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	Throughout the Guideline there have been editorial and formatting improvements. 

Removal of section summaries throughout Guideline. 



Removal of ‘part 8’ following updates to internal guidance documents. 







Edition 3.0 due to major changes to guidance. 

Updated publication date (to be finalised). 
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	Table of contents updated following changes throughout the Guideline. 

Sub-heading level four (e.g., 1.2.3.4)  removed from table of contents. 

New appendix added.

	[image: ] [image: ]
	Glossary section renamed ‘Definitions’ and relocated to start of Guideline. 

Any definitions that were previously in the main part of the document have been moved to this section. 

New definitions added to align with new information added to the Guideline or where a definition was needed for existing information. 

Where appropriate, definitions updated to align with ICH guidelines. 

Definitions listed in alphabetical order.
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	 New section ‘Introduction’. 

Content reworded and updated from previous section 2.1.
























Relevant legislation reformatted into a table. 

Additional links to section 25 and section 29 of the Medicines Act 1981. 

Updated to Privacy Act 2020. 

Added Therapeutics Products Act 2023. 
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	Reformat and relocation of information relating to roles and responsibilities of Medsafe. 

New information about collection of spontaneous reports of adverse reactions following introduction of new NZ Pharmacovigilance Database. 

New sub-headings added. 

Further information provided about section 35 and section 36 of the Medicines Act 1981. 

Information about Medsafe safety communications reworded/relocated into this section.
Minor edits and rewording for paragraphs relating to sponsor’s role and responsibilities.
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	Section title changed to ‘Individual Case Safety Reports (ICSRs)’. 

Rewording and restructure of reporting section for clarity, and to reduce duplication. 

Some information moved into table format. 

Definitions moved into new ‘Definitions’ section. 

New information on how to report following introduction of new New Zealand  Pharmacovigilance Database. 
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	Minor editing and formatting changes. 
Paragraph on Medsafe safety communications relocated to section 2. 
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	Renamed section to ‘Safety issues’. 

New information on reporting of safety issues for sponsors of PHARMAC-funded generics where New Zealand innovator has left the market or the approval has lapsed. 

New definitions for ‘significant safety issue’ and ‘other safety issues’. 

New information about ‘other safety issues’ including reporting process and timelines. 




Introduction of ‘recognised regulatory authorities’ in relation to other safety issues. 

New option for sponsors to notify Medsafe of other safety issues that require data sheet updates through CMN submission (if submitted by required timeframe). 
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	New information added, in table format, about products requiring routine submission of PBRERs.
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	Minor editing and formatting changes. 
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	Minor editing and formatting changes. 

Links updated where needed.
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	New appendix to help with changes relating to reporting of safety issues to Medsafe (section 6).
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Medicines for human use that are based on genes,fissues
or cels, ATMPs are classfied nto three main types: gene:
therapy medicines, somatic-cel therapy medicines, and
tissue-engineered megicies.

‘Adverse drig
reacton (ADR)

‘Allnosdous and unintended responses o @ mediinal
product snould be consicered adverse drug reactions.
The phrase “responses to 2 mecicinal product” means that
3 causal relationsnip betueen  megicingl product and an
adverse event I at east 2 reasonable possibilty e, the:
relationship cannot be ruled out.

‘Adverse event (A5

Any untoward medical occurrence in a patieht, consumer or
clinicalinvestigation subject adminitered a mecicina!
product, which Goes not necessarly nave to have 2 causal
relationship with i treatment.

An adverse event can therefore be any unfavouracie and
unintended sign (or example, an abrormal lzboratory
fincing), symptom or disease temporally associated with the
use of 2 mesicinal product, whether or not consicered
related to the medicinal product

‘Any untoward mesical occurrence which follows
immunisation, and vhich does not necessarly have & causal
relationship with the usage of the vaccine.

Biological mediines.

Medicines thatare made by lving organisms o cels (eg,
therapeutic proteins)

Biosimilar medidnes

Biological medicines that are ighly simiar {0 areacly
‘3porove biological megicies (the reference or nnovator
megicie).

‘Certre for Acverse.
Reactions Moritoring
(carn)

Medical assessors at CARM review causalty of sponfaneous
case reports, CARM is part o the New Zealand
Pharmacovigiance Centre at the Uriversiy of Otago in
Dunedin,

Case report Altemative e for Incividual Case Safety Report (CSR).
Cavsalty e relationsnip befween cause g effect.

Coundilfor ‘Coundil for International Orqanizations of Medica Scences
Interational (CIOMS) s an international, non-governmental, non-profit

Organizations of
Medical Sciences

orgarisation established Jointly by WHO and UNESCO.

‘An established mesicine (el referred to 352
randfathered mecicine)is one that was n existence in
New Zealand before the Medicines Act 1981

European Meidnes
Agency (EVA)

The EVIA facitates development and access to medicines In
the European Union,evaluates medicine applications for
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marketing auhorisation, monitors the safety of medicnes
cross their lfecycle and provices information to healthcare.
professionals and patients

“an acverse reaction known to be associated with use of tre
megicial product, 3 reflected in the data sheet or label
warning statement.

Incividual case safety
report (C5%)

The complete information provided by 2 reporter at 2
certain point i time to Gescrioe an event or incident of
interest The report can incuge nformation about a case:
involving one subjector 2 group of subjects

Important medical
event (ME)

Medical events that may not oe immediatey lfe-
threatening or resultin death or hosaitaisation but may
Jeoparaise the patient or may recuire intervention to
prevent serious autcomes,

Refer to European guicance document Incusion/exclusion
iteia forthe “Important Medical Events” st (PDF 161 KB, 6
pages)

Medicines Adverse
Reactions Comittee:
(MaRQ)

‘Atechnical scuisory commitiee established under section &
of the Megicines Act 1981 to provide expert advice o the
Director-Generalof Health and Minster of Health on the
safety of approved mesicines

Medicines that consstof died cannads or are products
that contain ingredients tht are extracted rom the.
cannacis plant, They are prescription medidines and, with
the exception of CED (cannabioiol) producs (s defined in
Section 24 ofthe Misuse of Drugs Act 1975), lso controlled
orugs.

Medication error

‘Any unintentional rror in the process of prescrbing,
preparing, dispensing, administering or lnical moritoring
of 3 mecicine incluaing vaccines whle under the control of
3 heaitn care professiona, patient or consurmer:

The digitalsoluton for colectng, storing and processing of
post-market reports of suspected acverse reactions in New
Zeslanc. The catabase and infiel processing of reports s
centred in Medsafe. Te Centre for Adverse Reactions
Moritoring (CARM) assesses srious reports and enters
Medical Warnings,

Non-serious adverse
orug reaction

“An acverse reaction that does not meet the defirtion of @
Serious adverse crug reaction.

Use of an approved medicie different to recommendations
outines inthe prescribing information (for example the.
Gata sheet)

Periodic Beneft-Risk
Evaluation Report
(PoRER)

‘& common standara for periodic beneft sk evalustion
reporting on marketed products. It ncludes 2
compreensive, concise and crtcal analyss of new of
emercing information on the isks and benefits of

sorz
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medicne compiled by the sporsor.
PBRER replaces the Periodic Safety Upciate Report (PSUR).

Quaity defect

Includes but not imited to one or more of the fallowing
attibutes assocated with 2 product fauty manufacture,
contamiration, product deterioraton, Getection of
fasficaton, non- compliance with the product specifcation
il labels or approved product nformaion, aiure of
steity assurance,

Developed by the sponsor for the approval applcation and.
updated during the lftime of the medicie. Induces
information on a medicine’s sfety profie, now s risks wil
be preventad or mirimised in patiens, lans for studies and
other activitesto gain more knowledge aout the safety.
and effcacy of the medidine and measuring the
effectveness of isk-minimisation measures.

I accordance with the ICF quideline E24 a serious adverse

‘event or reaction is any untoward medical occurrence that

atany dose

+ resultsindeatn

+ islfethreatering

+ requires n-patient hospitalsation of resuts n
prolongation of xisting hospitalisation

+ results in persstent or significant disabilfty or incapacity

+ 5.2 congenttal znomaly or irth defect

+_isa medicall important event or eacion.

signal

Information that arses from one or more sources, that
suggests 3 new potentialy causal associaton, or 3 new
aspect of 2 known assocition, between an ntervertion znd
an event or st ofreated events, sther adverse or
benefical, that is Judged to be of sufficiet lkeiio0d to
Justy further acton {o very.

Soliciea report

Reports derived from organised ata collection systers,
which include cincal tral,regisires post-approvel named
patient use programmes, otner patiet support and disease
management programmes,surveys of patients or neaith
care provigers,or nformation gathering on eficacy or
patient compliance

Sponsor

‘an individual, company, insitution, o organisation that s
responsiole for the medicinalprocict in New Zealand,

Soontaneous report

‘An unsolices commurication by a heslthcare professional
or consumer to 2 company, reguiatory authority orotrer
organisation (e, National Poisons Centre) that Gescrioes.
one o more acverse orug reactions in a patient who was
given one or more mesicinal products and that does not
erive from a stucy or any organised data collection
scheme.

Trerapeutic Goods

e TGAIs responsiole for evaluating assessing and
monitoring meicines, mecical Gevices and biologicals
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‘Adminitration (1GA)

Ausiale

Unexpectes aaverse
orug reaction

“an acverse reaction, the nature or severty of which i it
consistent with the applicable oata sheet or label warning
statement,

Unsolicted report

‘Another term for a spontaneous report

World realtn
Organization (WHO)

e directing and coordinating authority for health within
the United Nations system.
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Pharmacovigilance is defined by the WHO as the science and activitis relating to the
detection, assessment, understanding and prevention of adverse events or any medicine-
related problem.

New Zealand is 2 member of the WHO International Drug Monitoring Programme based in
Uppsala, Sweden.

Medsafe has an established pharmacovigilance system for collecting and evaluating
information relevant to the benefit-risk balance of approved medicines in New Zealand.
“This Pharmacovigilance guideline provides information for sponsors about their
pharmacovigilance obligations and responsibiliies for medicines that are approved by
Medsafe and for medicines imported under 529 of The Act. The guideline also includes
recommendations to sponsors that are not currently underpinned by medicines legislation
and provides guidance on best practice of pharmacovigilance,
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2 Legislation

Table 1 provides New Zealarllegislation elating to pharmacovgiance. Sponsors should
read thelegisaton n conuncion with this uidelne.

Legisation

Relevant section(s)

Medicines Act 1981

‘Section 8 Advisory and technical committees

|

‘Section 35: Revocation 2nd suspension of consents
Section 36: Control of established mecicines

Section 41: Duty of importer or manufacturer o report untowar
effects of medicines

Offcal Information Act 1962

Al

privacy Act 2020
F

|)

Pageor
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3 Roles and responsibilities

3.1  Medsafe

Medsafe detects,investigates and takes regulatory action on safety issues of approved
medicines to ensure that the benefit-risk balance remains favourable,

Section 41 of the Medicines Act 1981 requires sponsors to report any substantial untoward
effects of their medicines to the Director-General of Health, Medsafe is the regulatory unit of
the Ministry of Health that has been delegated authority by the Director-General o receive:
these reports

Atthe time of approval of a medicine, the evidence of safety is usually limited. Itis not until
the medicine begins to be used widely that the ful safety profile becomes apparent. For this
reason, New Zealand has a spontaneous reporting programme to gather information on the
post-market safety of medicines.

Post-market reports of suspected adverse reactions to medicines including vaccines that
occur in New Zealand are repored to Medsafe and collected and stored in the NZ.
Pharmacoviglance Database. These reports are a source of safety information.

Medsafe, through the Ministry of Health, contracts CARM to assist with the evaluation of
spontaneous reports. CARM medical assessors evaluate the likelinood of the association
between the adverse reaction(s) described and the medicine(s)/vaccinels) involved for serious
reports. CARM uses the WHO causality assessment critera for this evaluation,

Medsafe detects and/or is notified of potential safety issues relating to medicines from a
number of sources, including New Zealand case reports, sponsor notification of safety issues,
overseas regulatory action and the literature,

After evaluation of the information on a safety issue, Medsafe will decide on the most
appropriate regulatory action to take. This may include:

+ o action at the present time
+ continued monitoring of the situation

+ arequest for additional information o studies from the sponsor to gain further evidence
onthe issue

requesting a data sheet update

an instruction to sponsors to communicate to health care professionals (eg, 2 Dear
Health Care Professiona letter)

Seeking advice from the MARC

publishing a safety communication

suspending the distribution of the medicine while investigations are ongoing

adhvising the Minister of Health to revoke consent for the medicine to be distributed.

S— oz
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3.1.21 Medicines Adverse Reaction Committee
The MARC provides expert advice on medicine safety issues referred by Medsafe. Based on
review of these safety issues, the MARC may make recommendations to manage any fisk of
harm associated with the medicine and improve the risk-benefit profiles of medicines. The
MARC s also provided with  quarterly review of adverse reactions reported in New Zealand.
The Chair and other members of the MARC are experts in various fields of speciast
medicine, general practice, linical pharmacalogy, pharmacy, pharmacovigilance,
epidemiology and nursing. The MARC also holds  position for a lay person (non-health care:
professionl) to represent consumer interests.

Members are appointed for a three-year term, which may be renewed once for a further
three years.

The MARC meets four times a year, with out-of-session meetings as required. Medsafe
provides secretariat support to the committee. Minutes of the meetings and reports
presented to the MARC are published on the Medsafe website. Hovever, Medsafe removes
(redact) nformation provided by sponsors and private information prior to publicaion.

Further information about the MARC is available on the Medsafe website.

‘Section 36 of the Medicines Act 1981 makes provision for a review of the safety o
efficacy of an established medicine. This section of the Act alows the Director-General of
Health to require the sponsor to provide evidence to support the safety or efficacy of the
product. Outcomes of such a review may include imposing conditions on the supply of

the medicine or prohibiting the supply of the medicine.

Medsafe villinform sponsors in writing if  section 36 review vl be conducted. Sponsors will
be requested to provide evidence to support the efficacy o safety of their products) and will
have 60 days to respond before any action may be taken. An extension of this time period
may be alowed i sponsors can provide adequate justification.

Sponsors requiring more information about a section 36 review should contact Medsafe
(emaik medsafeadrauery@heslth govtnz)

Section 35 of the Medicines Act 1981 allows the Director-General of Health to revoke or
Suspend any consent given under Section 20 or Section 23 of the Medicines Act 1981, This
section of the Act may apply for medicines where the safety, efficacy or quality can no longer
be regarded as satisfactory. In practice, the sponsor will be given the opportunity to provide.
information to justify the safety, efficacy, and quality of the medicine, similar o the process.
for section 36.

Medsafe identifies potential safety concerns through a signal management process. f a
safety concern i identified, Medsafe will communicate this to consumers and health care
professionals via a safety communication. There are two types of Medsafe safety
communications: monitoring and alerts.

Monitoring communications outline newly identified safety concerns that are under review
and, on completion of a safety review, may ot require any action. Safety concerns for which

1032
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Medsafe s actively seeking furthr reports display this symbol L. Sponsors should note
these safey concens, and tha no acion i urtently required on their part. This s because,
after an investigaton, Medsae may consider tha thee currently no evidence to support a
link between the adverse event(s) and the medicine.

I contrast to monioring communicatons, Medsafe wil sue an alert commarnication f the
review ofthe safey concern dentifesa causl ik between the acverse event(s) and the
medicine.

Safety communiction: ae publshed on the Medssfe website, Before publication, Mecsafe
will end the sfety commanicstion t the relevant sponsorts) for revien:

32  Sponsors

Medssfe expects sponsorsto have a pharmacovigilance system to collect and review new

safety information on their medicines.

When establishing pharmacovigilance monitoring and reporting systems, sponsors should
follow the guidance in the ICH guideline E2E: Pharmacovigilance Planning.

321 Sponsors’ obligations and responsi
Under section 41 of the Act sponsors have a statutory obligation to report any substantial
untoward effects of their medicines, including safety concems, to the Director-General of
Heaith,

Sponsors should continuously monitor the safety of their medicines and inform Medsafe
of any significant changes to the safety profile, as outlined in this guideline,

Sponsors have a responsibity to

+ notify Medsafe of the person responsible for fufling the sponsors obligations

+ submit ICSR reportsto the NZ Pharmacavigilance Database (sce section 2

+ notify Medsafe when they become aware of safety issues (section

+ ensure that any request from Medsafe for the provision of additional nformation i
answered fully and within the requested timeframe.

3211 Contact person for pharmacovigilance

For all approved medicines, sponsors should nominate a contact person for dealing with
pharmacovigilance matters and reporting to Medsafe.

“This contact person should preferably be located in New Zealand or at least be contactable:
during normal New Zealand business hours. The pharmacovigilance contact person should
have access to the expertise of a medically qualified person when necessary.

Where the contact person i located overseas, Medsafe expects that the contact person wil
keep the New Zealand sponsor informed of pharmacaviglance and qualiy issues.

Send details of the nominated contact person, including name, rol, telephone number and
email address to Medsafe at: medsafeadrquery @health govtnz.

Ifthere are any changes to the pharmacovigilance contact, notify Medsafe as soon as
possible using the same email adress.
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3.2.2 Contractual agreements between sponsors, manufacturers,
importers or distributors
Where two o more companies have an arrangement to market the same medicine (sg, under
their separate company's brand names), each company is responsible for ensuring that they.
meet their regulatory pharmacovigilance obligations. However, sponsors may make
contractual aangements with each other and/or the manufacturer or importer regarding
who will be responsible fo the regulatory reporting of safety matters and the monitoring of
the lterature and reports.

Sponsors should have processes in place to prevent duplicate reporting of the same case
report,

3221 Subcontracting pharmacovigilance functions

Sponsors may choose to subcontract their pharmacavigilance responsibilftes to speciaised
pharmacovigilance organisations. When subcontracting tasks to another provider, the
sponsor should have subcontracts that are sufficiently detailed, up-to-date, and which ciearly
specify the contractual arrangements between the sponsor and the provider. These should
describe the arrangements for delegation, delegated tasks, related interactions and data
exchange, timelines and the responsibiites of each party.

‘The sponsor retains responsibility for ensuring that a pharmacovigilance system i in place.

323 Emergency planning

Medsafe expects sponsors to have plans for dealing with crifical incidents. These may include
product recalls or new urgent safety information that aiters the benefitrisk balance of their
medicines.

3.2.4  Failure to comply with responsibilities and obligations

Ifa sponsor refuses o fals to meet their responsibilftis, consent to distribute their medicine
may be suspended or revoked under section 35 of the Act. Alteratively, the sale of the
medicine may be prohibited or conditions impased on supply of the medicine under section
36 of the Act

ot
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4.1  Collection of reports

The sponsor's pharmacovigilance system shoud allow for collection and collation of all
reports of suspected adverse reactions associated with their medicines from unsolicited and
solicited sources, The system should aso collect sufficient information for the evaluation of
these reports

4.1.1 Validation of reports

Valid ICSRs must contain the four items as shown in Table 2.

Mandatory item Description

Gentiable reporter Craracteised by one or more of the
following:

+ physican, consumer etc,

o initls

+ contact cetal (g, telephione numoer,

adress or emall acres:

Wnenever possile, sponsors shoud collect

the reporter's contact getals n tneir

phammacovigilance system to enable fol

up activiies

‘One singl igentiabie patient Craracteised by one or more of the
following:

initils

patient icentification number

dateof birtn

age or age group.

gencer.

One or more suspect megicines

One or more suspect reactons

Where necessary, sponsors should attempt to follow p cases to obtain information that
meets the minimum criteria for reporting,

If any of these four items is missing from the repor, the case s inyalid and it should not be
submitted to the NZ Pharmacovigilance Database. However, invalid cases should sillbe
recorded in the sponsor's pharmacovigilance system for use in product safety evaluation
activities.
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“This interpretation of vald ICSR aligns with the EMA Guideline on good pharmacovigilance
practices: Annex 1 = Definitions and the ICH quideline E2D: Post-approval data safety.
management.

Sponsors may use any of the following methods to report valid ICSR that mest the reporting
criteria (as escribed in section 44).

43 Timeframe for reporting ICSRs

Sponsors should submitvald ICSRs within 15 calendar days from receipt o the information
(ay zero).

Ifa report was originally classfied as mon-serious’ but follow-up information, such as review
by 2 health care professional, indicates that the case should be reclassified as ‘serious’, the
ICSR must be reported within the 15 calendar days of the ICSR now being a serious report.

44 What to report
441 G

ia for standard ICSRs

Medsafe expects sponsors to report valid ICSRs of serious expected and/or serious
unexpected adverse reactions to any medicine (including vaccines) occurring in a patientin
New Zealand (e the medicine was ispensed, purchased or administered in New Zealand),
evenif the sponsor disagrees with the reporter's causalty assessment.

Spontancously reported adverse events meet the definition of an ICSR, even f the
relationship is unknown or unstated.

Therefore, all spontansous reports of suspected adverse reactions notified by health care
professionals or consumers to the spansor are considered to be ICSRs, unless the reporter
specifically states that the events are unrelated or that a causal relationship can be excluded.
“This interpretation aligns with the ICH guideline E2D: Post-a00roval safety data management.
Sponsors should also report solicited reports where causality assessment conducted by the
sponsor, investigator or reporter indicates a positive correlation
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4.42 Criteria for special situatiohs
4421

ical trials

For adverse reaction reporting requirements for approved and unapproved medicines used in

cinical trials, see the Guideline on the Regulation of Therapeuiic Products in New Zealand:

Clinical trils ~ Regulatory approval and good clinical practice requirements (available on

Medsafe website).

4422 Consumer reports

Sponsors should use the following a5 a guide when they receive adverse reaction reports or

complaints directly from consumers.

+ Regard unsolicited reports received directly from consumers as spontaneous reports
irrespective of any subsequent medical confirmation.

+ Encourage consumers to discuss adverse reaction(s) with their health care professional

+ Sponsors should make every attempt to obtain sufficient information to ascertain the
nature and seriousness of the reaction.

+ Ifthe information is insufficient or incomplete, sponsors should contact the consumer or
obtain permission to allow contact with their primary health care professionl to obtain
additional relevant medical information.

+ If permission to seck further information is denied or expliitly withheld, the sponsor
Should note this in their pharmacovigilance system.

+ Sponsors must document all consumer ICSR reports, and take these into account, when
assessing the safety of their medicines.

+ Additional follow-up may not be necessary for non-serious adverse reactions.

Where the sponsor disagrees with the reasanable possibility of a causal relationship between
the suspected medicine and the adverse reaction reported by a consumer, the ICSR must stil
be reported if it mests the above critera

The opinions of both the consumer and the sponsor shoud be recorded in the adverse:
reaction repor, including the criteria on which the sponsor has mad their assessment.

4423 Adverse events following immun

ion (AEFI)

Sponsors should report serious AEFIs to the NZ Pharmacovigilance Database.

Clusters of non-serious AEFls may indicate a safety issue and should be reported to Medsafe
as specified in section 6.

4424 Reports from the scientific and medical literature

Sponsors should frequently review the scientific and medical literature to identify and record
ICSRs. Reviews should only commence from the fime that the medicine is marketed in New
Zealand, not when the new medicine application is submitted or approved,

Sponsors should review the literature at a minimum of three-monthly intervals.

If multiple medicines are mentioned in the publication, only those that are identified by the
author() as having at least a causal reltionship with the suspected adverse reaction should

6ot
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be considered by the sponsor.
One ICSR should be created for each single identifiable patient, subject to the criteia for a
valid report. Relevant medical information should be provided, and the publication authors)
should be considered to be the primary source(s).

Valid ICSRs, where the serious adverse reaction was reported in the literature and occurred in
New Zealand, should be reported to NZ Pharmacovigilance Database within the standard
timeframe of 15 calendar days (with day zero being the day the case was identified in the
liteature). A reference and/or copy of the publication should accompany the report

4425 Media reports
ICSRs originating from a non-medical source, such as the lay media, should be considered
spontaneous reports.

Sponsors should regularly screen intemet or digital media for suspected adverse reaction
reports. This includes digital media that is owned, paid for and/or controlled by the sponsor.
Sponsors should screen the media at 2 frequency that allows for identification of valid
adverse reaction reports and reporting them within the standard timeframe (see below).
Sponsors may also consider using their websites to faciitate the collection of suspected
adverse reaction reports

If sponsor becomes aware of a suspected adverse reaction report described i any non-
company-sponsored medium, the sponsor should assess that report to determine whether it
should be reported to the NZ Pharmacovigilance Database.

Valid ICSRs, where the serious adverse reaction was reported in the media and occurred in
New Zealand, should be reported to the NZ Pharmacovigilance database within the standard
timeframe of 15 calendar days (vith day zero being the day the case was identified in the
media).

4426 Suspected adverse reactions related to quality defects or falsified medicines

Ateport of adverse reactions associated with suspected or confirmed qualty defects,
incluging adulteration o contamination, or falsified medicines (such as counterfeit or
tampering) constitutes a safety issu and should be reported to Medsafe (see section )

Ateport of a quality defect without an adverse reaction should be reported to Medsafe's
Product Safety Team as soon as possible via email: recalls@health govtnz
4427 Unapproved medicinal cannabis products

Suppliers of medicinal cannabis products should have systems in place to comply with this
Pharmacovigilance guideline.

Valid ICSRs, where an adverse reaction was suspected and occurred in New Zealand, should
be reported to the NZ Pharmacovigilance Database within the standard timeframe.

otz
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Table 3 provides further guidance on how sponsors should respond to valid adverse reaction
reports in other special situations, and what should be reported to the NZ Pharmacovigilance
Database.

Safety concem What to report within 15 calendar days
Lack of therapeutic efect Reports consigered to be serious. Cases that report 2 lack of
therapeuic efect are considered to be serious for:
contraceptives
+ anticiotcs
+ mesicines used in crticalconditions or Ife-trveatening
stuations

+ sole-supply generic medianes.
Use clinica Judgement wnen considering hether o ot to
report other cases oflackof therapetic efect

Ifthe lack of therapeutic ffect report is associated with a
ualty Gefec, report the ICSR directly to Medsafe's Product
Safety Team (and not to the NZ Phamacovigilance.

Datebase),
Wisuse or dbuse Reports with on assocated serious adverse reaction,
Oftabel use Reports with on assocated serious adverse reaction,
Supply of medicines under the Reports ith an unexpected seious aderse reaction.

‘exemptions provisions n secton 25 or
section 29 of the Mecicines Act 1981

Post authorisation studies Reports with 3 serious adverse reaction 210 consicered
relateg oy the principal investigator

Medication error Reports with an associated serious adverse reaction
‘Overdose or occupationsl exposure Reports with an associated serious adverse rection

Period after suspension, revocation of | Reports with 2 seros acvrse reaction

consent to disrbute, or company- ‘Continue to submit reports Up o the date of expiry of the st
iniited removal from the market batch that vas distributed before the distrbution ceased,

443 Downgrading the seriousness of a case report

Avalid ICSR reported by a primary source should not be downgraded to a non-serious
adverse event if a secondary source invoived in the care disagrees with the primary source's
suspicion. Sponsors should record the opinions of the primary source and the secondary
source (or source of follow-up information) in the adverse reaction report, including the
riteria on which the secondary source has made their assessment:
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444 Follow-up reports

The information in ICSRs may be incomplete on first receipt. Incomplete reports should be
followed up as necessary. Follow-up of incomplete reports is particularly important for
prospective reports of exposure during pregnancy, reports of death or for new safety.
Ifincomplete information is received directly from a consumer, spansors should attempt to
contact the consumer directy or obtain consent to contact a nominated health care:
professional for further information.

Ifthe consumer refuses permission to contact @ nominated health care professional, sponsors
should record this refusalin their own pharmacovigilance database. It can also be recorded in
the report, but it i not mandatory to do so.

Where sponsors receive additional information for an already-reported ICSR, sponsors should
quote the reference number and the date of the original report when sending further
information. Sponsors should clearly identify the aditional information being submitted.

4.5 What not to report

Table 4 describes the types of cases that sponsors should not report to the NZ
Pharmacovigilance Database.

‘Sponsors should not report

Non-serious adverse reactors

Cases occurting outside New Zealand, unless the sponsor s aware that the medicine was dsensed
o purchased in New Zealang

Blinged clnical il casesfor approved medicines when the Isentity of the suspected medicine or
the patient has not been igentifies

Solicied reports not consicered o have a causal reationshi

Reports that directsupply of  medicine t0 3 ptient has been terminated, of is 1o longer required
by the patient, unlessthe termination of supplyis associated with a srious adverse event. For
‘example, where the sponsor may be avare when supply of 3 medicine has been terminated, such a5
in compassionate use programmes, named patient use programmes or electronic databzse
monitoring programmes.

All adverse reactions that do not meet the efinition of a serious adverse reaction are
considered to be non-serious adverse reactions. Non-serious adverse reactions should not be
routinely reported regardiess of whether the reactions were expected or not, and regardless
of whether the report was unsolicited or solicited. The sponsor should record these reports in
their own pharmacovigilance database and use them for signal detection and evaluation
activties. These should be included in the PBRER, if one is required.

4.6 Suspected Medicine Adverse Reaction Search

Sponsors can access information on suspected adverse reaction reports in New Zealand
through the Suspected Medicine Adverse Reaction Search (SMARS) database on Medsafe's
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website. SMARS contains anonymised information from reports of suspected adverse
reactions to medicines that were reported in New Zealand.

The SMARS database is updated once a month.

SMARS does not include:

+ any report where the patient may be identified (sg, due to the rareness of the reaction)

+ reports from the last three months (ie, ifthe database was updated in September, the
Search results willinclude cases reported up to the end of May)

SMARS contains information on how sponsors may choose to use the data. See the

Understanding the information in SMARS section and Advice for industry section,

Case reports identified using SMARS shouid not be re-reported to the NZ Pharmacovigilance.

Database. For more information on using SMARS, please contact

medsafeadrquery@health govtnz

4.7 Release of information under the Official Information Act

Occasionally, Medsafe is required under the Official Information Act 1982 to release
information regarding individual case reports. When this occurs, the information is
anonymised so that individuals are not identified. These cases should not be re-reported to
the NZ Pharmacavigilance Database.

oz





image21.png
5 Signal management

5.1  Introduction

The sources foridentifying signals are diverse and include al scientiic information
concerning the use of the medicing, such as qualiy (<. manufacturing data), non-clinical
and cinical data, pharmacovigilance and pharmacoepidemiologic data

Once 2 signal has been identified, investigations are necessary to refute or confirm the signal
and quantifythe risk. These investigations consicer the likelinood that the medicine caused
or contributed to the effect and try to identify risk factors and estimate the frequency of
Medsafe must be notified of safety signals that sponsors are investigating (see section 6.

In order o identify safety signals, sponsors should have a signal management process for
their medicines. Medsafe recommends that sponsars follow the guidance in the EMA
document: Guideline on good pharmacovigilance practices (GVP): Module IX - Signal
Mansgement (Rev, 1) (PDF 284 KB, 25 pages)

52  Signal management process

The signal management process is  set of activities performed to identify whether there are
new risks for 2 medicine, or the known risks have changed. These activities include but are
not fimited tor

+ exemination of ICSRs
+ review of aggregated data from active survellance systems or studies
+ review oflterature information

+ cincal studies

+ prelinical studies.

The process includes allsteps from intial signal detection through validation and
confirmation, analysis and prieritsation, signal assessment, recommending action,
communication, and reviewing the result of any action taken,

There may need to be some flexibility in the sequence of these steps. For example, when a
signa is detected from the results of 2 study, it may not be possible o practical to assess
each individual case study report and validation may require callection of additional data.

However, sponsors should not solely rely on local reports for signal detection,

52.1 Signal detection
Signal detection is the process of looking for and/or identifying signals from any source.
Signal detection is a multidisciplinary approach. As a general principle, signal dtection
should follow a recognised methadology, which may vary depending on the type of
medicine, The detection method shouid also be appropriate for the data set. Sponsors should
consider data from all appropriate sources and have systems i place to ensure the quaity of
the detection activity and timely review of the data. Sponsors should adequately document
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the whole process, including the rationale for the method and the frequency of the signal
detection activity.

522 Signal validation

Signal validation is the process of evaluating the detected signal to determine potential
causality and justfication for further analysis.

“This process considers the clinical relevance of the signal (such s it plausible mechanism),
the seriousness and severlty of the reaction and its outcome, as well as the novelty of the.
reaction. Sponsaors should also consider other factors, such as medicine interactions,
occurrence in various populations and previous awareness of a signal,

Ifitis not possible to validate a signal,further monitoring may provide additional data for
subsequent analysis. Therefore, sponsors should use tracking systems to capture the signal
validation outcome. These systems should includ the reasons why signals were not
validated, information that would faciltate further retrieval of ICSRs and validation of signals.

523 Signal analysis and prioritisation
Akey principle of any signal management process s to ensure that valid signals with

important public health implications are pricritsed for investigation, together with
timeframe for action.

The prortistion process should asses the strength and consistency ofthe evidence (e,
plausiilty), potentia impact on patients, consequences oftreatment discontinuation, ciical
Contextof the suspected acverse reacion (e, Jwhether the associaion suggestsa clical
syncome that may include other reactons), public heaith impact, increase requency or
severity of  known advers reaction and stage ofthe product Ife cyce

Medicines with high media or stakeholder interest may also need to be prioritsed.

524 Signal assessment

Signa assessment further evaluates a validated signal to determine if there is a necd for
aditional data collection or reguiatory action.

Assessments should be 2s complete a5 possible and include all available information from
pharmacological, non-clinical and clinical data, and other sources, Other information sources
include the application dossier, lterature articles, spontaneous reports, expert consuitation
and information held by sponsors or the regulator. The search for information to assess the
significance of a signal may need extending to other products of the lass and to other
adverse reactions (i, @ broader level assessment).

If any stage of the signal assessment supports the conclusion that a potential risk s present,
sponsors should take appropriate action to prevent or minimise the risk in a timely manner.

53  Outcomes of signal management process

Following the signal management process the sponsor should consider what action is most
appropriate, including:

+ o further action necessary.

+ periodic review of the signal
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+ requesting additional information to confirm plausible links
+ post-market safety studies
+ updating product safety information

+ taking immediate measures (temporary or othervise) including voluntary suspension of
distribution by the sponsor, or the possibiity of imposed suspension or withdrawal of
consent

+ communicating to health professionals.

Sponsors should propose an appropriate timeframe for initiation or completion of the action,
including requirements for the provision of progress reports and interim results.

5.4  Quality requirements

Sponsors shouid build quality system requirements into thei signal management process.
This allows clear descriptions of the tasks required, the roles, responsibiliies and expertise
of personnel, and enables system improvement. It also faciltates the recording, tracking,
and documentation of allvalidation, prioritiation, assessment, fmelines, decisions,
actions, plans, reporting and other key steps.
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data sheet and/or other risk mitigation strategies
+ quality-related safety issues that are not considered to be significant safety issues

+ safety-related changes requested by recognised regulatory authorities

62 How toreport

Sponsors should report safety issues to Medsafe by email(except in circumstances where
submission of a Changed Medicine Notification (CMN) is considered appropriate for
notification for other safety issues s outlined in section 63.2).

. Emsit  medssfeschuen@hesithgovtnz
6.3 Timeframe for reporting safety issues

Note that all reporting timeframes include weekends and public holidays.

63.1 Significant safety issues

Sponsors must report significant safety issues to Medsafe wit

632 Other safety issues
Sponsors must report confirmed other safey fssues iz, 3 safety investigation by the sponsor
is completed and action i to be taken) to Medsafe within 30 days via email I changes to the
data sheet are planned, Medsafe may be notfid through a Changed Medicine Notfication
(CMN) submission a5 opposed to email,within the same timeframe (see section 63.2.1),
Medsafe doss not need to be notfied of completed safety investigations for other safety
issues which have been refuted by the sponsor, However, i the other safety issue has ben
confirmed by a recognised regulatory authority, the sponsor must notfy Medsafe vithin 30
days of the sponsors completed safety investigation

63.2.1 Submission of a Changed Medicine Notification for data sheet updates for
other safety issues.

When the CMN is submitted, sponsors must submit supporting information for the proposed

changes, such as the clinical overview for the safety issue and the company core data sheet,

Medsafe may also issue a request for further information (RF]) to the sponsor as part of the.

CMN evaluation, especially if the supporting information is nt suffcient to support the.

proposed data sheet changes.

For more information on CMN:
+ refer to Guideline on the Requlation of Therapeutic Products in New Zealand: Changed
Medicine Nofifiations and Non-Notifisble Changes (PDF, 316 KB, 18 pages)

+ download the Changed Medicines Notification Forms from the Forms and Templates
Section of the Medsafe website:

+ contact medsafeapplications @healthgovtnz if you are unsure of the CMN category.

" Recogrised regulatory authorites are Gefined in section 54 of the Guigeline on the Reguistion
of Therapetic Products in New Zealang: New Medicine Applcations (PDF, 1,234 KB, 43 pages).
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6  Safety Issues

6.1 Introduction

It a statutory requirement that sponsors must report any untoward effects for their
medicines and indicate what action they are proposing to take on these issus.

Medsafe interprets ‘untoward effects’as any safety issue relating to the medicine.

Safety ssues may be identified in ongoing or newly completed clinical trils, post-registration
studies, non-clinical stuclies, spontancous reported or in published scientific terature in any.
part of the worid. In addition, communications from regulatory authorities or within the
media.

Sponsors must report safety issues to Medsate for their medicines with consent for
distribution (e approved medicines) in New Zecland.

Sponsors of innovator products must notify Medsafe of any safety issues. However, ifthe.
innovator product is not marketed in New Zealand or the approval has lapsed, then
notification to Medsafe s not required. In his situation, the sponsor of the PHARMAC-
funded generic product must notiy Medsafe of any safety issues.

Appendix 1 provides a summary flowchart for reporting of safety issues to Medsafe,

6.1.1 Significant safety issues

Significant safety ssues are those that sponsors are aware of that require rgent attention by
Medsafe because of the potential major impact on the benefit-risk balance of the medicine.
and/or on patients’or public health, and the potential need for prompt regulatory action and
communication to patients and healthcare professionats

Types of significant safety issues include:

+ those that may led to withdrawial from the market, change of an approved indication or
which may lead to 2 contraindication

+ serious quality-related safety issues that are an immediate fisk to public health,including
adulteration, contamination or falsified medicine,

Sponsors should use their professional judgement to determine whether a safety issue is

significant. This includes assessing the impact on the medicine's safety, benefit-risk balance

and/or implications for public health

6.1.2 Other safety issues

Other safety issues are those that do not require urgent attention from Medsafe.

These safety issues are unlikely to significantly alter the benefitrisk balance of the medicine.

Types of other safety issues include:

+ signals interally assessed by the sponsor that resultin updates to the company core
data sheet and/or other risk mitigation strategies

+ quality-related safety issues that are not considered to be significant safety issues

20z
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7.1 Periodic Benefit Risk Evaluation Reports (PBRERS)

PBRERS aid both the sponsor and the regulator in maintaining confidence in the benefit-risk
balance of the medicine based on the regulatory options currenty imposed (eg, approved
indications, warnings, labelling) and those yet available (eg, imiting the indications,
expanding warnings and precautions, creafing contraindications, rescheduling, re-labelling or
restricting use to a subset of the population).

7.1.1 Submission of PBRERs
Medsafe recuires sponsors to routinely submit PBRERs for the products described in Table 5

Vaccines that are incuded in the routine New Zealand National Immurisation
Schedule

‘IH

Mecicines where 2 specific requirement for the submission of PBRERS nas been
imposed 2 2 condltion of approval

“any other mecicines speciical requested by Medsate ff closer moritoring of s
safety i required

For vaccines that are funded for only a small group of patients and are not on the rautine
National Immunisation Schedule, there is no need to routinely subrmit PERERS.

PBRER should be subitted in line with the European Union reference date (EURD) st If the
PBRER was produced for another jurisdiction, such as the TGA, sponsors may use the
reporting timeframe of that jurisdiction

Medsafe vill acvise sponsors when routine submission is no longer necessary.

I situations where an approved medicinal product becomes marketed in the future,
retrospective submission of PBRERS i not required.

Medsafe does not require routine submission of PBRERS for other medicines. However,
sponsors may routinely subrmit PBRERS for al their medicines if they wish to do so.

7.2 Format of a PBRER

Sponsors should use the ICH guideline E2C (R2): Periodic benefit-risk evaluation report when
preparing PBRERS. A PERER that has already been prepared for submission in Europe is
acceptable.
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7.2 Risk Management Plans (RMPs)
Medssfe does notrequir routine submisson of Risk Management Plans (RMP3),

However, Medsafe may request the RMP for a specific medicine during the evaluation of a
new medicine application as a condition of approval or in response to a safety issue.

If Medsafe requests the RMP, the European format as described in the guideline
EMA/838713/2011 Rev. 2, Guideline on good pharmacovigilance practices (GVP): Module V=
Risk management systems (Rev. 2] (PDF 569 KB, 36 pages), is acceptable, There is no.

requirement to submit 2 local annex with the RMP, unless specifcally requested by Medsafe.
Sponsors may also submit RMPs outside of these circumstances for ll their medicines i they.
wish to do so.

7.3 Risk management tools

Some risk management tools, such as safety communications and educational materials, may
alreadly be included in RMPs. When RMPs include safety communications or other
educational materials, these should be made available to Medsafe before distribution of the
material.

Where the RMP is not routinely submitted o available, sponsors may separately provide
safety communications and educational material to Medsafe, as described in section 8.
7.4 How to submit a PBRER or RMP

To submit a PBRER or RMP, sponsors can:

+ upload the document to Medsafe's electronic fle transfer (EFT) system, If using the EFT
system, please also notify medsafeadrquery@health govtnz

+ emailthe document directly to medsafeadrquery@healthgovtnz.
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8  Safety Communications

8.1 Introduction

There s likely to be increased public interest when new safety concerns arise. High quality
safety communication can support public confidence in the regulatory system by providing
timely, evidence-based information.

Safety communications should deliver elevant, clear, accurate and consistent messages using
the appropriate level of language for the target audience, Sponsars should follow these
principles:

+ betransparent and open about what i known and not known
+ provide information on risks in context to benefits

+ provide appropriste quanitative measures for risk comparisons
+ Include any recommendations on managing fisks

+ use a range of different and appropriate means of communication for the different
audiences.

8.2 Dear Healthcare Professional letters

Information that impacts  change in the severiy or incidence of adverse reactions in the
general population or a specific section of the population may require a letter to health care:
professionals and relevant organisations (g, Te Whatu Ora, pharmaceutical wholesalers
pharmacies, professional societies) o advise them of the overall impact on safety. Common
examples of changes that should be communicated are the imposition of new warnings,
precautions, contraindications, a imitation of indications or restrction on use.

Medsafe recommends that sponsors follow the guidance i the EVIA guideline
EMA/1184654/2012 Re 1, Guideline on good pharmacovigllance practices (GVP): Module XY
= Safety Communication (Rev. 1) (PDF, 189 KB, 20 pages),

Use the template in the EMA' guideline for Dear Health Care Professional (DHCP) leters.
Medsafe recommends that sponsors send lrafts of DHCP letters relating to
pharmacovigiance isues to Medsafe for revew, and the fina wording should b agreed
priorto istrbution, to ensure that the safety issue has been approprately covered and
managed.

DHCP letters may be published on the Medsafe website, with the sponsor’s agreement.

8.3 Other safety communications

Sponsors may choose to place risk minimisation and safety communications about their
medicines in bulletins and newsletters, company websites or using internet-based or social
media communications.

Medsafe recommends that before doing 5o, sponsors should consider invalving consumers
and health care professionals in preparing and fid-testing their communications in order to
ensure that the scientific evidence supporting the safety messages are casily and clearly
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understood by the target audience(s).
Before publication or distribution, Medsafe recommends that sponsors send any
communication materials relating to medicines safety to Medsafe for review
8.4  Other educational materials

Before publication or distribution, Medsafe recommends that sponsors send any educational
materials (eg, publications, brochures,fiyers) relating to medicines safety to Medsafe for
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9  Best Practice Guidelines

9.1 Other New Zealand guidance
The following New Zealand guidance documents may also be of interest to sponsors.
 Megicines New Zealand: Code of Practice (edition 17) (PDF, 1,141 K8, 64 pages)

 National Ethics Advisory Committee: National Ethical Standards for Health and Disability
Research and Qualty Improvement (PDF, 4,643 KB, 250 pages)

+ Pharmacy Council of New Zealand: Code of Ethics 201 (PDF 911 KB, 17 pages)
« Megical Council of New Zealand: Good Medical Practice:

92 International best practice guidance

In addition to the documents already mentioned in this guideline, the following international
guidance documents may be of interest to sponsars.

EMA Guidelines on Good Pharmacovigilance Practices (GVP):
 Module V - Risk management systems (Rev. 2) (PDF 569 KB, 36 pages)

 Modue VI - Collection, management and submission of reports of suspected adverse
reactions to medicinal products (Rev. 2) (PDF 2,066 KB, 144 pages)

ICH Guidelines:
 ICH E20: Post-approval safety data management
« ICH E28 (R3): Electronic transmission of individual case safety reports (ICSRs) - data

elements and message speciication - implementaton guige regortz

+ CH E2A: Cinica safety dta management.defntons and standards for xpedited
reporting |

Therspeutic Goods Adminisraton:

« Pharmacovigilance responsibilties of medicine sponsors: Australian recommendations
and requirements
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