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Disclaimer

The information provided and the opinions expressed in this
presentation are the sole responsibility of the speaker.

The information provided is based on my almost 20 years of
work at the WHO, out of which many were dedicated to
coordinating work for strengthening regulatory capacity. This
experience and my present experience working with vaccine
manufacturers led to the comments and conclusions
expressed.



bjectives of the regulatory oversight of
medicines including vaccines

A Facilitate accesgo neededmedicineswhile ensuring their
guality, safety and efficacy

A Exercisecontrol over the medicinesthat are marketed in the
country through registration, to prevent to the extent possible,
the circulation of substandardor evencounterfeit products

A Ensurethat medicinescirculating in their territories are of
standard quality, aresafeand effective

A Be able to monitor occurrence of adverseesactions, investigate
them and introduce necessarycorrective measures(if
applicable)

A Be able to monitor thequality of products oncethey are
Introduced in the market and throughout their lifecycle
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The Regulatory System

A Definesthe responsible Institutions as well astheir
respectivefunctions, roles and organizational structure

A Definesthe scope ofproducts covered

A Thelegislation, atdifferent levels, (law, regulations,
decreeg provide the legalframework on which the
regulatory systemis built .

A Thehighestlevel is representedby the law, which provides
the overall and very generalguidance.Regulations decrees
procedures, etc provide increasedlevel of detall as to the
way in which the systemworks.
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The Regulatory System (2)

Every effort should be doneto developa «<ROBUST»
regulatory systemthat will take into account
different situations and conditions of use of the
vaccines

Different provisions embeddedin the regulatory
framework are required to provide the necessary
flexibility to achievethis

Transparency well defined and published processes
and proceduresapplied in a consistentmanner,
establishedfees etc are keyelementsof arobust
system
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The Regulatory functions

Sixfunctions have beendentified as important for the
regulation of vaccines

However,
V not every country needsto developthem all

V Strategiesusedby countries toensure adequateperformance of
eachfunction may vary (different routes lead to Rome).

Theaim is to exercisean effective and efficientegulatory
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guality, safety and efficacy.
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Summary of recommended functions

Producing countries: All six critical functions need to be
established

Non- producing countries procuring vaccinesthrough United
Nations procurement agenciesneedto establishMarketing
Authorization and PostMarketing Surveillance

Countriesprocuring vaccinesdirectly needto establish
Marketing Authorization, PostMarketing Surveillance, ot
release andlaboratory access

All countries that are target to performance ofclinical trials
needin addition to establish Authorization and Monitoring of
Clinical Trials




Increased complexity of vaccine products
implies increased complexity in regulatory
approaches

Review of new vaccineproducts requires amongothers

A Specificexpertise in theproduct and in thetechnology usedfor
production

A Specificexpertise for review of non-clincal and clinical data for the
specificvaccine in question

A Testing capacitydifficult to establishand very costly

A Risk benefit assessments part ofproduct evaluation

A Reviewof risk management plans

A Specificpharmacovigilancecommitments or phase IV studies

A Ability to assesshe P_otential Public Health Impactparticularly for
vaccines forwhich efficacy may be lower than generally observed

A Understandingof Quality by Design concept fomell characterized
products

A Understandingof adaptiveclinical trials concept
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Regulators worldwide are challenged

There is consensusamongregulators globally, particularly from
well developedregulatory agenciesthat not a single agency has
the required resources to address all the relevant requlatory
aspects for all product categories; and therefore collaboration,
information sharing and worksharing become essential.

Avoidanceof unnecessarytesting is consideredcritical

Avoidanceof redundant inspections ofmanufacturing facilities is
consideredcritical

Trend is to focus onrisk benefit equation, potential public health
Impact of the intervention andmeasuresto monitor quality, safety
and efficacyand to minimize risks
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VACCINE
CATEGORY

INDIGENOUS

WHO

recommended

ey IMPORTED NON-
VEEEITE PREQUALIFIED

licensure

IMPORTED
PREQUALIFIED

PRODUCING PROCURING
COUNTRY COUNTRY

Full CTD dossier review: required Not applicable
Ability to test: required

Inspection of facilities: required

Performant system to monitor safety and

efficacy after licensure: required
Recommendation: Ability to evaluate the

product in full, including establishing
testing capacity and performing regular
inspections of facilities

A performing post-marketing surveillance
system is critical.

Full CTD dossier review: may be needed or not depending on maturity
of the NRA in producing country (if licensed there) and/or that of the
NRAs in other countries where the vaccine may have already been
licensed. Need to review clinical data to ensure relevance to
indigenous population and programmatic needs.

Ability to test: Not necessarily required. Based on release certificate
by licensing authority, testing not needed. Access to a laboratory able
to test a specific vaccine in case of problems

Inspection of facilities: Not necessarily required. Access to GMP
certification by licensing NRA, use of CPP or access to inspection
reports from licensing or other NRAs should suffice.

Performant system to monitor safety and efficacy after licensure:
required

Recommendation: Need for full CTD review depends on maturity of
NRAs that have already licensed the product including that of the
producing country if relevant. Testing and inspection should be
avoided unless under special circumstances. A performing post-
marketing surveillance system is critical.

PROCURING
THROUGH UN

Not applicable

Not applicable

Full CTD dossier review: Not required. Full review performed by NRA in country of origin plus WHO PQ,
Ability to test: Not needed. Continued compliance with specs monitored by WHO PQ and NRA in country

of origin. Data available on request

Inspection of facilities: Not needed. GMP compliance monitored by NRA in country of origin and WHO

PQ

Performant system to monitor safety and efficacy after licensure: required

Recommendation: Implement a facilitated and expedited procedure for registration of this category of
vaccines. Focus resources in establishing and sustaining a performing post-marketing surveillance

system-



VACCINE PRODUCING PROCURING PROCURING
CATEGORY COUNTRY COUNTRY THROUGH UN

INDIGENOUS Full CTD dossier review: = Notapplicable Not applicable
required
Ability to test: required

\Wigl® Inspection of facilities:

recommended required
approches to

vaccine Perf(.)rmant svstem to
licensure monitor safety and

efficacy after licensure:
required

Recommendation: Ability
to evaluate the product in
full, including establishing
testing capacity and
performing regular
inspections of facilities

A performing post-
marketing surveillance
system is critical.
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VACCINE PRODUCING PROCURING PROCURING
CATEGORY COUNTRY COUNTRY THROUGH UN

IMPORTED NON-  Full CTD dossier review: may be needed or not Not applicable
PREQUALIFIED depending on maturity of the NRA in producing

country (if licensed there) and/or that of the NRAs
in other countries where the vaccine may have
already been licensed. Need to review clinical data

WHO to ensure relevance to indigenous population and
recommended programmatic needs.
approches to Ability to test: Not necessarily required. Based on
vaccine release certificate by licensing authority, testing
licensure not needed. Access to a laboratory able to test a

specific vaccine in case of problems

Inspection of facilities: Not necessarily required.
Access to GMP certification by licensing NRA, use
of CPP or access to inspection reports from
licensing or other NRAs should suffice.
Performant system to monitor safety and efficacy
after licensure: required

Recommendation: Need for full CTD review
depends on maturity of NRAs that have already
licensed the product including that of the
producing country if relevant. Testing and
inspection should be avoided unless under special
circumstances. A performing post-marketing
surveillance system is critical.

Dr. Nora Dellepiane- Consultant on Quality and Regulation of Biological Products



WHO

recommended

approches to
vaccine
licensure

VACCINE
CATEGORY

IMPORTED
PREQUALIFIED

PRODUCING PROCURING PROCURING
COUNTRY COUNTRY THROUGH UN

Full CTD dossier review: Not required. Full review
performed by NRA in country of origin plus WHO PQ,
Ability to test: Not needed. Continued compliance with
specs monitored by WHO PQ and NRA in country of
origin. Data available on request

Inspection of facilities: Not needed. GMP compliance
monitored by NRA in country of origin and WHO PQ
Performant system to monitor safety and efficacy after
licensure: required

Recommendation: Implement a facilitated and expedited
procedure for registration of this category of vaccines.
Focus resources in establishing and sustaining a
performing post-marketing surveillance system-
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WHO NRA strengthening activities

For non-producing countries the focusis on Marketing
Authorization and Postmarketing surveillance

A Relianceon WHO PQs requested Use oExpedited
procedure for review of imported prequalified vaccines has
beenpromoted in pastyears(WHO/IVB/07.08).

A Now replaced byCollaborative procedure between the
World Health Organization Prequalification of Medicines
Programmeand national medicines regulatory authorities
In the assessment and accelerated national registration of
WHO-prequalified pharmaceutical products and vaccines.

http://www.who.int/immunization_standards/vaccine_quality/collab
_reqistration_rev2july2014.pdf

A Full developmentof post-marketing surveillance system
Including reporting, case investigation, communication and

corrective actions.



http://www.who.int/immunization_standards/vaccine_quality/collab_registration_rev2july2014.pdf

Experience with use joint review
approach to facilitate registration

Men A example

A Emergency vaccine eligible for fast track registration in India, fast
track prequalification and registration in countries using the
expedited review procedure

A Training for implementation of the procedure provided t026
Céourll_trlhe)s through two joint review workshops ( in French and
nglis

A Participants requested WHO to share the PQ reports and some
requested to receive CTD for filing/practice

A Upon return to home countries, expected to register the vaccine
within 30 days

A Actual timeframes varied betweer3 months and34 months. A few
have not yet completed the registration process

A Nevertheless vaccine was introduced in all countries as planned.
Registration waiver???
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Experience with use of joint review
approach to facilitate registration (2)

IPV example

A Information on endgame strategy for polio eradication
provided to countries (MOH) by WHO, UNICEF and GAVI
through their DGs in 2013

A Information provided to NRAs on proposed IPV licensure
strategy provided by RSS coordinator early 2014, with
request of expression of interest in receiving support for
registration using either collaborative procedure or
Independent review procedure

A Third communication sent to NRAs that agreed to
participate with TORs and commitments to be met, m@014

A Workshops for the actual joint of the vaccine data conducted
In October and November 2014
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Experience with use of joint review
approach to facilitate registration

IPV example

A Information from heads of NRAs did not cascade down to
reviewers participating in workshops

A Files were not always sent to countries in timely manner

A Participants appreciated the technicalscientific support
provided by WHO and the producing country NRAs

A Participants appreciated the opportunity to discuss directly
with manufacturers the questions raised during the review

A Participants could not fully commit to prompt registration
based on the reports produced during review meeting
because of a variety of reasons
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Reasons provided by participants that
limited the success of the JR exercise

IPV example

A Participants informed WHO Secretariat that files should be
submitted by the manufacturer through the official channels in
order to proceed with the registration procedure

A Official channels means submission through national agents
Al EEEREATI AEATTAI O 1AAI O Al O A
OPAAEZLZEA OANOEOAI AT OO0 jet®)8C8 |

A Some countries communicated that their country procedures

Included inspection and testing and they did not know if these
would be waived

B
A A A

A Timelines remained unclear, in part because manufacturers had
not in all cases submitted the files in advance to the meeting
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Lessons learned
Main achievements observed

Jointreview meetingsseemto
V Provide a goodplatform for information sharing,

V Acceleratethe processof strengthening the expertise ofreviewers in
receiving countries,

V Help establishingtrust amongregulators in a specificarea orregion,
V Facilitate collaboration and networking amongregulators

V Presenceof manufacturers and ofproducing country NRAsat the IPV
joint reviews helpedresolve questionsthat otherwise would havetaken
long for resolution

Joint reviews are necessary but not sufficient to facilitate and

accelerate approval and registration of vaccines in receiving
countries
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Lessons learned
Main shortcomings observed

A Inefficient internal communication within NRAs(cascadingfrom
management totechnical staff)

A Failure by manufacturers to submit dossiers intimely manner
A Additional country specificrequirements

A Impo[sing submissionand communicationthrough national
agents

A Commitmentto usingonly the report from joint review meeting
could not be assuredby all countries

A Timelines for registration unclear (ill -defined, non transparent
process

A Unclearif legal framework allowed for reliance on WHO PQ to
facilitate registration
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Constraints observed in some countries as

To o Do To Do Do D Do Do Do Do o

reported by manufacturers

Application form prior to submission, variety of formats
Testingimposedas part of registration process
Prior approval in a «eferencecountry» in order for submissionto be accepted

Stab_ilit)é data for three consecutivelots, extensive real timestability data
require

Requirements for country specific artwork that needs to be approved by the
national regulatory authority

Compliancewith National Pharmacopoeias
License offacilities prior to product registration
Variability in dossier format,including country specificrequirements

Localclinical trials_are mandatory in somecountries for initial registration but
alsofor variationsGapproval

One site perlicense
Repetitive GMP inspections
Repetitive testing of product
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Approval of variations

Scenario A. Manufacturers wish to apply for registration with the

I AOAOO OOAOOEI T 6 1T £# OEA POl AOAO8 3
approved in country of origin and therefore in many cases cannot

be submitted to third countries until approved by the producing

country NRA. This delays implementation of changes.

Scenario B. There are countries where the manufacturer may

submit a file containing the variation even If not yet approved in _
AT O1 OOU 1T &£ 1T OECET h EI OOAE AAOAO ¢
to be maintained for an uncertain period of time, which creates

difficulties for management of stocks and production lines




Summary of constraints

A Inadequate and/or rigid legislation that does not allow for
flexibilities as required based on scientifically sound reasons. Lack of
provisions for reliance on work performed by others including in
cases where the products are needed on an emergency basis

A Technicalor scientific limitations, where the necessary resources
and expertise for an adequate evaluation may not exist or be
iInsufficient, and inadequateuse of already available knowledge
about the product

A Somecaseswhere specificrequirements are imposedas part of the
registration processevenif the capacityto perform suchactivities is
not establishedor the activity is not required (e.g testing, local
clinical trials)

A Cumbersome, inadequate or not fully defined procedures leading to
Inconsistent and lengthy registrationprocesses.

A Lackof transparency about proceduresin place
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POTENTIALLY USEFUFUL
INTERVENTIONS

V Availability of guidance documents (model regulatory framework, model
process for registration), WHO is best suited for this.

V Training provided to facilitate implementation of the guidance, WHO and
other partners

V Further efforts towards alignment and harmonization of requirements,
mostly through networks, economic blocks agreementtc

V Collaboration between regulators (reliance and recognition including
mutual recognition) through networking initiatives

V Technical/scientific expertise provided joint review activities, twining
between NRAs and othemeans

V Roleof manufacturersto suggestoptions for improvement
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Questions to the audience

A What opportunities are there to ease the procedures and to
Improve timeliness for marketing authorization of
vaccines?

A Are there any specific initiatives that manufacturers can
take to help?

A How would you propose to foster alignment among
regulators across the world?

A Are there any specific aspects in which the WHO could
help?
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