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133 Molesworth Street
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Wellington 6140
New Zealand
T +64 4 496 2000
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13 August 2021

SEIAIE)

By email: EIAIE)

Ref: H202106950

DearQ 9(2)(a)

Response to your request for official information

Thank you for your request under the Official Information Act 1982 (the Act) to the Ministry of
Health (the Ministry) on 5 June 2021 for:

“... OIA copies of all documents discovered by the Crown in the Nga Kaitiaki Tuku Iho v
Minister of Health High Court proceedings in whatever non-confidential form they are
available. As these documents are already readily accessible for the crown | would be
grateful if you would please provide them by reply.”

Information within scope of this request is itemised in Appendix 1 of this letter and copies of the
documents are enclosed. The table in Appendix 1 outlines the grounds under which | have
decided to withhold information. Where information is withheld, this is noted in the document
itself.

I trust this information fulfils your request. Under section 28(3) of the Act you have the right to ask
the Ombudsman to review any decisions made under this request. The Ombudsman may be
contacted by email at: info@ombudsman.parliament.nz or by calling 0800 802 602.

Please note that this response, with your personal details removed, may be published on the
Ministry website at: www.health.govt.nz/about-ministry/information-releases/responses-official-
information-act-requests.

Yours sincerely

/’
VS o
Chris James
Group Manager
Medsafe


mailto:info@ombudsman.parliament.nz
http://www.health.govt.nz/about-ministry/information-releases/responses-official-information-act-requests
http://www.health.govt.nz/about-ministry/information-releases/responses-official-information-act-requests

Date

Appendix 1: Documents for release

Title

Decision on release

6 September
2013

Delegation of Director-General’s
powers

11 September
2013

Delegation of powers by the
Minister of Health.

20 September
2013

Delegation of Minister’s powers by
the Director-General of Health

Released in full.

21 October
2020

New Medicine Application cover
letter

Released with some information
withheld under the following sections
of the Act:

e section 9(2)(a) to protect the
privacy of natural persons;

e section 9(2)(b)(ii) where its
release would likely unreasonably
prejudice the commercial position
of the person who supplied the
information; and

e section 9(2)(ba)(i) to protect
information that is subject to an
obligation of confidence and
making it available would likely
prejudice the supply of similar
information, or information from
the same source.

4 November
2020

Terms of Reference

Medsafe COVID-19 Vaccine
Advisory Group

Released in full.

13 November
2020

New Medicine Application cover
letter

Released with some information
withheld under the following sections
of the Act:

e section 9(2)(a);
e section 9(2)(b)(ii); and
e section 9(2)(ba)(i).

January 2021

New Medicine Application
Evaluation Report — Quality

Released with some information
withheld under the following sections
of the Act:

e section 6(b)(ii) as its release
would prejudice information
entrusted to the Government of
New Zealand on a basis of
confidence by any international
organisation; and

e section 9(2)(b)(ii).
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# Date Title Decision on release
8 January 2021 |New Medicine Application Released with some information
Evaluation Report — New Excipient |withheld under the following sections
(ALC-0135) of the Act:
9  [January 2021 |New Medicine Application e section 9(2)(b)(ii); and
Evaluation Report — New Excipient [®  section 9(2)(g)(ii).
(ALC-0159)
10 |January 2021 |New Medicine Application
Evaluation Report — Clinical
11 |20 January Science and Technical Advisory Released with some information
2021 Team — Request for Information withheld under section 9(2)(g)(ii) .
12 |28 January New Medicine Application Released with some information
2021 Evaluation Report — Non-Clinical  |withheld under the following sections
of the Act:
e section 6(b)(ii);
e section 9(2)(b)(ii); and
e section 9(2)(g)(ii).
13 |28 January Memao: Referral to the Medicines |Released with some information
2021 Assessment Advisory Committee — | withheld under section 9(2)(g)(ii) .
Comirnaty (COVID-19 mRNA
vaccine) (Pfizer-BioNTech) 0.5
mg/mL concentrate for injection
(TT50-10853)
14 |28 January Letter regarding the application for |Released with some information
2021 consent withheld under the following sections
15 |3 February Medicines Assessment Advisory of the Af:t
2021 Committee minutes and * section 9(2)(a); and
recommendations - 109th meeting |® section 9(2)(g)(ii).
on 2 February 2021
16 |N/A New medicine application form: Released with some information
Prescription medicine withheld under the following sections
of the Act:
e section 9(2)(a); and
e section 9(2)(b)(ii).
17 |N/A New Medicine Application Released with some information
Evaluation Report— Risk withheld under section 9(2)(b)(ii) .
Management Plan
18 |[N/A New Medicine Application Released with some information

Evaluation Report — Quality
(Attachments)

withheld under the following sections
of the Act:

e section 6(b)(ii); and

e section 9(2)(b)(ii).
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Document 1

DELEGATION OF POWERS BY THE
DIRECTOR-GENERAL OF HEALTH
under section 41 of the State Sector Act 1988

The powers and functions of the Director-General of Health under the statutes and
regulations administered by the Ministry of Health are set out in Appendix 1 of this
document.

The column of the table in Appendix 1 headed “Persons Exercising Existing
Delegation” lists those powers and functions delegated by the Director-General. of
Health immediately prior to this delegation instrument coming into force, and.the
classes of office holder who exercised those delegated powers.

The column of the table in Appendix 1 headed “Delegation Confirmed or-Created”
lists the delegations of the Director-General’'s powers and functions either confirmed
or created by this delegation instrument, and the classes of office-holder to whom
those powers are now delegated.

The classes of office holders to whom the Director-General’s functions and powers
are delegated by this delegation instrument are authorised to exercise the powers
and functions from the date of the signing of this delegation.

For the avoidance of doubt, the delegation of a power to a class of office holder shall
include delegation of that power to a person validly acting in that class.

All previous delegations of the Director-General of Health relating to the powers and
functions set out in Appendix 1 are hereby revoked.

The powers hereby delegated by me-remain subject to my general control.
. ;'h'\ f y ; .
These delegations are made on. & /ﬁf fcerb-ec 2013 under section 41 of the
State Sector Act 1988.
P

/ Zf N L

Kevin Woods
Director-General of Health

Delgation of Power



2

“Medical Officer of
Health”

The Director-General is a “Medical Officer of Health” for the purposes of the Act.

2
“Licensing authority”

The Director-General is a “licensing authority” for the purposes of the Act.

Applications for
Minister's consent

under s20

The Director-General may require authentication (and may specify the manner of
such authentication) of translations of reports on medicines (concerning safety
efficacy, etc) required for the purposes of s21(2)(i)-(k).

15 (2) The Director-General may from time to time appoint any person, not being an}Group Manager, |H
Appointment of officer of the Public Service, as an officer, either in a part or full time capacity, {Medsafe
officers for the purposes of this Act.
(3) Any appointment under subsection (2) of this section may be made either
generally for the purposes of this Act or for any specified purpose, or for the
exercise of any specified power or functien of an officer under this Act, or for any
specified period; and may be made in respect of New Zealand generally or in
respect of any specified area or areas
(4) The Director-General must fix the remuneration to be paid to officers{Group Manager, |H
appointed under this section, Medsafe
16 (2) Subject to subsection (1) of this section, each Medical Officer of Health
Exercise of Powers employed in the Ministry of Health, and every other officer of the Ministry
by D-G and other of Health, must exercise the powers and functions conferred on him by
officers this Act subject to the direction and control of the Directer-General of Health and
of every other officer of the Ministry of Health to whom s/he is subordinate.
21(1)(c) {Section 21 provides the Director-General must in the firstinstance receive Group Manager, |H,!
21(2)(1) applications for the Minister's consent for distribution of a “new medicine” Medsafe
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21(3) (3) In the case of a medicine to which section 20 of this Act applies by Group Manager, {H,1,l1a,ib
Changed medicine virtue of subsection (1) of that section, the notice deposited with the Medsafe
notice may be Director-General under section 24 of this Act shall, subject to subsections
deemed (4) and (5) of this seclion, be a sufficient application for the consent
application for s20 of the Minister under section 20,
consent
21(4) (4) At any time before the publication of a notice in the Gazefte Manager, Product{H, |, 1a, Ib
0-G may require signifying the consent of tho Minister to the distribution of a medicine Regulation,
samples in respect of which an application under section 20 of this Act has been Medsafe;
made, the Director-General may, by notice in writing given to the person in ::A::\;::?i‘;rr;ce
iwhose name the application was made, require that person to supply - Manager,
(a) Such samples of the medicine; and Medsafe
(b) Such further information or particulars concerning the medicine, or the
imanufacture, intended sale, distribution, or advertising of the medicine,~—
as the Director-General may specify in the notice.
21(5) (5) The Director-General may, if s/he thinks fit, require any person to verify Group Manager, }H
D-G may require by statutory declaration any statementin an application made, or in any Medsafe
verification further information or particulars supplied, under this section and signed by that
person,
23(2) (2) The Director-General must in the first instance receive applications for|Group Manager, {H
D-G must receive provisional consent for a new medicine to be sold, supplied or distributed on a|Medsafe
application for llimited basis.
provisional consent
24(1) and (1A) The Director-General must receive a changed medicines notice from the Group Manager, JH
Distribution of manufacturer or importer of the medicine in New Zealand, setting out the Medsafe
changed particulars required by s24(2), where a material change to an approved
medicines medicine is made by a manufacturer of that medicine.
restricted
(1A) The DG must receive the accompanying fee for the notice
24(3) The Director-General may give his/her prior written consent to a person Manager, Product}H, |, 1a, Ib
D-G may consentto }selling or supplying any medicine in respect of which there has been a Regulation,
supply material change, earlier the expiry of 90 days after which the changed Medsafe; Group
medicines nolice has been deposited with the Director-General. Manager,
Medsafe

Medicines Act 1981
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24(4) Within 45 days after the receipt of any notice in accordance with Evaluation H, L la, ib
D-G may require subsection (1) of this section, the Director-General may, by written notice Team Advisors
further information to the importer or manufacturer, require the importer or manufacturer
or particulars to supply such further information or particulars, or such samples, as the

Director-General may require with respect to any mattor set out in the importer's,
24(5) If the Director-General, after considering the particulars, information, or Group Manager, |H, !
D G may refer CMN  {samples required by or under subsection (1) or subsection (4) of this Medsafe
to Minister section, at any time within the period specified in subsection (3) of this

section considers -

(a) That the change is of such a character or degree that the medicine ought

not, without the consent of the Minister,—

(i) To be distributed in New Zealand; or

(i))To be represented, recommended, advertised, or labelled in the terms set|

out in the notice; or

(b) That s/he is insufficiently informed, for the purposes of paragraph (a) of this

subsection, about -

(i) The strength, quality, purity, safety, or efficacy of the medicine; or

(i) The methods of manufacture of, or the facilities for testing, the medicine,—

the Director-General must refer the medicine to the Minister, and forthwith

inform the importer or manufacturer by notice in writing that s/he has done so.
24A The Director-General may grant an approval under section 38l of the National Dir_ctor, II-R, H
Assessment of Hazardous Substances and New @rganisms Act 1996 for the release of a National Health
qualifying new qualifying new medicine if he or she— Board
medicines (a) has the consent of the Minister to do so; and

(b) is acting under a delegation from ERMA given under section 19 of that Act.
24B(a) }if the Director-General declines to grant an approval because the new Group Manager, |H
Procedure if D-G organism is not a qualifying new medicine, then the Director-General Medsafe
declines to grant must-—
approval (i) inform ERMA that the new medicine is not a qualifying new medicine; and

(i) provide ERMA with a copy of all information (from assessing the safety,

quality, and efficacy of the new medicine) that the Director-General considers

may assist ERMA in deciding whether to approve (r d cline the application

under the Hazardous Substances and New @rganism - Act 1996; and
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the reasons for his decision and (where ho declines the application) the rasons
for his decision,

24D(3)(b) 'T’Ihc Director-General must approve forms in which applications may be Group Manager, H
Special made to the Minister for approval to distribute, sell, or advertise in a special Medsafe
lemergencies emergency a medicine that is or contains a hazardous substance or now
organism.
29(2) (2) Every person who, for the purposes of subsection (1) of this section Group Manager, {Hand J
Exemption for (supply of new medicine by medical practitioner for treatment of particular Medsafe
dicine required patient), sells or supplies to any praclitioner any medicine thatis a new
medical practitioner Imedicine by virtue of paragraph (a) of the definition of the term “new medicine"
in section 3(3) of this Act before the consent of the Minister has been nolified in
J'he Gazette shall, as soon as practicable aftr the end of every month in which
he has to sold or supplied any such medicine, repori that salo or supply to the
Director-General in writing, naming the practitioOner and patient, descnbing the
medicine, and identifying the occasion when and the place whore the medicine
was so sold or supplied.
30(1) The Director-General must approve or disapprove clinical trials (and also Principal Clinicali{H, Z, Za
Distribution for the investigators who will conduct those trials) of any medicine before the Advisor, Medsafe
clinical trial medicine may be distributed for the sole purpose of obtaining clinical and
scientificinformation with respect to its safoty and efficacy.
30(2) The Director-General must receive applications for distribution of a Group Manager, }H,Z, Za
Applications for medicine for clinical trial purposes under (1), and the applications must Medsafe
distribution comply with s30(2)(a)-(d) and contain the particulars in s30(3).
30(4) The Director-General must determine every application for his approval Principal ClinicalfH, Z, Za
D-G to determine under this section within 45 days after the receipt of the application, and Advisor, Medsafe
application must notify the applicant of his decision and (where he declines the application)

Medicines Act 1981
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—
At any time after a clinical trial has been approved by the Director-General,

Prineipal  Clinical

H,Z, Za

to a notice under subsection (1) of this section or otherwise, of the safety and
efficacy of a medicine to which that noticerelates, s/he may at any time after the
lexpiry

Medsafe

30{5}
D-G may approve the applicant may apply to the Director-General for the approval of an i Advisor, Medsafe
investigators nvestigator, notwithstanding that the name of that person did not appear in the
application for approval of the clinical trial; and paragraphs (a) o (c) of
subsection (2), and paragraphs (c), (d), and (g) of subsection (3), of this section
apply in respect of every such application.
30(6) [The Director-General may at any time, by notice in writing given to an applicant,}Principal Clinical|H, Z, Za
D-G may require require the applicant to supply such further information and particulars as s/he[Advisor, Medsafe
further information  Jthinks fit relating to a clinical trial or to the identity and qualifications of an
investig
30(7)a). (d) Where approval has been given under s30, the Director-General must be H, 2, Za
Condition of informed, before the medicine is distributed, of the identifying name or mark
distribution for by which the medicine may be recognised.
clinical trial
I The importer or manufacturer must -
{i) Keep complete and accurate records of all quantities of the medicine supplied
under this section: (ii) Keep the Director-General informed of the progress of the
trial by six-monthly reports:
(iii) Supply to the Director-General a copy of the results of the trial on its
completion,
30(8) The Director-General may at any lime, by notice in writing to the applicant.JGroup Manager, |H, Z, Za
D-G may revoke revoke or suspend his/her approval of a clinical trial. Medsafe
approval
32A(1) [The Director-General may approve the importation of a medicine into New
Exemption for Zealand, and sale of thatmedicine, by the Crown, before the Minister's consent
importation by the to distribution has been obtained.
Crown
36(1), (2) (1) Without limiting subsection (5) of section 24 of this Act, if the Director- Group Manager, [H
Control of IGeneral has reason to believe that any medicine, not being a new Medsafe
established Imedicino, may be unsafo or ineffective for the therapeuticpurpose. or
medicines by D-G which it is sold, s/he may, by notice in writing to an importer or manufacturer in
New Zealand, state the reasons for his belief and require the importer or
manufacturer to satify him of the safety or efficacy of that medicine
(2) If the Director-Geneoral is not satisfied, by evid“nce supplied to him pursuantjGroup Manager, |H
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s et it

of function/respons
MEDICINES ACT 1981
38 (2) If the Director-General has reason to believe that any medical device Group Manager, H
Restrictions on (see s38(1) for expanded definition) may be unsafe, s/he may, by notice in Medsafe
sale of medical writing to the importer or manufacturer in New Zealand, state the reasons
devices for his belief, and require the importer or manufacturer to satisfy him/her of the
safety of that medical device.
(3) The importer or manufacturer must supply to the Director-General, within 45§Group  Manager,}H
days after receiving the notice under subsection (2) of this section, or suchjMedsafe
further tima as the Director-General may allow, evidence of the safety of the
medical device.
(4) If the Director-Genera!l is not satisfied, by evidence supplied to him/her] H
pursuant to a notice under subsection (3) of this section or otherwise of the
safety of the medical device, he may at any time, within the period of 45 days
following the receipt of that evidence, by a further notice under subsection (2) of|
this section require the manufacturer or importer to supply him with further]
evidence of the safety of the medical device,
(6)The Director-General may exercise the powers conferred on him/her by this§Group Manager,jH
section from time to time with respect to different importers or manufacturers of§Medsafe
the same kind of medical devices, and the fact that he has not exercised any of|
those powers in respect of a particularkind of medical device, or that he has
informed any person that he is satisfied of the safety of a particular kind of;
medical device, does not prevent him/her from exercising any such power in
respect of that kind of medical device where new information comes to his
attention.
41{1) (1) If at any time the importer or manufacturer in New Zealand of any Principal ClinicaljH, Z
D-G to receive medicine has reason to believe that any substantial untoward effects Advisor, Mecdsafe
notification of have arisen from the use of the medicine whether in New Zealand or
untoward effects clsewhere, the importer or manufacturer must forthwith notify the
of medicines Director-General of the nature of those effects and the circumstances in which
they have arisen, so far as they are known to him/her.
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50(1), {5) (1) The Director-General or any other person designated for the purpose G L G, L
D-G must receive must receive every application for a licence.
applications for (5) If the Director-Genoral or a person authorised to receive an application
Jlicences under subsection (1) is satisfied that an application complies with the
requirements of this section and of any regulations made under this Act that are
applicable to the apphcation, sfhe must refer the application to the licensing
authority,
151 (1) Subject to subsection (2) of this section and to sections 52, 55A, and G, L G, L
D-G may issue, 55B, on receiving an application, the Director-General must issue a licence,
revoke and in accordance with regulations made under this Act, to the applicant
suspend licences if s/he is satisfied in respect of all the following matters:
(a) That the requirements of section 50 of this Act have been comphed with
(applications):
(b) That, in the case of an application made by a natural person on his own
behalf, the applicant is a fit and proper person to hold the licence applied for, or,
in the case of an application made on behalf of a body corporale, the applicant
(body corpora
(c) That the apphcant is not subject to any disqualfication under section 83 of|
this Act:
(d)That, in the case of an application made by a natural person on his own
behalf, the applicant, or, in the case of an applcation made on behalf of a body
corporate, every person proposed to be a responsible person for the purposes
of the licence applic
(e)That the premises and equipment that the applicant proposes to use are
suitable and adequate for the purposes for which the licence is sought:
(That adequate arrangements have been made or are to be made for the
making, maintaining, and safekeeping of adequate records in respect of
medicines that are manufactured, stored, packed, labelled, or sold in pursuance
of the licence or, in the case o
(2) Except as may be permitted by regulations made under this Act, the Dire tor |Group Manager, |G, L
General must not issue a ticence to sell medicines by retail in respect of any|Medsafe
premises othor than a shop that is open to the pubhc and is situated at least 10
kilometres by
(3) The Director-General must not decline an application for a licence under this|Group Manager,|G and L for pharmacy licences
section without first giving the applicant a reasonable opportunity to be heard, Medsafe or sale of medicines licences.
Hand J
(4) A licence shall be in the prescribed form and the Director-General may place| Group Manager,|H & J for licences to
conditions on it in accordance with the Medicines ‘Regulations. Medsafe manufacture and pack
medicines.
GandL for pharmacy licences
or sale of medicines licences.
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Section

Summary of function/responsibility/power

Persons
Exercising
Existing
Delegation

Delegation

Confirmed or Created

STATUTES

MEDICINES ACT 1981

(5) A licence to sell a medicine may be combined with a licence to pack that
medicine.

Group Manager,
Medsafe

H & J for licences to pack
medicines.

G and L for pharmacy licences
or sale of medicines licences.

(®) If in any case the Director-General is satisfied that the holder of a licence has
failed or is failing to comply with any conditions attaching to the licence, s/he
may—

(a) Suspend the licence for such reasonable period as may be required to
cnable the licensing authority to consider the case; or

(b) After giving (he licensee a reasonable opportunity to be heard and
considering any evidence adduced or submission made by the licensee, cancel
the licence

Group Manager,
Medsafe

H for licences to manufacture
and pack medicines.

G and L for pharmacy licences
or sale of medicines licences.

conditions to a licence, or cancels a licence under this section or under section
55A, and the applicant for the licence or the licensee requests

him/her to give his reasons for such refusal, or for the attachment of such
conditions, or for the cancellation of the licence, the Director-General must state
his reasons in writing to that person.

Mcdsafe

(GA) If the Director-General is satisfied that the holder of a licence to operate a]Group Manager, }GandL
pharmacy has failed to comply with any conditions affecting the licence, thejMedsafe

Director-General may, instead of or as well as exercising the powers conferred

by subsection (6), ~

(a) impose on the holder of the licence a penalty not exceeding $40,000:

(b) forbid the licence holder or any person with an interest in the pharmacy from

holding any interest in or operating a pharmacy for a period, not exceeding 5

years, specified by the licensing authority.

(7) If the Director-General refuses to issue a licence, or attaches Group Manager, [HandJ

for licencesto manufacture and
pack medicines
G and/L for pharmacy

licences.or sale of medicines
licences.

Mecdicines Act 1981
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|52t

D-G may require
production of
Jlicence

inspection (on the request of an officer), the Director-General may require
the licensee to produce it at the Ministry of Health (or offices of the
del ) within 24 hours.-

Team Advisors
for non
pharmacy related
activities.
Medicine control
IAdvisors for
Jlicences to
operate a
pharmacy.

The Director-General may grant a licence to manufacture medicines. Group Manager,{H and J
Licence to Medsafe; and
manufacture Manager,
medicines Compliance
Manager,
Medsafe
52(1)(b) The Director-General may grant a licence to pack and label medicines, Team Leader,jH and J
Medicines
Control
52(1)(c) The Director-General may grant a licence to sell medicines by wholesale Team Leader,}G and L
Medicines
Control
52(1)(d) The Director-General may grant a licence to sell medicines by retail Team Leader,jGand L
Medicines
Control
52(1)(e) The Director-General may grant a licence to operate a pharmacy (power to befTeam Leader, |G and L
exercised subject to the restrictions under s55D(2), 55E and 55F and the}jMedici
exemption in s55G). Control
154(2) Where alicensee has been unable to produce his/her licence for Compliance J, L, Ja, Jb, La, ¥

55(1)

D-G must

maintain register of
licences

The Director-General must maintain at his/her offices a Register of
Licences granted undor the Act, and such other records or registers as
may be prescribed under regulations.

Group Manager,
Medsafe; and
Team Leader,
Medicines

Hand J

for licences to manufacture

and pack medicines,
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Control G and L for pharmacy licences
or sale of medicines licences,




Document 1

MEDICINES ACT: 1981
— x
55A (1) The Director-General must not grant an application for a licence to Group Manager, |G and L
Additional criteria operate a pharmacy unless s/he is satisfied that, in addition to satisfying Medsafe; and
to be satisfied by the criteria set out in section 51(1),— L“dr‘" Leader,
icines

pharmacy (a) the applicant is a person who is qualificd under any of sections 55D, C:ntro?e
operators 55E, or 55G, to be granted a licence to operate a pharmacy; and

(b) the applicant is a person who is able to satisfy the condition set out in

section 55C.

(2) !f the Director-General has reasonable grounds to bolieve that the holder of a

licence to operate a pharmacy has ceased to be a person who satisfies each of

the criteria set out in subsection (1), the Director-General may suspend the

licence for a rea

(3) !f, after giving the holder of a licence to operate a pharmacy whose licence is

suspended under subsection (2) a reasonable opportunity to be heard and after

considering any evidence adduced or submissions made by the licensee, the

Director-General is

(4) 'f, after giving the holder of a licence to operate a pharmacy whose licence is

suspended under subsection (2) a reasonable opportunity to be heard and after

considering any evidence adduced or submissions made by the licensee, the

Director-General is
558 (1) The Director-General, may for one or more of the purposes set out in Group Manager, |G and L
D-G may require subsection (2), require an applicant for a licence to operate a pharmacy to Medsafe; and
further information supply information additional to that contained in the application Teur'n‘Lc:lder,

(2)The purposes referrad to in subsection (1) are— Medicines

(a)the determination of the nature of the interest held by any person in the Control

pharmacy:

(b)the assessment required by section 51(1)(b) (which requires an applicant who

is an individual to be a it and proper person and an applicant who is a body

corporate to be of good repute).

(c)the assessment required by section 55A(1).

(3) The Directer-General may permit the applicant to submit the further|

information outside the period of 30 days of the date of the request which is

ordinarily required.
66 (1) Without limiting section 63 of this Act, where the Director-General Of.icers under Jy L, Ja, Jb, La, Y
D-G may require reasonably suspects that any person is in possession— the Medicines Act
information (a) Of any medicine or medical device for the purpose of sale; or

(b) Of any substance or article for the purpose of the manufacture, packing,

sale, or supply of any medicine or medical device; or

(c) Of any advertising material or labelling material for use as an advertisement

or label

in breach of this Act or of any regulations made underthis Act;-s/he may require

that porson to produce for his inspection, or to produce to any officer specially

authorised by him/her for the purpose, any books.-documents, or other records

dealing with
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(2) The Director-General may make or cause to be made copies of or extracts|
from any such books, documents, er other records.

-
Officers under
the Medicines Act|

74(2) The Director-General may issue a certificate relating to the contents of any
D-G may issue registerunder the s55 of the Act or slating that on a date specified in the
certificate certificate the name of any person did not appear in the said register as a
licensee, or any parliculars specificd in the certificate did not appear in the said
register, and this may be used as sufficient evidence in proceedings.
31(7) The Director-General must receive notification by the Registrarof a court Hforlicences to

D-G to bo notified
of cancellation etc

of the particulars of the cancellation of any licence, or the disqualification
or endorsement of a licence under s83(1)(b) or (c)

manufacture and pack

1es.

G and L for pharmacy licences
or sale of medicines licences.

83(7)
Particulars of
convictions

The particulars of any cancellation, disqualificatien, or endorsement under
this section, and the particulars of the conviction relating to any of these,
Imust be notified in writing to the Director-General by the Registrar of Ihe Court.

Group Manager,
M. dsafe

H for licences to
manufacture and pack
medicines.

G and L for pharmacy licences
or sale of medicines licences,
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Power to obtain
information for the
purposes of
regulations

the giving of any notice under section 106 of this Act, the Director-General

'may from time to time, by notice n writing to any manufacturer or importer

in New Zealand of medicines of any clescription, or medical devices

of any kind, require the manufacturer or importer to state correctly in

writing to the Director-General the nature of the ingredients or components of
such medicines or devices, and the proportions or manner in which those
ingredients or components are contained in them.

* In this section the term “manufacturer”, in relation to.a medicine, includes a
person who, as owner, packs or causes to be packed medicines of that

description for sale or supply,

Medsafe

m) (2) Where a court has ordered withdrawal of goods from circulation after Group Manager, |H
D-G must public conviction of a person under s61, the Director-General must cause Medsafe
withdrawal order particulars of the order and of the offence in relatian to which the order was|
made to be published in the Gazette.
(5) Where any person referred to in subsection (1) of this section is convicted of|
an offence against any of sections 57 (Restrictions on Advertising), 58 (Further
restrictions on adverlising), and 61 (Misleading Branding) of this Act, the|
Director-General may cause particulars of the offence and a description of the|
substances or articles in relation to which the offence was committed to be
published in the Gazette . .
91(3) (3) Where the High Court or the Courl of Appeal modifies a decision of the
D-G must Medicines Review Committee, or substitutes a new decision, the Minister,
implement appeal or the Dircctor-General, or the licensing authonty, as the case may require,
decision shall take all necessary measures to implement the decision of the Court.
96G(2) The Director-General must approve the form to be used to obtain the Minister’s H
Forms for authorisation for a biotechnical procedure under s96C or 96D.
biotechnical
procedures
fos (1) The Director-General may, for the purpose of protecting the public,
Statement by D-G publish statements relating to medicines of any description or medical devices of|
any kind or to any matter contained or implied in adverlisements, ecither
generally or in any particular advertisement, or any class or classes of
advertisements, relating to medicines of any description or medical devices of
any kind,
(2) Every statement published under this section is protected by qualified
privilege
99 (1) The Director-General must from time to time, in such manner as s/he Group Manage ,|H
D-G must publish thinks fit, publish a list or lists of general sale medicines Medsafe
lists of general lawfully sold in New Zealand, other than prescription medicines, restricted
sales medicines medicines, and pharmacy-only medicines.
107 (2) For the purpose of enabling the making of regulations under this Act, or Group Manager, |H

Medicines Act 1981
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DELEGATION OF POWERS BY THE
MINISTER OF HEALTH
under section 28 of the State Sector Act 1988

The powers and functions of the Minister of Health under the statutes and regulations
administered by the Ministry of Health are set out in Appendix 1 of this document.

The column of the table in Appendix 1 headed “Persons Exercising EXxisting
Delegation” lists those powers and functions delegated by the Minister of Health
immediately prior to this delegation instrument coming into force, and the classes of
office holder who exercised those delegated powers.

The column of the table in Appendix 1 headed “Delegation Confirmed or Created”
lists the delegations of the Minister's powers and functions either confirmed or

created by this delegation instrument, and the classes of office holder to whom those
powers are now delegated.

The classes of office holders to whom the Minister's functions and powers are
delegated by this delegation instrument are authorised to exercise the powers and
functions from the date of the signing of this delegation.

For the avoidance of doubt, the delegation of a power fo. a class of office holder shall
include delegation of that power to a person validly acting in that class.

All previous delegations of the Minister of Health relating to the powers and functions
set out in Appendix 1 are hereby revoked.

The powers hereby delegated by me remain subject to my general control.

These delegations are made on // .{87)/0\/\b</ 2013 under section 28 of the
State Sector Act 1988.

P eyl
Hon Tony Ryall
Minister of Health . _—




Appendix 1

Tables of the Minister of Health's Powers and functions
under statutes and regulations administered by the Ministry of Health
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Classes of Office Holders in the Ministry of Health

DG:
Class A:
Class B:
Class C:
Class D:
Class E:
ClassF:
Class G:
Class H:
Class I
Class la:
Class |b:
Class J:
Class Ja:
Class Jb:
Class K:
Class L:
Class La:
Class M:

Class Ma:

Class N:
Class O:
Class P:
Class Q:

Class Qa:

Class Qb:
Class Qc:

Class Qd

Class R:

Class Ra:

Class Rb:

Class S:
Class Sa:

Class T:
Class U:
Class)V:
Class W:
Class X:
Class Y:
Class Z:

Director-General of Health

Any Deputy Director General/National Director, National Health Board
Director of Public Health

Director of Mental Health

Medical Officers of Health employed in the Ministry of Health
Manager, Environmental and Border Health

National Manager, Risk and Assurance

Manager, Provider Regulation

Group Manager, MEDSAFE

Manager, Product Regulation, MEDSAFE

Team Leaders, Product Regulation, MEDSAFE

Advisors, Product Regulation, MEDSAFE

Manager, Compliance Management, MEDSAFE

Team Leaders, Compliance Management, MEDSAFE
Advisors, Compliance Management, MEDSAFE

Principal Clinical Advisor, MEDSAFE

Team Leader, Medicines Control

Advisors, Medicines Control

Team Leader, HealthCERT

Senior Advisors, HealthCERT

Team Leader, Office of Radiation Safety

Regulatory Administrators of the Office of Radiation Safety
Deputy-Director General, Sector Capability and Implementation
National Director, National Health Board

Director; Performance, Accountability,” Monitoring and Funding; National
Health Board

Principal Advisor, Business Services, National Health Board
Group Manager, National Collections and Reporting, National Health Board

Team Leader, Classificalions and Terminology, NZ Cancer Registry, National
Health Board

Chief Medical Officer, €linical Leadership Protection and Regulation

Establishment, Manager, New Regulators, Clinical Leadership Protection and
Regulation

General Manager, Cancer Control New Zealand, Clinical Leadership
Protection and Regulation

Director, National Services Purchasing

Director, Intellectual Disability Compulsory Care and Rehabilitation, Disability
Services

Director, Information Group

Deputy Director-General, Policy

Deputy Director-General, Maori Health

Deputy Director-General, Corporate Services

Chief Nurse

Officers appointed under section 15 Medicines Act 1981
Manager, Clinical Risk Management, MEDSAFE



2(1} Definitions [The Minister has the power to approve laboratories for the purposes of the Medicines Act, by notice in_the§ DG; Chief Medical DG, R, H
of “analyst” JGazette, subject to such terms and conditions as the Minister thinks fit, and may approve analysts to be in Officer, Clinical
“approved Jcharge of those laboratories. Leadership Protection
laboratory, and and Regulation; Group
2(2) Manager, Medsafe
8 The Minister may from time to time appoint such advisory or technical committees as s/he thinks fit to advise
him/her for any of the purposes of this Act, and may from time to time determine the functions of any such
committee.
9(1)(3) IThe Minister must (under s8) appoint an advisory committee known as.the Medicines Classification
Committee (MCC), to make recommendations to the Minister in respect of the classification of any medicines
as prescription medicines or restricted medicines or pharmacy-only medicines under this Act.
The MCC must consist of—
(a) Two persons, to be nominated by the New Zealand Medical Association:
(b) Two persons, to be nominated by the Pharmaceutical Society of New Zealand:
(c) Two persons, being officers of the Ministry of Health: one of whom shall be appointed as chairman.
9(2) The Minister can refer matters relating to any of the other purposes of the Medicines Act, to the MCC, and
receive advice from the MCC on such matters.
9(5) [The Minister has the power to remove any‘member of the MCC on grounds of disability, neglect of duty or
misconduct proved to the satisfaction of the Minister.
9(5) [The Minister can accept a written resignation from any member of the Medicines Classification Committee.
10(1)(2) & (3) [The Minister must establish a Medicines Review Committee (MRC) and must appoint to the MRC 6 members
of whom 1 shall be appointed by the Minister as chairman, and must include at least—
(a) One person with wide experience in the practice of medicine:
(b) One person with.w de:experience in the practice of pharmacy:
(c) One person with' wide experience in the pharmaceutical manufacturing industry:
(d) One person with wide experience in a form of chemistry other than pharmaceutical chemistry.
The Minister must also appoint 1 person with wide experience in the practice of natural therapy to act as a
member of the MRC whenever any matter relating to the practice of natural therapy is before the MRC

tThe

e Minister/may. appoint deputies for MRC members on grounds of incapacity by illness, absence or other
sufficient ‘cause. Deputies may only be appointed if they meet the eligibility criteria for members in s10(1)

Document 2
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13(1)(a) & (5)

The Minister must receive reports by Medicines Review Committee into objections to recommendations
made under section 22(2).

[he Minister may make decisions on matter to which the objection relates, following a recommendation by
the MRC.

14

The Minister must provide every committee appointed under section 8 of this Act, and the MRC, with.such
staff, accommodation, services, and other facilities as appear to him to be necessary or expedient.for.the
proper performance of its functions by that

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

16(1)

IThe Minister may give directions to the Director-General, Medical Officer of Health and other officers in the
exercise of their powers and functions under the Medicines Act.

20(2)

The Minister may give consent or provisional consent to selling, distribution or advertising of “new medicines”.
Consent may be subject to conditions, and must be notified by the Minister.in the Gazette .

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG, R and H

20(6A)

The Minister must, after having given consent, or provisional .consent to the distribution of a new medicine,
give written notification of that consent to the Environmental Risk Management Authority (ERMA) established
under the Hazardous Substances and New Organisms Act 1996 (HSNO Act).

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG, Rand H

22(1)

After receiving an application for his or her'consent to the distribution of a new medicine, the Minister must
consider the particulars and information relating to the medicine submitted under section 21, and such other
matters as appear to be relevant-and (as far as practicable) eigh the likely therapeutic value of the medicient
against the risk of potential injury te any person.

DG,R,H,!

22(2)

The Minister may refer an-application for consent to an appropriate committee for advice and
recommendations._in'the event that the Minister, having complied with section 22(1), is not satisfied that s/he
should grant consent. '

22(3)

If the committee’s recommendation is to refuse consent, the Minister must notify applicant of the
recommendation and any reasons for it.

Medicine Act 1981

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG, R and H




On receipt of an objection from th;applicant under subsection (4) of this section, the Minister must, before

making his decision, refer the matter to the MRC, which must report on it to the Minister with a
recommendation as to the decision that the Minister should make.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

s —————
DG, Rand H

Document 2

23(1)

The Minister may, by notice in the Gazette and subject to conditions, give provisional consent to the sale or
supply of a new medicine where s/he considers that it is desirable that the medicine be sold, supplied, or
used on a restricted basis for the treatment of a limited number of patients.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG, R and H
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23(3)

On giving his/her provisional consent under this section, the Minister may impose—

(a) Such conditions relating to the persons to whom the medicine may be sold or supplied; or
(b) Such conditions relating to the area in which the medicine may be distributed; or

(c) Such other conditions, not being inconsistent with the purposes of this section,—

as s/he thinks fit.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG,RandH

23(d)

Subject to subsections (4A) and (5), every provisional consent given under this section has effect for 2 years
or such shorter period as the Minister may determine.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG,Rand H

23(4A)

rl'he Minister may, by notice in the Gazette, from time to time renew any provisional consent given under this
section for a period not exceeding 2 years on any one occasion.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG,Rand H

23B

Where the Minister receives, or received not more than 5 years before the commencement date, an
finnovative medicine application and confidential supporting information, the Minister must take reasonable
steps to ensure the confidential supporting information for the innovative medicient applications is kept
confidential, and may not use that confidential information for the purposes of any other application.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG, Rand H

23C

[The Minister may disclose confidential supporting information in any of the circumstances set out in s23C.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG,RandH

24(5)

The Minister must.consider distribution of a changed medicine where referral of a changed medlcme
application has been made by the Director General.

Medicine Act 1981

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe;
Manager Product
Regulation, Medsafe

DG, R, H, |
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24A and 24B }The Minister may consent to the Director General approving the release of a qualifying new medicine under
section 381 of the Hazardous Substances and New Organisms Act 1996 (HSNO). If Director General declines
approval, Minister must not consent under section 20 or give provisional consent under section 23 for that
medicine unless he receives written advice from ERMA that the medicine has been approved-for release
under HSNO.




24D and 24F

medicine that is or contains a hazardous substance or new organism, for use in a special emergency, by
notification in the Gazette , provided that the Minister is satisfied that -

(a) the special emergency has been declared and has not come to an end; and

(b) the medicine is required for the special emergency; and

(c) the application complies with s24D(3).

The Minister may specify a date of expiry for the approval.

29(3)

The Minister may prohibit a person selling or supplying new medicine to medical practitioners before the
Minister's consent to distribution formally notified, in circumstances where that:-person has failed to comply
with the requirement in s29(2) to notify such sales or supplies to the Director-General at the end of each
month of sale/supply.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG,Rand H

35(1)

The Minister may at any time by notice in the Gazette, revoke, or suspend for such a period as s/he may
determine, any consent given under section 20 (New medicines) or 23 (Provisional consent) if s/he is of the
opinion that —

(a) The medicine cannot now be regarded as a.medicine that can be administered or used safely for
Ipurposes indicated in application for consent, or in:a:section 24 (Distribution of changed medicines restricted)
notice; or

(b) specifications and standards with respect;to the manufacture of that medicine that were included in the
terms of a consent cannot now be regarded satisfactory; or

(c) the efficacy of the medicine cannot now be regarded as satisfactory.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG,Rand H

36(3)

The Minister may, by notice in writing.to the importer or manufacturer in any case where the Director-General
or Minister considers an established medicine may be unsafe or ineffective for the therapeutic purpose for
which it is sold, prohibit the importer or manufacturer of that medicine from selling or supplying it (either
indefinitely or for a specified-period); or impose conditions (to be specified in the notice) on the sale or supply
of that medicine by the importer or manufacturer.

DG, Rand H

36(4)

The Minister may at any time (by a like notice) revoke any notice given under section 36(3) or vary, revoke,.or
add to any conditions imposed in any such notice.

DG,RandH
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37(1)

The Minister may from time to time by notice in the Gazette prohibit the import, manufacture, packing' sale,
possession, supply, administration, or other use of medicines of any specified description or medical devices
of any specified kind, whether absolutely or subject to conditions as s/he thinks fit, for any specified period
(not exceeding a year). The Minister may not exercise this power more than once in respect of those
imedicines or medical devices so specified.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG, Rand H

37(2)

On the written request of any person, the Minister must state reasons for issuing notice under section 37(1).

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group

Manager, Medsafe

DG, R and H

48(1) and (2)

The Minister may at any time by notice in the Gazette -

(a) prohibit any specified practitioner, veterinarian, registered midwife, or designated prescriber from
prescribing prescription medicines or any class or description of medicines
(b)  prohibit (either generally or in relation to any particular class or description of medicines) any specified
person from exercising all or any of the rights conferred by the Medicines Act, whether those righs are so
conferred on persons generally or on a particular.class to which that person belongs.

iNote that under 48(2), the Minister not use any power conferred on him/her by section 48(1) in relation to the
following persons:

(a) a medical practitioner (except on the recommendation of the Medical Council)

(b) a dentist (except on the.recommendation of the Dental Council)

(c) a pharmacist (except-on.the recommendation of the council of the Pharmaceutical Society)

(d) One person with wide-experience in a form of chemistry other than pharmaceutical chemistry.

(e) a veterinarian (except on the recommendation of the Veterinary Council of New Zealand)

(f) a designated.prescriber (to whom (c) and (d) do not apply) except of the recommendation of the Council or
|Board, sp-cified in regulations made under the Medicines Act, which has jurisdiction in respect of the class of
registered health professional to which the designated prescriber belongs.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation;
Manager, Provider
Regulation

DG, R

43(3)

Minister from time to time by notice in the Gazette, revoke any notice given under section 48(1)

DG; Chief Medical
Officer, Clinical

Leadership Protection
and Regulation;

Manager, Provider

Regulatio

DG, R
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49(5)

refusal of the Medical Offcer of Health to revoke, vary, or modify any prohibition, condition, or exception
contained in any such notice, may appeal in writing to the Minsiter. The Minister's decision will be final.

a person aggrieved by the issue of a notice section 49 (Restrictions on supply to particular persons) or by the]. DG; Chief Medical

Officer, Clinical
Leadership Protection
and Regulation; Group

Manager, Medsafe

DG, Rand G

61(1) (c)

Without limiting section 105 (Regulations) of the Medicines Act but subject to subsection 62(2);the Governor-
General may, by Order in Council, make regulations to enable the Minister to require, after consultation with
organisations that appear to Minister to represent any classes of persons whose interests might be affected
by the requirement, the insertion of particular words specified by Minister in, or omission of particular words
or other matter so specified from, any medical advertisement or class of medical advertisement; and to give}
directions for the location, size, and appearance of the insertion and with respect to other incidental matters,
and providing a right of appeal in respect of any such requirement or direction.

62(2)

Any regulations made by Governor-General under section 66(1)(a) (Requiring and egulating the insertion in
any medical advertisement) shall be made only on the recommendation of the Minsiter after consultation with
such organisations or bodies the Minister considers likely to‘'be.substantially affected by the regulations.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG, RandH

85(2)

Everything forfeited to the Crown by the Court .under section 85(1), for conviction of an offence against the
Medicines Act or any egulations made unde' the Medicines Act, shall be disposed of as Minister directs.

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG, Rand H

91(3)

If High Court or Court of Appeal modifies a decision of Medicines Review Committee, or substitutes a new
decisions, the Minister,.if the case requires him/her to take staps, will take all necessary steps to implement
the Court's decision.,

DG; Chief Medical
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

DG,Rand H

96C

The Minister may, by notice in writing, authorise a person or a body of persons to conduct a particular
specified biotechnical procedure, with or without conditions, if s/he is safisfied that the conduct of the}
procedure meets criteria specified in section 96E(1). A notice can be varied or revoked by the Minister, or|
made subject to new conditons. As soon as practicable after a notice issued, varied or revokved, Minister,
must publish the notice in the Gazette and present to the house.

96E

The Minister may only grant authorisation for an application sought under section 96G, if specified
biotechnical procedure meets the following criteria:

(a) the conduct of the procedure or class of procedure does not pose an unacceptable risk to the health or
o Nadirina At 1981

—
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Persons Delegation(s)
Exercising and Sub-

Existing Delegation(s)

Section Summary of function/responsibility/power Delegation Confirmed or
Created

MEDICINES ACT 1981

(b) any risks posed by the conduct of the procedure or class of procedure will be appropriately managed;

(c) any ethical issues have been adequately addressed,;
(d) any cultural issues have been adequately address;

(e) any spiritual issues have been adequately addressed.
If the Minister is not satisfied that the conduct of the procedure or class of procedure to which the application
relates meets any 1 or more of the criteria specified in subsection (1), the Minister -

(a) may direct that advice on the question whether or not the conduct of the procedure or class of procedure
meets that criterion (or, as the case may be, those criteria) be obtained from persons who, in the Minister's
opinion, are appropriately qualified, or have the appropriate expertise, to advise on the question; and

(b) after obtaining that advice, may resume his or her consideration of the application on the basis of that
advice.

96F(1) For the purpose of obtaining advice of the kind referred to in section 96E(3)(a) in relation to an application,
the Minister may do any 1 or more of the following:

(a) establish a committee to advise on the criteria in question;

(b) request a body or a committee or an association of persons_formed or recognised by or under an
enactment to advise on the criteria in question;

(c) request the person who made the application under section 96G (in this section referred to as the
applicant) to obtain advice on the criteria in question from a committee consisting of persons nominated by
the Minister.

96F(4) The Minister may agree with an applicant whose application relates to the work of a committee, body, or
association established or requested under (a)-or (b) above, that the applicant will pay, or contribute towards
the payment of, any costs incurred or to (be;incurred by the committee or body or association in the
examination of aspects of the applicant's application that, in the Minister's opinion, could have significant
commercial benefits (whether or not that examination also benefits the public).

96F(5) The Minister may agree with an. applicant whose application relates to the work of a committee of persons
nominated by the Minister under (c) above that the Minister will pay, or contribute towards the payment of,
any costs incurred or to be incurred by the committee in the examination of aspects of the applicant's
application that, in the Min'ster's opinion, are likely to benefit the public (whether or not that examination also
has commercial benefits

96F(6) If the Minister is attempting to reach an agreement with the applicant, the Minister may direct the committee,
body, or association concerned not to consider any matters relating to the applicant's application until}
agreement under subsection (4) has been reached; and the committee or body or association must give
effect to that direction.

96G The Minister may receive applications to grant authorisation for biotechnical procedures under section 96C,
or to recommend authorisation under section 96D(1). The Minister may defer consideration of the application
if he has requested the applicant to obtain advice under section 96F(1)(c), until the applicant has received }

that advice.
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96J The Minister may recommend that the Governor General specify a date later than 31 December 2008 for the
expiry of Part 7A of the Medicines Act (Restrictions on specified biotechnical procedures).
105(1) The Governor-General may, by Order in Council made on the advice of Minister tendered after consultation
with such organisations or bodies as appear to Minister to be representative of persons likely to be
substantially affected by the regulations, make regulations for all or any of the purposes listed. in section
105(1).
105A For the purpose of regulations under this section the Minister may from time to time by notice in the DG, R
Gazette specify qualifications that must be obtained by a practitioner, midwife or veterinarian, or any training
that must be undertaken by such groups.
1058 Similar provision to s105A in relation to designated prescribers. DG, R
105C (1) The Governor-General may, by Order in Council made on the recommendation of the Minister, -
(a) exempt any person or class of person from any of the requirements of section 55D(2)(a) or section
55E(1)(a) (relating to pharmacy ownership and operation);
(b) modify the application of theprovisions of section 55D(2)(a).or.section 55E(1)(a) in respect of any person
or class of person.
(2) The Minister must not recommend the making of any Order in Council under subsection (1) unless in the
opinion of the Minister -
(a) health services or access to those services willbe improved by the making of that Order in Council; and
(b) the making of that Order in Council is necessto meet the needs of the community in the particular location
of the pharmacy or proposed pharmacy:
(3) The Minister's reasons for making-the-recommendation must be included in, or appended to, the Order in
Council.
106(1) The minister may by notice in the Gazette declare any medicine to be a prescription medicine or a restrictedf DG; Chief Medical DG,Rand H
or pharmacy-only medicine Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe
106(3) IThe Minsiter may revoke a notice issued under s106(1) earlier than its expiry date (six months after isstie). DG; Chief Medical DG,Rand H
Officer, Clinical
Leadership Protection
and Regulation; Group
Manager, Medsafe

Medicine Act 1981
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DELEGATION OF POWERS BY THE
DIRECTOR-GENERAL OF HEALTH

under section 41 of the State Sector Act 1988

The powers and functions of the Minister of Health under the statutes and regulations
administered by the Ministry of Health, are delegated by the Minister of Health under section
28 of the State Sector Act 1988 by instrument dated 11 September 2013.

The column of the table in Appendix One headed “Delegations confirmed or created” lists
the powers and functions delegated by the Minister of Health. As well as powers delegated
to the Director-General of Health, it lists the persons to whom those powers shall be sub-
delegated by the Director-General of Health.

| delegate to the classes of office holders the Ministerial powers and functions-as listed in

column of the table in Appendix One of that instrument headed “Delegations confirmed or
created”.

The delegation of a power to a class of office holder shall include delegation of that power to
a person validly acting in that class.

All previous delegations of the Director-General of Health'of Ministerial powers relating to the
powers and functions set out in the Ministerial delegation dated September 2013 are hereby
revoked,

The powers hereby delegated by me remain subject to my general control.

These delegations are made on 20 September 2013 under section 41 of the State Sector
Act 1988.

,", f
f ’1‘
Kevin Woods
Birector-General of Health

Deigation of Power
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Regulatory Affairs Department Australia/New Zealand
Pfizer Australia

Level 15-18, 151 Clarence Street

Sydney NSW 2000

Australia

21 October 2020

The Manager

MEDSAFE

Ministry of Health

133 Molesworth Street
Thorndon Wellington 6011
NEW ZEALAND

Dear Sir/Madam,

Re: New Medicine Application
COVID-19 Vaccine (BNT162b2.[mRNA]) concentrated suspension for
injection, 30 pg/0.3 mL, 0.45-mL multi-dose vial

This application seeks provisional registration of a new biological entity, BNT162b2 [MRNA],
hereafter referred to as BNT162b2, under section 23 of the Medicines Act, for an RNA-based
vaccine to prevent Coronavirus Disease 2019 (COVID-19) caused by the SARS-CoV-2 virus.

Pfizer and BioNTech have partnered to develop a nucleoside-modified messenger RNA encoding
the SARS-CoV-2 S-glycoprotein intended to provide immunisation against COVID-19 caused by
the virus, SARS-CoV-2. The vaccine is formulated as a preservative-free concentrated suspension
formulation. Given that the available options for approved dosage terminology (injection,
concentrate and injection, suspension) inadequately describe the proposed vaccine, Pfizer seeks to
use ‘concentrated suspension for injection’ as the dosage form description. The vaccine will be
supplied in multi-dose glass vials containing 0.45 mL vaccine concentrate, which requires dilution
with 1.8 mL 0.9% saline. The diluted suspension is sufficient to administer five 0.3 mL injections.
Vaccination requires two intra-muscular injections given 21 days apart.

Proposed Indication
Active immunisation against COVID-19 disease caused by SARS-CoV-2 virus in individuals aged
16 years and over.

Disease Background

Since late 2019, COVID-19 has reached pandemic levels, with over 38 million cases and over
1 million deaths as of 15 October 2020, according to the World Health Organization
(https://covid19.who.int/). Case numbers and mortality are continuing to rise globally. There are
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Pharmacology Background

The Pfizer and BioNTech COVID-19 Vaccine is based on SARS-CoV-2 spike (S) glycoprotein
antigens encoded in RNA and formulated in lipid nanoparticles (LNPs), referred to as COVID-19
Vaccine (BioNTech code number BNT162b2, Pfizer code number PF-073020438).

The RNA-based vaccine encodes a viral antigen which is expressed by the vaccine recipient and
can elicit protective immune responses. Unlike live attenuated vaccines, RNA vaccines do not
carry risks associated with infection. RNA-based vaccines are manufactured by a cell-free in vitro
transcription process, which allows easy and rapid production and the prospect of producing high
numbers of vaccine doses within a shorter time period than could be traditionally achieved with
conventional vaccine approaches.

Several variants of the BNT162 vaccine were used in the non-clinical and Phase 1 clinical studies
before the decision was made to progress with the variant designated as BNT162b2. The variants,
which are characterised in these studies, are summarised below:

BNT162 RNA platform Encoded-antigen

vaccine candidate

BNT162al Non-modified Uridine SARS-CoV-2 receptor binding domain, a secreted variant
mRNA

BNT162bl Nucleoside Modified SARS-CoV-2 re eptor binding domain, a secreted variant
mRNA

BNT162b2 Nucleoside Modified Full length SARS-CoV-2 spike protein bearing mutations
mRNA preserving neutralisation-sensitive sites

BNT162b3 Nucleoside Modified SARS-CoV-2 receptor binding domain, a membrane-bound
mRNA variant

BNT162cl Self-Amplifying mRNA | SARS-CoV-2 receptor binding domain, a secreted variant

BNT162c2 Self-Amplifying mRNA | Full length SARS-CoV-2 S protein bearing mutations

preserving neutralisation-sensitive sites

After reviewing the Phase 1 safety and immunogenicity data, the active ingredient selected to
progress through to the Phase 2/3 of the pivotal clinical study (C4597001) was BNT162b2
[MRNA], which utilises a nucleoside-modified mRNA (modRNA) platform. The vaccine was
shown to express a prefusion stabilised full-length variant of the SARS-CoV-2 S-glycoprotein.

BNT162b2-vaccinated human participants displayed a favourable breadth of epitopes recognised
m T cell responses specific to the SARS-CoV-2 spike antigen. In addition, BNT162b2
demonstrated concurrent induction of high magnitude CD4+ and CD8+ T cell responses against
the receptor binding domain (RBD) and against the remainder of the spike glycoprotein.

Non-clinical Data

This initial submission includes a full non-clinical data package, as discussed at the pre-submission
meeting with Medsafe.

To enable the rapid development of prophylactic vaccines during public health emergencies, as is
the case for the current SARS-CoV-2 outbreak, the WHO has published recommendations on the
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content of a non-clinical safety package to support initiation of clinical testing. This guideline is
considered applicable for this BNT162b2 vaccine, due to the pandemic situation.

The primary pharmacology of several BNT162 vaccine candidates was evaluated in a range of
non-clinical pharmacology studies in vitro and in vivo. They were all found to be immunogenic
in non-clinical models including mice, rats, and non-human primates (NHPs), resulting in inducing
robust immune responses. The toxicology of BNT162 vaccine candidates was studied in a GLP-
compliant, repeat-dose study.

None of the components of the BNT162 vaccines (lipids and RNA) are suspected.-to have
genotoxic potential. In addition, no impurity or component of the delivery system warrants
genotoxicity testing. Therefore, in accordance with the WHO guideline, no genotoxicity studies
were performed.

RNA itself, and the lipids used in the BNT162 vaccines, have no carcinogenic or tumorigenic
potential. Furthermore, according to ICH S1A, no carcinogenicity studies are required for
therapeutics that are not continuously administered. Therefore, no carcinogenicity studies were
performed.

Macroscopic and microscopic evaluation of male and female reproductive tissues were included
in the GLP repeat-dose toxicity study testing of BNT162b2 in rat. No changes in these tissues
were reported. Specific fertility and embryofetal development studies are ongoing.

No dedicated immunotoxicity study was conducted, however immunotoxicity of BNT162b2 was
assessed in repeated-dose toxicity study in rats. "No vaccine-related systemic intolerance or
mortality was observed in these studies.

Clinical Data

Phase 1 Studies

First-in-human dose-ranging studies were conducted in a Phase 1/2 study (BNT162-01) in
Germany in which all 15 participants were 18-85 years of age and received active vaccine. The
study purpose was to gather safety and immunogenicity data for the different dose levels used.
The study found the 30 pg dose to be the optimal dose to progress into phase 2/3 of the pivotal
study.

Phase 1 data from the German study BNT162-01 (1, 3, 10, 20, 30 ug) and also Study C4591001
(20, 20, 30 pg) showed that across all populations, BNT162b2 administration was well tolerated
with mild to moderate fever in fewer than 20% of the participants.

Pivotal-Studies

The Phase 2/3 part of study C4591001 involved randomisation of participants in a 1:1 ratio with
placebo. It commenced on 27 July 2020 and is designed to evaluate the safety, efficacy and
immunogenicity of BNT162b2 in over 30,000 participants aged >18 years of age. To date, more
than 35,000 participants have been en rolled, including from areas with significant SARS-CoV-2
transmission. In the USA, the sponsor is currently in discussion with the FDA to reduce the
minimum age for participants to be eligible for C4591001 Phase 3 from 18 years to 12 years.

Pfizer will submit an initial dossier based on interim analysis of Study C4591001, in which efficacy
is demonstrated, and will submit the final analysis of efficacy, in addition to safety data, when
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available, as agreed with Medsafe. Study C4591001 includes four planned interim analyses (to be
conducted at accrual of 32, 62, 92, and 120 confirmed COVID-19 cases) and targets 164 cases in
total at the final analysis. Based on anticipated enrolment rates and disease incidence of 0.9% per
month in the placebo group, demonstration of the primary and key secondary study endpoints for
safety and efficacy is anticipated by early November 2020.

Quality Data

No Module 3 (Quality) data are included with this initial filing, however as agreed, data will be
submitted once available, as part of this provisional consent application.

International Regulatory Status

Applications for this vaccine are currently under review in Europe, Canada and Switzerland, and
1s currently pending submission in Australia. The US filing 1s planned for January 2021.

CTD Dossier and Content

In support of this application, a dossier is provided in eCTD format via Medsafe’s electronic file
transfer (EFT) system. Payment of the evaluation fee for this application will be made via
electronic funds transfer upon receipt of the invoice from Medsafe.

Pfizer looks forward to Medsafe’s earliest review of the enclosed application. Should you require
clarification or have any questions regarding the ‘above information, please do not hesitate to
contact the undersigned.

Yours faithfully,
s 9(2)(a)

Senior Regulatory Affairs Associate
OO

Email: SRAZICY

RegulatoryAffairs. ANZ(@Pfizer.com
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Terms of Reference
Medsafe COVID-19 Vaccine Advisory Group

1. Introduction

1.1 These Terms of Reference establish the Medsafe COVID-19 Vaccine Advisory Group
(the Group) and set out the:

e role and functions of the Group

e composition of the Group

¢ term and workplan requirements

e reporting requirements

e terms and conditions of appointment

e duties and responsibilities of Group members.

2. Functions of the Group

2.1 The purpose and function of the Medsafe COVID-19.Vaccine Advisory Group is to
provide expert advice in-confidence to Medsafe. The Group does not have powers of
veto, direction, or instruction actual or implied.

2.2 The Group is to be a pool of experts convened to provide advice on specific questions
raised by Medsafe. These questions will-be identified during the Medsafe evaluation
of applications by sponsors for approval to market Covid-19 vaccines. The
information will assist Medsafe in-determining if such applications can be granted
consent under the Medicines Act.1981.

3. Composition of the Group

3.1 The membership of the Group will consist of a pool of experts in aspects of vaccine
manufacture, quality, safety and efficacy. There will be a Chair to allocate the
questions to the experts and sign the resulting reports.

3.2 The term of the membership of the Group will be determined by Medsafe.

3.3 In making themselves available for appointment, members should ensure that:
¢ . there is no conflict of interest which would preclude their appointment; and
e they are available to serve for the full term of their appointment.

4. Workplan Development

4.1 The Group will not be asked to develop a workplan. Questions to the Group will be
commissioned by Medsafe.

Terms of Reference of the Medsafe COVID-19 Vaccine October 2020
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Reporting Requirements

When ad hoc meetings of the Group are held, summaries will be produced by the
secretary but not published. Summaries are subject to the Official Information Act
1982 (OIA) but any confidential information will be withheld.

The commissioning templates will include a section for reports detailing the expert
advice provided in response to the question(s) and are to be written. These
completed templates will be provided to Medsafe following consideration by the
member(s) of the Group. These reports will be stored alongside the Medsafe
assessment reports but will not be provided with the assessment reports to sponsors.
Templates with the responses are subject to the OIA as per above

Information on the number of questions and time taken to reply will be reported to the
Group Manager, Medsafe on a monthly basis.

A report to the Health System Improvement and Innovation Deputy Director-General
and the appropriate COVID vaccine governance group will be provided at the Group’s
end date.

Establishment, Review Process and End Date

The Group will be established by the Group Manager, Medsafe for the purposes of
providing technical advice on the evaluation of COVID-19 vaccines for approval.

The Group’s Terms of Reference will be reviewed at 12 monthly intervals alongside
the Ministry’s annual stocktake of Ministerial and Ministry Groups.

Meetings

It is intended that the Group-will'do most of its work virtually via email and
teleconferencing. It is not intended that all Group members be present at meetings to
provide advice. If necessary, meetings will be held on an ad hoc basis. Meetings may
be held face-to-face if hecessary and appropriate.

A Commissioning template will be used for the questions from Medsafe to the Group.
This template will include a summary of information relevant to the questions. Any
relevant data from the new medicine application will be provided as attachments to
the template. The information will be transmitted and accessed via a secure electronic
file transfer system (EFT).

Commissioning templates will be sent to the Chair for allocation to individual
members with expertise most relevant to the question(s) posed. Allocation will be via
the EFT. The member(s) will write a report detailing their advice, which will go through
peer review and Chair sign-off before being returned to Medsafe via the EFT.

Completed reports must be returned to Medsafe within the requested number of
working days of the Group receiving the request for advice. The reference timeframe
is 10 working days from receipt unless determined by the Chair and/or Medsafe that
this is not feasible.

Terms of Reference of the Medsafe COVID-19 Vaccine October 2020
Advisory Group
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The Secretariat supporting the Group will maintain an interests register, listing
members’ interests relevant to the Group’s business.

Duties and Responsibilities of a Member

Members have a commitment to work for the public of New Zealand. Members are
accountable to the Ministry of Health.

Group members attend meetings and undertake Group activities as independent
persons responsible to the Group as a whole and are not representatives of
professional organisations or communities. This issue is particularly important when
Group members may, at times, be required to be party to decisions which conflict with
the views of other organisations with which they are involved.

There is an expectation that members will attend all meetings and devote sufficient
time to become familiar with the affairs of the Group and the wider environment within
which it operates.

Members of the group are asked to:

e Provide an honest expert opinion on questions raised by Medsafe
e Provide advice on resolving any identified issues

¢ |dentify any potential conflicts of interest

¢ Maintain confidentiality of the data provided

e Adhere to the timelines stated in the Commissioning template in order to facilitate
the timely review of COVID-19 vaccine new medicine applications by Medsafe.

Removal from Group

The Ministry may, at any time and entirely at the Ministry’s discretion, remove any
member from the Group.

The Ministry may;'at any time, exclude a member from discussions of the Group in
the case of a conflict of interest.

Conflicts of Interest

Members should perform their functions in good faith, honestly and impartially and
avoid situations that might compromise their integrity or otherwise lead to conflicts of
interest. Proper observation of these principles will enable public confidence in the
work of the Group to be maintained.

When members believe they have a conflict of interest on a subject which will prevent
them from reaching an impartial decision or undertaking an activity consistent with the
Group’s functions, then they must declare a conflict of interest. The conflict can be
determined by the Group, and measures can be determined by the Group in cases
where the conflict is unclear. Members with a conflict of interest must absent
themselves from the discussion and/or activity. This must be done at the earliest
possible opportunity, in the regular agenda item around conflicts of interest, and at
the point the relevant item of business comes up in the meeting.

Terms of Reference of the Medsafe COVID-19 Vaccine October 2020
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Liability

Members are not liable for any act or omission done or omitted in their capacity as a
member, if they acted in good faith, and with reasonable care, in pursuance of the
functions of the Group.

Confidentiality

Meetings, including agenda material and minutes, are confidential. Members must
ensure that the confidentiality of Group business is maintained.

Members are free to, and are expected to, express their own views within the context
of meetings, or the general business of the Group. Members must publicly.support a
course of action decided by the Group, or if unable to do that, must not publicly
comment on decisions.

At no time shall members divulge details of Group matters or decisions to people who
are not members, or Ministry employees. Disclosure of Group business to anyone
outside the Ministry must be the decision of the Ministry.

Group members must ensure that documents are kept'securely to ensure that
confidentiality is maintained. Release of correspondence or papers can only be made
with the approval of the Ministry in writing. At theend of a member's term, all Group
information must be returned to the Ministry.

Remuneration and expenses

Members of the Group are paid fees for attendance at meetings, in accordance with
the Cabinet Office Circular CO (12) 6 Fees framework for members appointed to
bodies in which the Crown has an interest (or its successor circular).

The fee for Group members is currently $395 per day and $50 per hour for any part
day (before tax) and this:is reviewed annually.

Members who are employees of the wider State sector are not entitled to be paid fees
for Group business if this is conducted during regular paid work time (ie, members
cannot be paid twice by the Crown for the same hours).

Members are entitled to be reimbursed for actual and reasonable travelling and other
expenses incurred in carrying out their duties. The expectation is that the standards of
travel, accommodation, meals and other expenses are modest and appropriate to
reflect public sector norms.

Clare Perry Approved on: 4 November 2020
Acting Deputy Director-General
Health System Improvement and Innovation

Date for next review: 29 October 2021
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Regulatory Affairs Department Australia/New Zealand
Pfizer Australia

Level 15-18, 151 Clarence Street

Sydney NSW 2000

Australia

21 October 2020

The Manager

MEDSAFE

Ministry of Health

133 Molesworth Street
Thorndon Wellington 6011
NEW ZEALAND

Dear Sir/Madam,

Re: New Medicine Application
COVID-19 Vaccine (BNT162b2 [mRNA]) concentrated suspension for
injection, 30 pg/0.3 mL, 0.45-mL multi-dose vial

This application seeks consent of a new biological entity, BNT162b2 [mRNA], hereafter referred
to as BNT162b2, for an RNA-based vaccine to prevent Coronavirus Disease 2019 (COVID-19)
caused by the SARS-CoV-2 virus.

Pfizer and BioNTech have partnered to develop a nucleoside-modified messenger RNA encoding
the SARS-CoV-2 S-glycoprotein intended to provide immunisation against COVID-19 caused by
the virus, SARS-CoV-2. The vaccine is formulated as a preservative-free concentrated suspension
formulation. Given that the available options for approved dosage terminology (injection,
concentrate and injection, suspension) inadequately describe the proposed vaccine, Pfizer seeks to
use ‘concentrated suspension for injection’ as the dosage form description. The vaccine will be
supplied in multi-dose glass vials containing 0.45 mL vaccine concentrate, which requires dilution
with 1.8 mL 0.9% saline. The diluted suspension is sufficient to administer five 0.3 mL injections.
Vaccination requires two intra-muscular injections given 21 days apart.

Proposed Indication
Active immunisation against COVID-19 disease caused by SARS-CoV-2 virus in individuals aged
16 years and over.

Disease Background

Since late 2019, COVID-19 has reached pandemic levels, with over 39 million cases and over
1.1 million deaths as of 19 October 2020, according to the World Health Organization
(https://covid19.who.int/). Case numbers and mortality are continuing to rise globally. There are
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Pharmacology Background

The Pfizer and BioNTech COVID-19 Vaccine is based on SARS-CoV-2 spike (S) glycoprotein
antigens encoded in RNA and formulated in lipid nanoparticles (LNPs), referred to as COVID-19
Vaccine (BioNTech code number BNT162b2, Pfizer code number PF-073020438).

The RNA-based vaccine encodes a viral antigen which 1s expressed by the vaccine recipient and
can elicit protective immune responses. Unlike live attenuated vaccines, RNA vaccines do not
carry risks associated with infection. RNA-based vaccines are manufactured by a cell-free in vitro
transcription process, which allows easy and rapid production and the prospect of producing high
numbers of vaccine doses within a shorter time period than could be traditionally achieved with
conventional vaccine approaches.

Several variants of the BNT162 vaccine were used in the non-clinical and Phase 1 clinical studies
before the decision was made to progress with the variant designated as BNT162b2. The variants,
which are characterised in these studies, are summarised below:

BNT162 RNA platform Encoded-antigen

vaccine candidate

BNT162al Non-modified Uridine SARS-CoV-2 receptor binding domain, a secreted variant
mRNA

BNT162bl Nucleoside Modified SARS-CoV-2 re! eptor binding domain, a secreted variant
mRNA

BNT162b2 Nucleoside Modified Full length SARS-CoV-2 spike protein bearing mutations
mRNA preserving neutralisation-sensitive sites

BNT162b3 Nucleoside Modified SARS-CoV-2 receptor binding domain, a membrane-bound
mRNA variant

BNT162cl Self-Amplifying mRNA | SARS-CoV-2 receptor binding domain, a secreted variant

BNT162c2 Self-Amplifying mRNA | Full length SARS-CoV-2 S protein bearing mutations

preserving neutralisation-sensitive sites

After reviewing the Phase 1 safety and immunogenicity data, the active ingredient selected to
progress through to the Phase 2/3 of the pivotal clinical study (C4597001) was BNT162b2
[MRNA], which utilises a nucleoside-modified mRNA (modRNA) platform. The vaccine was
shown to express a prefusion stabilised full-length variant of the SARS-CoV-2 S-glycoprotein.

BNT162b2-vaccinated human participants displayed a favourable breadth of epitopes recognised
m T cell responses specific to the SARS-CoV-2 spike antigen. In addition, BNT162b2
demonstrated concurrent induction of high magnitude CD4+ and CD8+ T cell responses against
the receptor binding domain (RBD) and against the remainder of the spike glycoprotein.

Non-clinical Data

This initial submission includes a full non-clinical data package, as discussed at the pre-submission
meeting with Medsafe.

To enable the rapid development of prophylactic vaccines during public health emergencies, as is
the case for the current SARS-CoV-2 outbreak, the WHO has published recommendations on the
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content of a non-clinical safety package to support initiation of clinical testing. This guideline is
considered applicable for this BNT162b2 vaccine, due to the pandemic situation.

The primary pharmacology of several BNT162 vaccine candidates was evaluated in a range of
non-clinical pharmacology studies in vitro and in vivo. They were all found to be immunogenic
in non-clinical models including mice, rats, and non-human primates (NHPs), resulting in inducing
robust immune responses. The toxicology of BNT162 vaccine candidates was studied in a GLP-
compliant, repeat-dose study.

None of the components of the BNT162 vaccines (lipids and RNA) are suspected-to have
genotoxic potential. In addition, no impurity or component of the delivery system warrants
genotoxicity testing. Therefore, in accordance with the WHO guideline, no genotoxieity studies
were performed.

RNA itself, and the lipids used in the BNT162 vaccines, have no carcinogenic or tumorigenic
potential. Furthermore, according to ICH S1A, no carcinogenicity studies are required for
therapeutics that are not continuously administered. Therefore, no carcinogenicity studies were
performed.

Macroscopic and microscopic evaluation of male and female reproductive tissues were included
in the GLP repeat-dose toxicity study testing of BNT162b2 in rat. No changes in these tissues
were reported. Specific fertility and embryofetal development studies are ongoing.

No dedicated immunotoxicity study was conducted, however immunotoxicity of BNT162b2 was
assessed in repeated-dose toxicity study in rats. No vaccine-related systemic intolerance or
mortality was observed in these studies.

Clinical Data

Phase 1 Studies

First-in-human dose-ranging studies were conducted in a Phase 1/2 study (BNT162-01) in
Germany in which all 15 participants were 18-85 years of age and received active vaccine. The
study purpose was to gather safety and immunogenicity data for the different dose levels used.
The study found the 30 pg dose to be the optimal dose to progress into phase 2/3 of the pivotal
study.

Phase 1 data from the German study BNT162-01 (1, 3, 10, 20, 30 pug) and also Study C4591001
(10, 20, 30 pg) showed that across all populations, BNT162b2 administration was well tolerated
with mild to moderate fever in fewer than 20% of the participants.

Pivotal Studies

The Phase 2/3 part of study C4591001 involved randomisation of participants in a 1:1 ratio with
placebo. It commenced on 27 July 2020 and is designed to evaluate the safety, efficacy and
immunogenicity of BNT162b2 in over 30,000 participants aged >18 years of age. To date, more
than 35,000 participants have been enrolled, including from areas with significant SARS-CoV-2
transmission. In the USA, the sponsor is currently in discussion with the FDA to reduce the
minimum age for participants to be eligible for C4591001 Phase 3 from 18 years to 12 years.

Pfizer will submit an initial dossier based on interim analysis of Study C4591001, in which efficacy
is demonstrated, and will submit the final analysis of efficacy, in addition to safety data, when
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EVALUATION OF A NEW MEDICINE APPLICATION

Product Details

Type of application:

Higher-risk medicine - Vaccine

This vaccine contains a new biological entity, so a data
protection period will apply for 5 years from the date of
gazette.

Proposed trade name:

COMIRNATY
COVID-19 mRNA vaccine (nhucleoside modified)

Dose form:

Concentrated suspension for injection

Approved in the EU as ‘concentrate for dispersion for
injection’

Drug substance and
strength:

BNT162b2 [MRNA], 0.5 mg/mL (as 225 ug/0.45 mL)

Each 0.3 mL dose of the diluted vaccine delivers 30 ug of
RNA embedded in lipid nanopatrticles.

BNT162b2 [MRNA] is single-stranded, 5’-capped
messenger RNA produced using a cell-free in vitro
transcription from the corresponding DNA templates
encoding the viral spike (S) protein of SARS-CoV-2.

The term ‘tozinameran’ has been proposed as an INN for
the BNT162b2 drug substance and is currently under
consideration by the World Health Organization (WHO).

Classification:

Prescription

ATC code:

JO7BX

Proposed indications and
/or label claims

Comirnaty is indicated for active immunisation to prevent
against coronavirus disease 2019 (COVID-19) caused by
SARS-CoV-2, in individuals aged 16 years of age and older
aver.

The use of this vaccine should be in accordance with official
recommendations.

Indication wording revised to align with EU in roll 2.

Administration & dosage:

Administration: Intramuscular injection.

The multidose vial containing 0.45 mL of vaccine
concentrate requires dilution with 1.8 mL 0.9% saline (not
supplied with product) prior to use. Once diluted, the vial can
deliver 6 doses 5-deses of 0.3 mL. The multi-dose vial is
preservative-free.

The number of doses that can be extracted from a single
vial was updated by the company on 27/01/2021. The data
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provided to support this change is discussed in the
applicable sections of this report.

Dosage:

Adults and adolescents 16 years of age and older: Two
doses of 0.3 mL given at least 21 days apart.

Children under the age of 16: Safety and efficacy have not
been established in children under 16 years of age.

Packaging & closure:

2 mL clear, glass (Type I) vial, closed with a bromobutyl
rubber stopper, aluminium overseal and flip-off cap. The
vials are enclosed in a cardboard carton.

Pack size:

195 multidose vials (1170 doses 975-deses)
Each vial contains 0.45 mL of vaccine concentrate.

Storage conditions:

Unopened vials

6 months from the date of manufacture, stored in the freezer
at -90°C to -60°C. Protect from light.

Once removed from the freezer, the unopened vials can be
stored for up to 5 days at 2 to 8°C, and up to 2 hours at
temperatures up to 30°C, prior to use. Once thawed, the
vaccine should not be refrozen.

Diluted vials

After dilution, the vials can be stored at 2 to 30°C for up to 6
hours. The data sheet notes that from a microbiological
point of view (since there is no preservative), the product
should be used immediately.

NZ sponsor:

Pfizer New Zealand Limited, Level 1, Suite 1.4, Building B, 8
Nugent Street, Grafton, AUCKLAND 1023

Manufacturers & packers:

Manufacture and testing of drug substance:

Wyeth Biopharma Division of Wyeth Pharmaceuticals LLC,
1 Burtt Road, Andover, Massachussetts 01810, USA
Responsible for manufacture of drug substance, release and
stability testing (compaosition, strength, identity, purity,
process-related impurities, safety), and storage of cell
banks.

BioNTech Manufacturing GmbH, An der Goldgrube 12,
Mainz 55131, GERMANY

Responsible for manufacture of drug substance (in-vitro
transcription, DNase | and Proteinase K digestion), release
and stability testing (identity, purity, process-related
impurities).

Rentschler Biopharma SE, Erwin-Rentschler-Strasse 21,
Laupheim 88471, GERMANY

Responsible for manufacture of drug substance
(ultrafiltration/diafiltration (UF/DF), dispensing), release and
stability testing (composition, strength, safety).

BioNTech Innovative Manufacturing Services GmbH,
Vollmersbachstrasse 66, ldar-Oberstein 55743, GERMANY
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Responsible for release and stability testing only (product-
related impurities, purity). Not recorded on TPDR.

Pfizer Inc, 875 Chesterfield Parkway West, Chesterfield, MO
63017-1732, USA

Responsible for release and stability testing of the drug
substance (composition, strength, identity, purity, process-
related impurities). The site also performs cell bank
manufacture and storage, and manufacture and testing of
the starting material (linear DNA template). Not recorded on
TPDR.

Manufacture, packaging and testing of drug product:

Pfizer Manufacturing Belgium NV, Rijksweg 12, Puurs B-
2870, BELGIUM

Responsible for LNP fabrication and bulk drug product
formulation, fill and finish, packaging (primary and
secondary), release and stability testing (composition,
adventitious agents), batch release by qualified person in
European Economic Area (EEA)).

The NMA form also refers to i) Pharmacia & Upjohn
Company LLC, 7000 Portage Road, Michigan, USA, for
manufacture, testing (endotoxin and sterility) and packaging
of the drug product, ii) BioNTech Manufacturing GmbH, An
der Goldgrube 12, Mainz 55131, Germany for batch release
of the drug product, and iii) Pfizer Pharma GmbH
Betriebsstatte Karlsruhe, An der Tagweide 5, Karlsruhe
76139, Germany for drug product storage. These sites are
not described in section 3.2.P.3.1. In direct discussions with
the sponsor it was confirmed that these sites are not
proposed for inclusion with the NMA.

Finished product testing:

Pfizer Ireland Pharmaceuticals, Grange Castle Business
Park, Clondalkin, Dublin 22, IRELAND

Responsible for release and stability testing (identity,
composition).

Wyeth Biopharma Division of Wyeth Pharmaceuticals LLC,
1 Burtt Road, Andover, Massachussetts 01810, USA
Responsible for release and stability testing (composition
and strength, identity, potency, purity, adventitious agents).

Pfizer Inc, 875 Chesterfield Parkway West, Chesterfield, MO
63017-1732, USA

Responsible for release and stability testing (composition
and strength, identity, potency, purity, adventitious agents).

Hospira Zagreb Ltd, Prudnicka cesta 60, Prigorje Brdovecko
10291, CROATIA

Responsible for release testing (sterility).

Hospira is a wholly owned subsidiary of Pfizer Inc.

SGS Lab Simon SA, Vieux Chemin du Poete 10, Wavre B-
1301, BELGIUM
Responsible for release testing (sterility).
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The Hospira and SGS Lab Simon SA sites were not
described in the NMA form but were confirmed to be
relevant to the New Zealand application in pre-submission
discussions with the sponsor. Both the Hospira and SGS
Lab Simon sites have also been listed as sterility testing
sites in section 3.2.P.3.1 of the CTD, and so have been
considered as part of this application.

BioNTech Manufacturing GmbH, Kupferbergterrasse 17-19,
Mainz 55116, GERMANY

Responsible for batch release by Qualified Person in EEA.
Not recorded on TPDR, as the New Zealand site of batch
release performs this activity for product released to the New
Zealand market.

New Zealand site of batch release:

Pfizer New Zealand Limited, Level 1, Suite 1-4, Building B, 8
Nugent Street, Grafton, Auckland 1023

Overseas approvals:

Approved in the EU via the centralised procedure on
21/12/2020 and in Canada on 9/12/2020. The vaccine has
also been granted authorisation for temporary/emergency
supply in the UK and USA.

The vaccine is currently under review in Australia,
Switzerland and several other countries throughout the
world.

Overseas evaluation
reports provided:

None provided with the initial submission, but the EMA
guestions and final overview report were provided in
subsequent data rolls.
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Administrative Data

Background

This new medicine application is for a new biological entity, hereafter referred to as
BNT162b2[mRNA] (Pfizer code number PF-07302048) or by the trade name Comirnaty,
which has been developed by Pfizer and BioNTech. The drug product is an RNA-based
vaccine indicated for the active immunisation of individuals aged 16 years and over against
COVID-19 disease caused by the SARS-CoV-2 virus.

The drug substance is a nucleoside-modified single-stranded, 5’-capped mRNA that encodes
a prefusion stabilised full-length variant of the SARS-CoV-2 spike (S) glycoprotein. The spike
protein is a surface protein on the virus that binds to angiotensin converting enzyme 2 (ACE-
2) on host cells. It is considered a relevant antigen for vaccine development as antibodies
against the spike protein have been shown to neutralise the virus and prevent infection. The
MRNA is produced using cell-free in vitro transcription from a DNA template encoding the
viral spike protein. The RNAs are encapsulated in lipid nanoparticles (LNPs), which protect
the RNA from degradation by RNases and facilitate entry of the RNA into host cells. The
MRNA is translated into the SARS-CoV-2 S protein in the host cell cytosol, and is then
expressed on the cell surface where it induces an adaptive immune response.

The vaccine is formulated as a preservative-free concentrated suspension for injection,
presented in a multi-dose vial. The product is supplied frozen (-90°C to -60°C), and must be
thawed and diluted with sterile sodium chloride (0.9%) solution prior to administration by
intramuscular injection.

The NMA is being filed as a rolling submission in three waves, based on data availability at
the time of submission. Section 1.11.3 confirms that with the exception of Module 1, the New
Zealand dossier is identical to that submitted in Australia, the EU, the USA, Canada,
Switzerland and Singapore. The EMA questions (and company responses) were provided in
the second and third submissions to Medsafe, and are acknowledged in this report where
applicable. The CHMP issued a positive opinion granting conditional marketing authorisation
for distribution of Comirnaty in the EU on 21 December 2020, and relevant aspects of the
CHMP EPAR are referenced in this report.

The EU approval is conditional on the provision of additional characterisation data for the drug
substance and drug product, and the continuation of the pivotal Phase 3 clinical trial. The
specific obligations of the conditional EU marketing authorisation (taken from the public
EPAR), are shown in Attachment 1 of this report. The Medsafe assessment concurs with
these obligations, which are considered critical to support the quality, safety and efficacy of
the drug product produced at commercial scale. The CHMP also made several
recommendations for future quality development (refer Attachment 2). Since the New Zealand
dossier aligns with that registered in the EU, the company will be asked to commit to provide
Medsafe with the same additional information requested by the CHMP. Additional questions
specific to the New Zealand application have also been identified as outlined in this report.

As discussed in the Quality Assessment Conclusion section of this report, Medsafe will seek
expert advice from the Medicines Assessment Advisory Committee (MAAC) to determine what
information is required prior to approval for distribution in New Zealand, and what can be
accepted post-approval.

Please commit to provide Medsafe with the same additional information
(specific obligations) requested by the CHMP as part of the conditional
marketing authorisation in the EU, where applicable. The commitments
made to the EMA and FDA to review the drug substance and drug product
specifications as additional data becomes available, should also be made to
Medsafe. The sponsor should note that Medsafe will seek expert advice from
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the Medicines Assessment Advisory Committee (MAAC) to determine what
additional information must be provided prior to approval for distribution of
the vaccine in New Zealand, and what can be accepted post-approval.

EAI1 Q.1. The applicant has provided the commitments as requested, and acknowledged
that Medsafe will seek expert advice from the MAAC. Although the company has
given a commitment to provide Medsafe with the same additional information
required by the EMA'’s specific obligations, the EMA also had a list of
‘recommendations’ for additional data, some of which should also be provided to
Medsafe post approval. Conditions of the New Zealand provisional consent for this
product will include the same specific obligations for quality data as required by
the EMA/CHMP, along with some of the EMA/CHMP quality data
‘recommendations’. The specific conditions will be included in the provisional
consent are listed in the Final Recommendation section of this report, and are
considered essential to ensure that NMA quality data requirements are fulfilled
within a reasonable time frame. Point resolved.

The sponsor has confirmed by way of the signed declaration in the NMA form that the product
is not a hazardous substance or a new organism in terms of the HSNO legislation, and does
not require EPA approval prior to being released in New Zealand.

Product name

The proposed proprietary name for the product is COMIRNATY (presented in capital letters
on the labels and in the data sheet). This is the same name as registered for the vaccine in
the EU and Australia; however, the EU SPC refers to the vaccine as ‘Comirnaty’ (ie in
sentence case rather than capitalised). For ease of readability, the evaluator has used
‘Comirnaty’ in this report. There are no other products approved in New Zealand that start
with the letters ‘Comi’. The name is not misleading in any way with regards to the nature,
purpose, uses or effects of the product. The proposed name is acceptable.

Labelling

In the original dossier submission, the company submitted full scale colour artworks of the
vial and carton labels that refer to the trade name as Pfizer-BioNTech COVID-19 Vaccine. In
roll 2, updated labels were provided with the proposed trade name Comirnaty. The company
is unable to say whether the initial supply of vaccine in New Zealand will be in the updated or
original labels, so both are being registered with this NMA.

On 27/01/2021, additional labels were provided that reference delivery of 6 doses rather than
5 doses. The information provided to Medsafe as of 27/01/2021 is that the vaccine supplied
to New Zealand is likely to be packaged in the labels that reference delivery of 6 doses. The
evaluator notes that the TGA approved both 5 dose and 6 dose labels, so both will be
approved with this NMA to ensure uninterrupted vaccine supply to the New Zealand market.

The proposed labelling and packaging have been developed for global distribution. The
company has stated that once supply and demand become manageable, region-specific
labelling will be created and incorporated into the supply chain.

Vial label version 1 (Pfizer-BioNTech COVID-19 Vaccine)

Since the proposed container is multidose, the vial label is subject to the full labelling
requirements of regulation 13 of the New Zealand Medicines Regulations 1984. However, in
alignment with the EU vaccine strategy, EMA/135540/2019 rev.4 Recommendations for the
implementation of the exemptions to the labelling and packaging leaflet obligations in the
centralised procedure, and EMA/616718/2020 Questions and answers on labelling flexibilities
for COVID-19 vaccines, Medsafe will allow a labelling exemption to enable labelling and
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packaging flexibilities for COVID-19 vaccines, to facilitate more rapid deployment of the
product.

The information on the vial label proposed for initial global distribution of the vaccine (refer
Error! Not a valid bookmark self-reference.) states the generic product name, batch
number and expiry date, contents, and limited storage conditions. It does not mention the drug
substance name or strength, but states that after dilution, the vial contains 5 doses of 0.3 mL.
The absence of the statement of active substance has been allowed in principle by the EMA
(pending suitable justification), as per EMA/616718/2020 (dated 27/11/2020). The label also
includes a space for the vaccine administrator to write the date and time of dilution, and
reminds the user to discard the product six hours after dilution. Although the vial (and carton)
label refers to Emergency Use Authorization, which is not applicable in New Zealand, this is
not considered a concern as it is clear this is a global medicine label (since it refers to storage
conditions in °F), and distribution in New Zealand is contingent on Medsafe approval of the
vaccine.

On 27/01/2021, an additional EU approved version of the label was provided that references
delivery of 6 doses rather than 5 doses (right hand label).

Figure 1. Vial label version 1 (labelled with generic name)

Pfizer-BioNTech COVID-19 Viaccine M=

.
9| ; Atter dillution, vial contains 6 doses of I3 ml. T
/A > Forintramuscular use. Contains no preservative,
b4 ; For use under Emergency Lsa Authorization, ==
.9 o | DILUTE BEFORE USE. Y __

P Digcard § hours after dilution when =]

™' stored et 2 to 25°C {35 to 77°F), o ——

me:
I Dibution date and fime § _—
1

Vial label version 2 (Comirnaty)

The vial labels with the proposed trade name are shown in Error! Not a valid bookmark self-
reference., with and without a varnish mock-up. There is even less information on the second
version of the vial label; however, it still includes critical information such as the lot number,
expiry date, and trade name. The evaluator notes that the first vial label has a space for
writing the dilution date and time, whereas the second label has the discard date/time (ie 6
hours should be added to the dilution time). This difference has the potential to cause
confusion so will need to be brought to the attention of vaccinators as part of a dear
healthcare professional letter (DHPL). This is addressed in the below Request for Information
(RFI).

Figure 2: Vial label version 2 (includes trade name Comirnaty)
5 doses
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&

ICOMIRNATY™

i sterile concentrate - IM
i COVID-19 mRNA Vaccine
| 6 doses after dilution
i Discard

" dateftime:

|

There is a note on the label artwork that the varnish is intentionally missing a dot from the icon
inside ‘D’ of ‘Discard’.

Carton label version 1 (Pfizer-BioNTech COVID-19 Vaccine)

The carton label with the generic product name proposed for initial global distribution of the
vaccine is shown in Figure 3 and contains most of the information required by regulation 13 of
the New Zealand Medicines Regulations 1984 for the labelling of medicines.

On 27/01/2021, an additional EU version of the label was provided (bottom label). A second
version of the EU label was also provided that is identical to that shown in Figure 3 with the
exception of the statement ‘made in Germany’ imprinted on it.
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Figure 3: Carton label version 1 (labelled with generic name)

" i i . %
[NDC 59267-1000-2 o — ‘
Pfizer-BioNTech COVID-19 Vaccine s
Suspension for Intramuscular Injection ]

{— 195 Multiple Dose Vials 5 —
(after dilution each vial contains 6 doses of 0.3 mL) 0 —

ey —

Fpﬁzer RIONTECH
'STORAGE:

|Prior to dilution, store at -80°C to -60°C (-112°F to -76°F).

|Store in this carton to protect from light.

DOSAGE AND ADMINISTRATION:

\After dilution, each vial contains 6 doses of 0.3 mL.

|See FDA-authorized Fact Sheet or scan QR code for information.

IMUST BE DILUTED BEFORE USE with sterile 0.9% Sodium Chloride Injection,
USP (not supplied).

After dilution, store the vaccine at 2°C to 25°C (35°F to 77°F), Discard after 6 hours.
|Contains no preservative.

|For use under Emergency Use Authorization. Rx only

GTIN: 00359267100023
a Manufactured by o | LOTEXE:
E Pfizer Inc 2
ug! o~
T4 Naw York, NY 10017 i OVERPRINT
Manufactured for 0
BioNTech = AREA INUNE
Manufacturing GmbH =< DM
An der Goklgrube 12 E AREA
55131 Mainz, Germany
Plizer-BioNTech COVID-T9 Vaccine  WUsT BE DIGTED GTIN: 00359267100023
s p tar | BEFORE USE with EvTE
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95 Multiple Dose Chlorige Insetan, | ©
I ilution aa tai e USP (o suprlied), | ©J
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fsee FlA-authorized Fact Sheet or scan 07 code Contains no
or informatan, preservaiive,
A | =

The following points are noted:

- the carton label does not state the name and strength/potency of the drug substance
on either of the two panels
o although this represents an area of non-compliance with New Zealand
Medicines Regulations, the risk to patient safety as a consequence of the
absence of this critical information is mitigated in part by the statement ‘each
vial contains 5 doses of 0.3 mL’, which is repeated three times on the carton
label
- the dose form description on the carton label is ‘suspension for intramuscular injection’
and does not mention that the product is a vaccine concentrate
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o thisis not considered a significant safety concern, as the label clearly describes
a requirement for dilution with 0.9% Sodium Chloride Injection, USP’ (not

supplied) before use

- the label includes the statement ‘Rx only’, which is recognised in New Zealand as
meaning the product is a Prescription Only medicine

- the labels states the storage conditions for the unopened, undiluted product (-80 to
-60°C, protect from light), and following dilution (2 to 25°C for up to 6 hours); the labels
do not state the intermediary storage condition for the thawed but not yet diluted
product (ie room temperature for no more than 2 hours, or in the refrigerator at 2 to

8°C for up to 5 days

- the Dosage and Administration information on the label directs the user to see the
‘FDA-authorized Fact Sheet (the package insert) or to scan the QR code
o The QR code links to the URL https://www.pfi.sr/pfebntcovidvax, which
contains global information about the vaccine, with links to country specific
information on administration. The company has been asked to confirm that
New Zealand will be included in the list of countries after approval; refer RFI1

Q.2).

Carton label version 2 (Comirnaty)

The carton labels with the proposed trade name are shown in Figure 4, with and without a

varnish mock-up.

Figure 4: Carton label version 2 (includes trade name Comirnaty)
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2COMIRNATY™

Concentrate for dispersion for injection
COVID-19 mRNA Vaccine
Intramuscular use after dilution

195 multidose vials

{After dilution, each vial contains & doses of 0.3 mL.}
Storage: Prior to dilution, store at -90°C to -60°C in the original
package in onder to protect from light. After dilution. store the vaccine
gt 2°C to 30°C and use within & hours. Discard any wnused vaccine.
Dilute before use: Dilute ach vial with 1.8 mL sodium chloride

9 mgfmL {0.9%) solution for injection.

Read the package leaflst before uss.

Excipients: ALC-0315, ALG-0158, DSPGC, cholesterol,

potassium chloride, potassium dihydrogen phosphata,

sodium chloride, disodium phosphate dilydrate,
sucrose, water for injections.

Scany

QR code 5
mont=cH | GEP  ormore T
BioNTech Manufacturing GmbH information Sl
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55131 Mainz, Germany EW1/2001528
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Carton label version 2 (includes trade name Comirnaty) cont.

>COMIRNATY™

Concentrate for dispersion for injection
COVID-19 mRNA Vaccine
Intramuscular use after dilution

195 multidose vials

(After dilution, each vial contains 6 doses of 0.3 mL.)
Storage: Prior to dilution, store at -90°C to -60°C in the original
package in order to protect from light. After dilution, store the vaccine
at 2°C to 30°C and use within & hours. Discard any unused vaccine.
Dilute before use: Dilute each vial with 1.8 mL sodium chloride

9 mg/mL (0.9%) solution for injection.

Read the package leaflet before use.

Excipients: ALC-0315, ALC-0159, DSPC, cholesterol,

potassium chloride, potassium dihydrogen phosphate,

sodium chloride, disodium phosphate dihydrate,
sucrose, water for injections.

Scan o
QR code  =ypky

siont=cH | GBP ~ formore
BioNTech Manufacturing GmbH information S5
An der Goldgrube 12

55131 Mainz, Germany EU/1/20/1528

COMIRNATY™ , msime==
Concentrata for dispersion for infection
COVID-19 mRNA Vaccine
Intramuscular use after dilution
195 multidose vials

Prrior to dilution, store at -80rC fo -60°C.

PAATGAES1E

COMIRNATY™ , s

Concentrate for dispersion for injection
COVID-19 mRNA Vaccine
Intramuscular use after dilution
195 muiltidose vials

Prior to dilution, store at -90°C to -60°C.

PAA165993

In the dossier update received 13/01/2021, the dose form description on the carton label was
updated from ‘concentrate for solution for injection’ (top labels) to ‘concentrate for dispersion

for injection’ (bottom labels).

On 27/01/2021, the label was updated to reference delivery of 6 doses (right hand bottom
label) rather than 5 doses (remaining labels).

In email correspondence received 28/01/2021 the company confirmed that the carton labels
received 13/01/2021 and 27/01/2021 are proposed to be used on the vaccine supplied to New
Zealand. Any future changes to the labels will be submitted for Medsafe approval, as per
normal regulatory requirements. The company also confirmed that the blue varnish
‘COMIRNATY’ on the labels is transparent and does not impact the legibility of the text on the

labels. This is acceptable.

The updated carton labels with the Comirnaty trade name differ from the original labels with
regards to the product name, dose form description (‘concentrate for solution for injection’
versus ‘suspension for intramuscular injection’), and storage temperature ranges (unopened:
-90°C to -60°C versus -80°C to -60°C; diluted: 2°C to 30°C versus 2°C to 25°C). Version 2 of
the label no longer refers to emergency authorization and refers simply to dilution with sodium
chloride rather than requiring USP saline. The QR code links to a splash page

(https://www. pfi.sr/comirnatyglobal) that requires the user to select their country of origin to
access information specific to their location. Currently, the splash page and listed countries
appear specific to the EU approval of the vaccine (the QR code on the original label links to a
more generic splash page that provides global information on the vaccine). The company will
be asked to confirm that New Zealand will be added to the list of countries linked to from both

QR codes following approval.

Please confirm that New Zealand will be included in the list of countries for
region specific product information accessed via the QR codes on the
proposed carton labels, and describe what information will be linked to from
these webpages (eg the current approved New Zealand data sheet for
Comirnaty). Since the information forms part of the registered product
details for this vaccine, any changes to the content held at the URLs post-
approval that is relevant to the product marketed in New Zealand should be
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communicated to Medsafe via the changed medicine notification (CMN)
process.

The applicant has explained that the QR codes connect to either the
cvdvaccine.com or www.comirnatyglobal.com website. From there the individual
accessing the website can select ‘Health care professional’ or ‘Not a health care
professional’ and the specific country in which they are located, e.g. New Zealand.
The applicant states that the website then directs to the locally approved label/data
sheet. Although a data sheet is appropriate for health care professionals, the
applicant has not explained what information a non-health care professional will be
directed to. This needs to be clarified as part of the outcome of evaluation but
need not delay approval of this NMA. The applicant has confirmed that Medsafe
will be notified via CMN of any changes to the content on the URL that is relevant
to product marketed in New Zealand.

The following areas of non-compliance require a labelling exemption:

the dose form is incorrectly described as a concentrate solution for injection, whereas
is should be described as a concentrate suspension for injection (if the carton label
supplied on 13.01.2021 is the label intended for the New Zealand market, then the
description of the dose form as ‘concentrate for dispersion for injection’ is acceptable

and does not require a labelling exemption)

- the carton labels do not include the name and strength of the active ingredient

- the absence of a classification statement

- the storage conditions are incomplete and do not include thawing conditions (time and
temperature). Considering storage conditions are critical to the stability of this product,
thawing conditions should also be included on the label

The evaluator also notes the statement in the fact sheet/package insert that ‘some vials and
cartons of Pfizer-BioNTech COVID-19 vaccine multiple dose vial may be labelled as BNT
162b2 (SARS-COV-2-mRNA vaccine) 5-dose vial'. Although these latter labels are not
proposed for New Zealand, the fact they are referenced in a package insert that could be
supplied in this country means that this should also be noted in a Dear Healthcare
Professional Letter (DHPL) that accompanies release of this product to the New Zealand
market. The company will be asked to provide a DHPL for review, that addresses the below

points.

Since the first shipments of vaccine for the New Zealand market will be
supplied in international labelling that does not comply fully with New
Zealand medicines regulations, the company is asked to provide a ‘Dear
Healthcare Professional Letter’ to accompany release of the product.
Information included in the letter should address (but is not limited to) the
following:

i) The letter should identify the international labelling that will be used for
distribution of the vaccine in New Zealand. The inclusion of colour
photograph(s)/artwork(s) of the labels in the letter is encouraged. If both
versions of the labels will be used, differences between the labels should be
identified. For example, on one set of labels the administrator is informed to
write the dilution date/time, whereas the other label set requires the
administrator to write the discard date/time.

ii) Depending on what version of the labels will be used, the company should
clarify that the statement ‘For use under Emergency Use Authorization’ on
the US labels is not relevant to New Zealand, that the sodium chloride used
for dilution can be Ph. Eur. quality (not just USP quality), and to explain
reference to labelling of some vials as ‘BNT 162b2 (SARS-COV-2-mRNA
vaccine) 5-dose vial’ (as mentioned in the fact sheet/package insert) is not
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relevant to New Zealand.

iii) Clear storage conditions should be provided on the letter, including
storage conditions for frozen, thawed/unopened product and diluted
product. This is of particular importance, as the intermediary storage
condition (ie for the thawed but not yet diluted product), is not listed on the
label.

Please provide (or commit to do so prior to launch of the vaccine to the New
Zealand market), a draft DHPL that addresses the above concerns.

EAI1 Q.3. The applicant has indicated that a ‘Dear Healthcare Professional’ letter is being
prepared and will be provided to Medsafe prior to launch of this vaccine. The
company will be informed that the letter should also address the requirement for
the use of low dead-volume syringes and needles in order to extract 6 doses from
a single vial (this change was introduced on 27/01/2021). The DHPL should also
reiterate that if the amount of vaccine remaining in the vial after the fifth dose
cannot provide a full dose (0.3 mL), the healthcare professional must discard the
vial and its contents. There should be no pooling from multiple vials to make up a
full dose, and any unused vaccine should be discarded 6 hours after dilution. It is
critical that Medsafe receives and reviews this letter prior to marketing of
this vaccine. The provisional consent for this product will include the
requirement to prepare a Dear Healthcare Professional letter and provide
this to Medsafe for review and approval prior to distribution of this product.

Labelling exemption

On the basis that i) the proposed vaccine has been developed in response to the current
global COVID-19 pandemic, and ii) will be supported by a comprehensive information
programme for New Zealand healthcare professionals, the company’s request for a labelling
exemption for the noted areas of non-compliance will be granted. The labelling exemption for
the two sets of international vial and carton labels will be valid for the duration of the s23
approval granted at gazettal of this NMA, or until approval of New Zealand specific labelling,
whichever occurs first.

Data sheet and package insert

A draft New Zealand data sheet was provided with roll 2. Medsafe’s assessment of the
clinical information in the data sheet is documented in a separate report.

The data sheet mostly complies with New Zealand medicines regulations requirements. The
following points were noted from assessment of the roll 2 information:

)] The data sheet refers to the product as Comirnaty, BNT162b2, COVID-19
vaccine. Consistent reference to the trade name ‘Comirnaty’ is required.
ii) Section 1: It is considered incorrect to refer to the strength as 30 pug/0.3 mL next

to ‘concentrated suspension for injection’ as this is the strength of the diluted
vaccine (ie the strength of the undiluted vaccine is 0.5 mg/mL).

iii) Section 2: The statement ‘One vial contains 5 doses of 30 micrograms (0.45 mL
of BNT162b2 [mMRNA]) embedded in lipid nanoparticles’ is considered confusing,
and should be revised to state ‘One vial (0.45 mL) contains 5 doses of 0.3 mL
after dilution. One dose (0.3 mL) contains 30 micrograms of COVID-19 mRNA
vaccine embedded in lipid nanoparticles’

iv) Section 4.2: For clarity, a separate heading for ‘Elderly population’ should be
added, with the statement ‘No dosage adjustment is required in elderly individuals
= 65 years of age’.

V) Section 5.1: The ATC code JO7BX should be added as per the EU SPC.
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Vi) Section 6.3: For clarity, information in this section should include both the
unopened vial and the diluted medicinal product, as per the EU SPC for
Comirnaty.

In roll 3, received 8/01/2021, an updated data sheet was provided that addressed the points
raised in i), iii), iv), v) and vi). One additional change is still required as detailed below. As
part of the data sheet update, the company revised the storage and handling information to
align with the EU SPC for Comirnaty (includes pictorials as part of the instructions). This is
acceptable.

Please make the following change to the proposed data sheet:

i) Section 1: Please change the strength description of the vaccine
concentrate to 0.5 mg/mL, as 30 ug/0.3 mL is the strength of the diluted
vaccine.

EAI1 Q.4. The data sheet has been updated as requested. The data sheet has also been
updated to include the following:

- an additional statement regarding use in children and adolescents less than 16 years of age,
i.e. “Limited data are available in this age group”.

- a traceability statement in section 4.4. ‘Special warnings and precautions for use’, “In order
to improve the traceability of biological medicinal products, the name and the batch number of
the administered product should be clearly recorded”. The applicant states that the statement
was included at the request of the TGA. Although the New Zealand data sheet is published
separately to the TGA approved Product Information, inclusion of this statement is acceptable.

-editorial change to the statement in section 4.4. regarding close observation is recommended
following vaccination.

The proposed changes are acceptable. Point resolved.
s 6(b)(ii)

On 27/01/2021, Medsafe received a request from the company to revise the number of doses
that can be delivered from a single vial from 5 doses to 6 doses. The information provided in
support of the delivery of 6 doses is discussed in section 3.2.P.2.2 of this report. The
proposed change has been approved by both the EMA and the TGA. Applicable sections of
the data sheet and CMI have been updated to reference the 6 doses. Notably, the revised
data sheet (and current EU approved SPC for Comirnaty) describe a requirement for the use
of low dead-volume syringes and/or needles (no more than 35 pL dead volume) to extract 6
doses from a single vial. If standard syringes and needles are used, there may not be
sufficient volume to extract a sixth dose from the vial. The data sheet instructs the user to
discard the vial if the amount of vaccine remaining in the vial cannot provide a full dose of 0.3
mL. A requirement for the use of low dead-volume syringes and needles in order to
extract 6 doses from a single vial should be noted in the DHPL that will accompany
release of the vaccine to the New Zealand market. The DHPL should also reiterate that
if the amount of vaccine remaining in the vial after the fifth dose cannot provide a full
dose (0.3 mL), the healthcare professional must discard the vial and its contents. There
should be no pooling from multiple vials to make up a full dose, and any unused
vaccine should be discarded 6 hours after dilution.

The international medicine pack with the generic product name (‘version 1’) will be supplied
with a fact sheet that details how the vaccine should be used. Although referred to as a
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global document, the fact sheet is targeted towards the US market, as it refers to the US
FDA Emergency Use Authorization (EUA) of the unapproved product, and the FDA
mandatory requirements for use under the EUA. The document directs the user to
www.cvdvaccine.com for the most recent version of the fact sheet. This is the same
webpage as the one linked to from the QR code on the label.

With the exception of the indicated age range (the fact sheet refers to use in individuals 18
years of age and older, whereas the company is seeking approval to administer to individuals
in New Zealand aged 16 years and over), the dosage and administration information
(presented graphically and with text descriptions) aligns with the details proposed in this
NMA. The fact sheet notes that there are no data available on the interchangeability of the
Pfizer-BioNTech COVID-19 vaccine with other COVID-19 vaccines to complete the
vaccination series (two doses). The quality details in the fact sheet (formulation, storage, in
use shelf-life) align with the product details proposed for registration in New Zealand.

Consumer medicines information (CMI) was provided in roll 2 and roll 3, and updated on
27/01/2021 to reflect the delivery of 6 doses rather than 5 doses. The information in the CMI
aligns with that in the data sheet. The sponsor has signed the CMI commitment in the NMA
form that following consent to distribute, an electronic copy of the CMI will be submitted to
Medsafe and will comply with the requirements published on the Medsafe website.

GMP status of manufacturers and packers

The applicant has provided the following evidence of GMP compliance for the drug substance
and drug product manufacturing, testing and packaging sites.

Table 1: Proposed manufacturing sites and GMP status

Manufacturing Site address

step Authority Certificate number Expires
MI-2020-CL-10905-1
BioNTech Manufacturing Authorises thel site for
GmbH, An der Goldgrube 12, TGA ﬁ%:&g:ﬁfgif 9/01/2024
Mainz 55131, GERMANY
amnz BNT162b2 (MRNA) and
testing (sterility)
MI-2020-CL-10912-1
Authorises the site for
Drug _ active material
substance Rentschler Biopharma SE, manufacture of
manufacture Erwin—R_entschIer—Strasse 21, TGA BNT162b2 (MRNA) and  31/03/2021
and testing Laupheim 88471, GERMANY testing (biological,

chemical and physical,
endotoxin), packaging
and storage

MI-2020-CL-11475-1

Authorises the site for
active material
TGA manufacture of 18/07/2022
BNT162b2 drug
substance and COVID-19
vaccine endotoxin testing

Wyeth Biopharma, Division of
Wyeth Pharmaceuticals LLC,
1 Burtt Road, Andover,

Massachussetts 01810, USA




Document 7

Pfizer Inc, 875 Chesterfield

MI-2020-CL-10943-1

Authorises the site for
testing (analytical,

Drug product
manufacture,
packaging and
testing

Parkway West, Chesterfield, TGA biological, chemical and  20/02/2022
MO 63017-1732, USA physical, endotoxin) of
sterile dosage forms and
API (not defined)
BioNTech Innovative Z/II-EOZ.O-CL;Ilog'OQ}l
Manufacturing Services Ut. orises t_l'e S'tﬁ or. |
GmbH, Vollmersbachstrasse TGA testing (SFe” |ty3 chemical - 30/04/2023
66, Idar-Oberstein 55743, and physical, biclogical,
GERMANY microbial) and irradiation
of BNT162b2 mRNA
MI-2020-CL-04395-1
Pfizer Manufacturing Belgium Autt)lor:cggsr:hg site dfor
NV, Rijksweg 12, Puurs B- TGa  Sterllelinished product 39,9550

2870, BELGIUM

manufacture of injections,
and testing (sterility,
biological, endotoxins)

Finished
product testing
only

s 9(2)(b)(ii)

Pfizer Ireland
Pharmaceuticals, Grange

MI-2017-CL-00823-1

Authorises the site for
sterile finished product

Castle Business Park, TGA ; 9/05/2022
Clondalkin. Dublin 22 manufacture and testing
IRELAND ' (microbial, biological,
chemical and physical)
. L MI-2020-CL-02177-1
Wyeth Biopharma, Division of Authorises the site for
Wyeth Pharmaceuticals LLC, ) X
1 Burtt Road, Andover, TGA  testing (chemical and 18/07/2022
Massachussetts 01810, USA phVS'C‘?‘" b|o|o_g_|cal,
microbial, sterility)
MI-2020-CL-10943-1
Authorises the site for
Pfizer Inc, 875 Chesterfield testing (biological,
Parkway West, Chesterfield, TGA chemical and physical, 20/02/2022

MO 63017-1732, USA

analytical, endotoxin) of
sterile dosage forms
and API (not defined)
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MI-2017-CL-13674-1

Hospira Zagreb Ltd Authorises the site for
Prudnicka cesta 60, Prigorje TGa  sterilefinished product — 55,49/5027
Brdovecko 10291, CROATIA manufacture, secondary

packaging and testing
(sterility, biological)

MI-2017-CL-03231-1

SGS Lab Simon SA, Vieux Authorises the site for
Chemin du Poete 10, Wavre TGA testing (chemical and 31/12/2021
B-1301, BELGIUM physical, sterility,

biological and microbial)

The drug product manufacturing sites Pharmacia & Upjohn Company LLC, BioNTech Manufacturing GmbH and
Pfizer Pharma GmbH are not proposed for the initial registration of the product in New Zealand.

The GMP evidence is acceptable. The company will be reminded as part of the outcome
of evaluation email to provide updated evidence of cGMP for Rentschler Biopharma SE,
Erwin-Rentschler-Strasse 21, Laupheim 88471, Germany, when available, as the current
clearance will expire on 31/03/2021.



Document 7

Module 3.2.S. Drug Substance

Background

Several drug substance variants were investigated in the Pfizer/BioNTech non-clinical and
Phase 1 COVID-19 vaccine clinical studies (refer below table).

Table 2: Drug substance candidates used in non-clinical and Phase | clinical studies

BNT1a62 RNA platform Encoded antigen

vaccine candidate

BNT162al Non-modified Undine SARS-CoV-2 receptor binding domain, a secreted variant
mBINA

BNT162bl Nucleoside Modified SARS-CoV-2 receptor binding domain, a secreted variant
mRINA

BNT162b2 MNucleoside Modified Full length SARS-CoV-2 spike protein bearing mutations
mRNA preserving neufralisation-sensitive sites

BNT162b3 Nucleoside Modified SARS-CoV-2 receptor binding domain, a membrane-bound
mRNA variant

BNT162c1 Self-Amplifying mBNA | SARS-CoV-2 receptor binding domain, a secreted variant

BNT162¢c2 Self-Amplifying mRNA | Full length SARS-CoV-2 S protein bearing mufations

preserving neufralisation-sensitive sifes

On the basis of available safety and immunogenicity data (recipients demonstrated a
favourable breadth of epitopes specific to the spike antigen, and concurrent induction of high
magnitude CD4+ and CD8+ T cell responses against the receptor binding domain (RBD)),
the variant BNT162b2 [mMRNA] was selected to progress through to Phase 2/3 of the pivotal
clinical study (C4591001).

The manufacture, characterisation and quality control of BNT162b2 [MRNA], is assessed in
this report. At times reference is also made to the available data for BNT162b1, as
supportive evidence.

3.2.5.1 General information

The drug substance, BNT162b2, is a single-stranded messenger RNA (mMRNA), encoding a
full-length, codon-optimised, pre-fusion stabilised conformation variant (K986P and V987P)
of the SARS-CoV-2 spike (S) glycoprotein (the antigen).

3.2S5.11 Nomenclature
Table 3: Nomenclature of BNT162b2 drug substance

Product code: BNT1&62b2

Laboratory REP020.2; (my " “Gpppimy ) ApG)- ki z-Kozak-5152-PP-FI-A30L70

code:

Chemical class: | Fabonueleie Acd (BMHA)

Encoded WViral spike protein (5152 protein) of the SARS-CoV-2 (5152 full-length protem. confmumng

antizen: two mutahons: E986P and VITEP)

CAS Regmistry 2417899-77-3

Number:

CA Index FMA (recombmant 5'-[1,2-[(3"-0-methvl)m7G-( 5= 5")-ppp-Am]]-capped all uwridine-=11-

MName: methylpsendoundine-substituted severe acute respiratory syndrome coronavirus 2 secretory
s1gnal pephde contg. spike glycoprotein 5152-specifyimg plus 5'- and 3-untranslated
flanking region-contg. polviAl-tailed messenger BNT16262), moer salt

INN Tozmameran (proposed DN}
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3.2.5.1.2 Structure

A schematic illustration of the general structure of the BNT162b2 [mMRNA] drug substance is
shown below (not drawn to scale with regards to sequence lengths).

Figure 5. General structure of BNT162b2 [mMRNA]

The structure is determined by the respective nucleotide sequence of the DNA used as the
template for in vitro RNA transcription.

RNA sequence

The full sequence of BNT162b2 is shown in Attachment 3, and is based on the sequence of

the ‘Severe acute respiratory syndrome coronavirus 2 isolate Wuhan-Hu-1’ (GenBank

entries: MN908947.3 (complete genome), QHD43416.1 (spike surface glycoprotein)). The

sequence length is 4284, which includes G to denote the presence of the 5’-cap analog (G:

1062, C: 1315, A: 1106, Y: 801). The company will be asked to comment on the RNA

sequence in context of the B.1.1.7 (VOC-202012/01) and B.1.351 (501Y.V2) variant strains
()
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s 9(2)(b)(ii)

In addition to the codon-optimised sequence encoding the antigen, the RNA contains
structural elements for mediating RNA stability and translational efficiency (5'-cap, 5-UTR
(hAg-Kozak), 3'-UTR (FI element), 3' poly(A)-tail (A30L70)). Furthermore, an intrinsic signal
peptide (sec) is part of the open reading frame and is translated as an N-terminal peptide.
Selection of the sequence elements was guided by the company’s experience working with
RNA transcripts, and the scientific literature (references provided). Key details of each of
these elements are summarised as follows:

hAg-Kozak (nucleotides 2 to 54): 5'-UTR sequence of the human alpha-globin mRNA with an
optimised ‘Kozak sequence’ to increase translational efficiency.

Sec (nucleotides 55 to 102): Corresponds to the intrinsic S1S2 protein signal peptide (sec),
which guides translocation of the nascent polypeptide chain into the endoplasmic reticulum.

S1S2 protein (nucleotides 103 to 3879): Codon-optimised sequence encoding the spike
antigen of SARS-CoV-2. The S1S2 protein or spike glycoprotein is expressed on membranes
and facilitates recognition by the host cells, as well as cellular uptake. The protein sequence
contains two proline mutations (K986P and V987P), which ensure an antigenically optimal
pre-fusion confirmation (P2 S).

FI element (nucleotides 3880 to 4174): The 3'-UTR is a combination of two sequence
elements derived from the amino terminal enhancer of split (AES) mRNA (called ‘F’) and the
mitochondrial encoded 12S ribosomal RNA (called ‘I'). These were identified by an ex vivo
selection process for sequences that confer RNA stability and augment total protein
expression.

A30L70 (nucleotides 4175 to 4284): A poly(A)-tail measuring 110 nucleotides in length,
consisting of a stretch of 30 adenosine residues, followed by a 10 nucleotide linker sequence
and another 70 adenosine residues. The poly(A)-tail is designed to enhance RNA stability
and translational efficiency in dendritic cells.

mRNA cap

The 5' cap protects the drug substance from exonucleolytic activity and promotes translation
of the protein antigen in vivo. The structure of the 5' mMRNA cap (capl) is shown below.

Figure 6: 5'-cap analog (m2"*°Gppp(m:2-°)ApG)

The cap1 structure (containing a 2'-O-methyl group on the penultimate nucleoside of the 5'-
end of the RNA chain) is incorporated into the BNT162b2 drug substance during in vitro
transcription. For RNAs with modified uridine nucleotides, the capl structure is superior to
other cap structures because capl is not recognised by cellular factors such as IFIT1.
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Consequently, capl-dependent translation is not inhibited by competition with eukaryotic
translation initiation factor 4E. In the context of IFIT1 expression, mRNAs with a capl
structure give higher protein expression (based on the available literature and manufacturing
experience).

Use of the capl structure also leads to low amounts of uncapped transcripts. In general, the
T7 polymerase prefers a guanosine as the priming nucleoside, leading to higher transcription
efficiencies as compared to other starting nucleosides. Capping structures with a guanosine
moiety compete with GTP for incorporation in the mRNA resulting in uncapped transcripts.
The m; "3-OGppp(m: 2-°)ApG cap analog rescues transcription efficiency from templates
starting with adenosines, because the ApG moiety of capl allows transcription initiation at
the second position, a guanosine, thereby giving mainly capped mRNAs.

Modified uridine

The RNA does not contain any uridines. During synthesis of the RNA, the modified N1-
methylpseudouridine triphosphate ("WTP) is used in place of uridine triphosphate (UTP).
This substitution has been made to enhance translation of the in vitro transcribed mRNA
sequences by reducing its immunogenicity.

3.2.5.1.3 General properties

The BNT162b2 drug substance is formulated at a target concentration of 2.25 mg/mL in drug
substance formulation buffer (10 mM HEPES, 0.1 mM EDTA, pH 7.0). The general
properties of the drug substance are shown below.

Table 4: BNT162b2 drug substance general properties

Appearance Clear to slightly opalescent, colorless to slightly brown liqud
Specific Absorption Coefficient 25L/gxcm

(260 nm)

Theoretical length® 4783 mucleotides

Theoretical mass® 1,388,651 g/mol

pH Target 7.0

a. Theoretical value has been verified by gel electrophoresis compared to a size marker. The length is
4 224 nucleotides when the presence of the 5'-cap analog (G) is included.
b. Theoretical value has been verified indirectly by control of ENA lengths.

The structural and functional studies conducted to characterise BNT162b2 are discussed
later in this report.

3.2.5.2 Manufacture

3.285.21 Manufacturers

The following table summarises the responsibilities of the sites involved in the production of
the BNT162b2 drug substance. Although three drug substance manufacturing sites are
proposed, the Rentschler and BioNTech, Mainz (BNT Mainz) sites each perform different
steps in the manufacturing process, contributing to the production of a single batch of drug
substance.
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Table 5: Manufacture and testing sites associated with the production of BNT162b2

Site Responsibility
Wyeth BioPharma Division of Wyeth Pharmaceuticals, LLC?®* | Manufachure of dmg substance
1 Burtt Road Eelease and Stability Testing
Andover, MA 01810 (Composition, Strength, Identity, Punty,
United States Process Related Impumties, Safety)
Pfizer Inc Eelease and Stability Testing
875 Chesterfield Parkway West (Composition, Strength, Identity, Punity.,
Chesterfield, MO 63017 Process Related Impurities)
United States
BioNTech Manufactunng GmbH Manmufacture of dmg substance (In-vitro
An der Goldgrube 12 Transcription, DNase [ and Proteinase K
55131 Mamz digestion)
Gemmany Belease and Stability Testing (Identity,

Punty. Process Related Impunties)
Eentschler Biopharma SE Manufacture of dmg substance
Erwan-Eentschler-5tr. 21 (Ultrafiltration/Thafiltration (UFDE), DS
88471 Laupheim Dispensing}
Germany Eelease and Stability Testing
(Composition, Strength. Safety)

BioNTech Innovative Manufacturing Services GmbH Eelease and Stability Testing (Product
Vollmersbachstrabe 66 Eelated Impurities, Purity)
35743 Tdar-Oberstem
Germany

a. The legal entity name change from Wiyeth BioPharma Division of Wyeth Pharmaceuticals was changed at
the acquisition by Pfizer in 2009, since then the Wyeth Pharmacenticals manufacturing site in Andover,
Massachusetts belongs to Pfizer's production sites and is embedded in Pfizer's GMP system. Pfizer will be
utilized throughout the CTD.

The manufacturing processes and process parameters applied at Andover and BNT
Mainz/Rentschler are slightly different, so are described separately in this report.

3.2.5.2.2
s 9(2)(b)(ii)

Description of manufacturing process and process controls

Pages 24 - 76 withheld under section 9(2)(b)(ii) of the Act.
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Module 3.2.P. Drug Product

3.2.P.1. Description and composition of the drug product

The drug product is a preservative-free white to off-white frozen sterile dispersion of RNA-
containing lipid nanoparticles (LNPs) in aqueous cryoprotectant buffer (phosphate buffered
saline and 300 mM sucrose at pH 7.4). The drug product is presented as a multi-dose
concentrate in a clear glass 2 mL clear vial (type | glass), sealed with a synthetic bromobutyl
rubber stopper, aluminium overseal and plastic flip-off cap. Each vial contains 0.45 mL of drug
product and is designed to contain a total of 6 doses s-deses of 30 ug of RNA in 0.3 mL after
thawing and dilution with 1.8 mL of sterile 0.9% sodium chloride injection (total volume of 2.25
mL). The drug product is administered by intramuscular injection.

A copy of the full formulation and quality standards applied to the excipients as detailed in the
dossier is shown in Table 54. The formulation details as recorded in Medsafe’s SMARTI
database are also included in the attached Therapeutic Product Database Report.

Table 54: Formulation details of BNT162b2 drug product
Updated in roll 3

Name of Ingredients

BNT162b2 dmg
substance
ALC-0315

ALC-0159

DSPC

Cholesterol

Sucrose

Sodium chlonde
Potassium chlonde
Dibasic sodium
phosphate. dihydrate®
Monobasic potassium
phosphate®

Water for Imjection
Processing Aids/Resiq
Ethanol

Citnic acid
monohvdrate
Sodium citrate
Sodium hydroxide
HEPES

EDTA

ng zeros not shown,

a. Values are rounged fo mamt
where applicable SRAEAIGN(D)
b. Dibasic sodium phosphate, dihydrate 15 named as disodium phosphate dihydrate m the Ph. Eur.
c. Monobasic potassium phosphate is named as potassium dihydrogen phosphate in the Ph. Eur.
d. The processing aids and drug substance formulation buffer components are residues that are essentially
removed through the manufacturing process are not considered mgredients (excipients).

Abbreviations:

AT.C-0315 = ((4-hydroxybutyl)azanediyl)bis(hexane-6, 1-diyDbis(2-hexyldecanoate)

ALC-0159 = 2-[(polyethylene glycol)-2000]-N.N-ditetradecylacetamide

DSPC = 1.2-distearoyl-sn-glycero-3-phosphocholine

q.5. = quantum safis (as much as may suffice)

HEPES = 4-(2-hydroxyethyl)-1-piperazineethanesulfonic acid

EDTA = edetate disodium dihydrate
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3.2.P.2. Pharmaceutical development

The pharmaceutical development of BNT162b2 utilised principles described in ICH Q8, risk
assessments, development studies and prior experience with similar RNA-lipid nanopatrticle
vaccines.

3.2.P.2.1. Components of the drug product

3.2.P.2.1.1. Drug substance

The drug substance (RNA) is provided for drug product manufacture as a frozen (-20 + 5°C)
aqueous solution (2.25 £ 0.25 mg/mL) in 10 mM 4-(2-hydroxyethyl)-1-
piperazineethanesulfonic acid (HEPES), 0.1 mM edetate disodium dihydrate (EDTA) at pH
7.0.

There are no obvious compatibility issues between the drug substance and the excipients
present in the drug product formulation.

3.2.P.2.1.2. Excipients

The drug product contains RNA LNPs formulated in a phosphate-buffered saline (chosen for
its ability to provide adequate buffering capacity at physiological pH), and 300 mM (103
mg/mL) sucrose (chosen as a cryoprotectant for frozen storage) at target pH 7.4. The drug
product also contains four lipids that play a functional or structural purpose in the assembly
and/or enable stabilisation of the RNA LNP. DSPC and cholesterol are structural lipids,
providing a stable bilayer and enabling mobility of the lipid components within the LNP
structure. ALC-0315 is an ionisable cationic lipid that is critical for successful delivery of
RNA, ensuring the self-assembly of the LNP, the uptake of the LNP into the cells, and the
escape of the RNA from the endosome. ALC-0159 is a PEGylated lipid that inserts itself in
the outer lipid bilayer of the LNP, thereby providing a steric barrier to interactions with
surfaces or other LNP that could result in particle fusion during storage. The structures of the
lipid components are shown below. The nonclinical and clinical safety data for drug product
containing these lipids is reviewed in separate Medsafe reports.
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Table 55: Lipid components of the drug product

Lipid Concentration Molecular Molecular Formula Chemical Name (Synonyms) and Structure
(mg'mL) Weight [Da]
ALC-0315 7.17 766 CasHosNOs ((4-hydroxybutyl)azanedivl)bis(hexane-6,1-di
hexyldecanoate)
ALC-0159® 0.89 ~2400-2600 (C:H40):C5:HaNO; 2-{(polyethylene glycol)-2000]-N.N-
n=45-50 ditetradecylacetamide
’-‘«.,{—‘-\V.z‘q 1 e T T T e N N, N
ISR
DSPCs 1.56 790 CaHssNO:P 1,2-Distearoyl-sn-glycero-3-phosphocholine
BT e e e e T
‘J‘,'\,f Y D B
N, )
Cholesterol® 31 387 C27Hs0 . O oA
B e CH
Hal H
AL
H H
HO” :

a. CAS Number 2036272-55
b. CAS Number 1849616
c. CAS Number 816-944
d. CAS Number 57-88-5

Pages 80 - 125 withheld under section 9(2)(b)(ii) of the Act.
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Attachments

1. Therapeutic Product Database Report
2. Quality Evaluation Report Attachments
3. Novel Excipients Evaluation Report

4. Non-Clinical Evaluation Report

5. Clinical Evaluation Report
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