on the final bulk or on a lot of finished
product derived it.

Early pre-application stage; exchange this early is possible but less common. Late pre-application stage; most often it is in the late clinical trial stages ie: once it is clear there will be an intention

{to submit for licensing.

On the request of relevant manufacturer, the testing data may be disclosed.

On the request of third parties to the releasing OMCL data may be shared, this will depend on who the third party is (eg confidential exchange with another NCL or authority will be treated
differently than a request from the general public) and on the freedom of information policies in the different member states.

Lot release will be done for lots which are produced domestically but are for export only, if it is required by NRA of users.

The Content residual of bovine serum albumin and Content residual of antibiotic is also tested for partial lots.

The Content of ovalbumin is also tested for partial lots.

There is no licensed HPV vaccine available in China now (Dec. 2013).

Some preparations are released by summary protocol review only.

Korea has only trivalent vaccine (MMR). Other test item, uniformity of dosage units test(mass variation test) is done.

23 |Additionally, thimerosal content (if applicable), pH, extractable volume test are done.
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Korea has only trivalent vaccine (DTaP, TdaP for adult). Additionally, thimerosal content (if apﬁhcable), extractable volume test are done.

Case by case.

Vaccine for lot release application must be provide documents like list for reviews, including Packing list, Certificate of Analysis, National Authority release certificate, Approval License and
Instruction of direction copy, Standard operating procedures for the control of animal sources of raw materials (SOP) and the Certificate guarantee source of raw materials materials are BSE free,
Release protocol for Raw material, Mono bulk , Final bulk, and Final contain product, raw data of some testing items(i.e. potency,safety test,pyrogen etc). Letter for announce in process control
of manufacture, sealing label, box appearance, instruction of direction same as License application and guarantee no any change.

Same final container lot will be document reviewed only, but if the shipping cold chain temperature is excursion, it will be need check efficacy and safety test again. In domestic product, same
final bulk will be filling to different lots ( like filling to 10 lots from same final bulk) , just pick up 2 or 3 lots to performance efficacy test, other lots will not need to testing this test.

Taiwan doesn't have single pertussis vaccine, here performed test item including all of kind acellular base combined vaccine like DTaP, DTaP-IPV, DTaP-IPV-Hib, DTaP-IPV-Hib-HB.

This site offers the lot release information (Chinese version). Its information will be update monthly , all of NQC pass product (including vaccine, blood product, Antitoxin). It will be provide
brand name, lot number, Packing form, expiry date, sealing dosage , release date, and so on.

- This site offers the application information about pharmaceutical administration and regulations in Taiwan.

Plasma derivatives (Ig and fractionated), Insulins, Hormones (proteins greater than 100 peptides), some (but not all) recombinant therapeutic proteins, but only for a limited number of batches
(generally first 3 — 5).

Risk-based assessment, based on target population, number of doses, and protocol information.

Depends on the nature of the product and the nature of the test.

Pharmacopoeial Standards have priority; specifications as approved in dossier for products where there is no monograph at the time of registration.

Section xx of the Act for disclosure of any information to another NRA.

Usually only until expiry.

Label review, appearance test, and perform trend analysis.

At least 10% of vaccine lots produced every year especially potency and stability tests; 100% of bulk monovalent polio for second reading of NVT; and appearance test For all types of vaccines.

For sterility and general safety tests are performed at least 3 lots per year.

For endotoxin, sterility and general safety tests are performed at least 3 lots per year.

For endotoxin, sterility, adjuvant content, preservative content and general safety tests are performed at least 3 lots per year.

Human papillomavirus (rDNA) are imported vaccines and have certificate of release from origin country.

By using trend analysis; comparability study between NCL and manufacturer.

Diagnostic agents and allergens which used directly to human body, eg. Tuberculin test kit is included in our Iot release system.

100% for appearance test, the other tests are performed according to the current situation of each vaccine.

For imported products, only test for appearance is performed. For local product, all tests marked above including test for pH are applied. Testing lists may be changed depending on the current
situation of each product.

For imported products, only test for appearance is performed. For local product, all tests marked above including test for pH and formaldehyde content is applied. Testing lists may be changed
depending on the current situation of each product.

There is no local produced aP vaccine at this moment.

There is no local produced HPV vaccine at this moment.

For local produced new products we usually start the discussion/collaboration with the manufacturer at the pre- application stage whereas for import products, we usually start before application
or post application stage.

We require the official request letter from the manufacturer and reason of the request for our testing data.

According to our QMS, we need to get the permission from the relevant manufacturer before disclose the data to the third party.

The tested samples are kept in a proper cold chain condition until the end of shelf life. The responsible unit has to get the approval for sample destruction from the Director of the Institute.
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http://www. he—
sc. ge. ca/dhp—
mps/alt_formats
/hpfb—
dgpsa/pdf/brgth
erap/gui_sponso
rs—
dir_promoteurs_
lot_program—
eng. pdf

www. edgm. eu

http://www. nicp
bp. org. cn/direc
tory/web/WS02/C
L0108/ (Chinese
Version )

http://drug. mfd
s. go. kr (no
English
version)

http://www. fda
gov. tw/TC/downl
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