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— Risk of continued VDPV2 circulation
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Background: SAGE Recommendations in
October 2015

2015, 90, 681-700

¥
{
N

—-—=F

%@) \, World Health
30 Organization

Organisation mondiale de la Santé 11 pecemser 2015, soth veaR 1

Contents

681 Meeting of the Strategic
Advisory Group of Experts on
immunization, October 2015 —
conclusions and
recommendations

Sommaire
681 Réunion du Grouy

stratégique consultati
dexperts sur la vaccinatic

WORLD HEALTH
ORGANIZATION
Geneva
ORGANISATION MONDIALE
DE LA SANTE
Genéve

Annual subscription / Abor
Sw.fr./ Fi.5. 346 -

122015
ISSN 0049-8114
printed in Switzerland

No. 50, 2015, 90, 681-700
http://www.who.int/wer

Meeting of the Strategic
Advisory Group of Experts
on immunization, October
2015 - conclusions and
recommendations

The Strategic Advisory Group of Experts
on immunization (SAGE)' met on
20-22 October 2015. This report summa-
rizes the discussions, conclusions and
recommendations.” For the malaria
session, SAGE was joined by the Malaria
Policy Advisory Committee (MPAC) and
the conclusions and recommendations
concerning malaria vaccine are those of
both committees.

Report from the WHO Department
of Immunization, Vaccines and
Biologicals

The core message of the report, “closing
the immunization gap”, is reflected in
most of the following activities.

The report addressed vaccine research
coordinated by WHO, highlighting unprece-
dented contributions in the development
of Ebola vaccines, emphasizing collabora-
tive efforts, adaptation of traditional
research and  development models,
compressed timeframes and innovative
partnerships. The report flagged the
Global Vaccine & Immunization Research
Forum,® which will be held in March 2016.

The report highlighted global progress
made on increasing vaccination coverage
including reaching 90% coverage with the
first dose of diphtheria-tetanus-pertussis
(DTP)  containing vaccine globally.
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Réunion du Groupe
stratégique consultatif
d’experts sur la vaccination,
octobre 2015 - conclusions et

recommandations

Le Groupe stratégique consultatif d’

sur la vaccination (SAGE)’ t réuni d

22 octobre 2015. Le présent rapport résume les

ussions, conclusions et recommandations

quelles il est parvenu.? Le Comité de pilo-

de la politique de lutte antipaludique
(MPAC) s'est joint au SAGE pour la session
consacrée au paludisme: les conclusions et
recommandations relatives au vaccin antipa-
udique émanent donc de ces deux Comités.

Rapport du Département Vaccination,
vaccins et produits biologiques de
I'oms

Ce rapport est essentiellement axé sur la
nécessité de combler les lacunes de la couver-
ture vaccinale, message qui est reflété dans la

plupart des activités mentionnées ci-dessous
Le rapport évoque les travaux de recherche
vaccinale coordonnés par I'OMS, soulignant
es contributions sans précédent apportées au
développement des vaccins contre Ebola, dans
i contexte de collaboration, d’adaptation des
modeles traditionnels de recherche et déve-
oppement, de compression des délais et d’éta-
blissement de partenariats novateurs. I
indique en outre que le Forum mondial de
recherche sur les vaccins et la vaccination® se

iendra en mars 2016.

Le rapport souligne les progrés réalisés dans

tier en matiere de couverture
-1 partic
e dose

le monde

vaccinale, notan

¢ que la couver-
1 vaccin antidiph-

ture par la pre

térique-antitétanique-anticoquelucheux (DTC)

http:/iwwwawh
accessed Octaber 2015,

* The complte set of presentations and background materials
used for the SAGE meeting of 20-22 October 2015 together
with the fist of SAGE members and the summarized declara-
tions of interests provided by SAGE members are available

ization/policylsageffrr: consulté en

at nt/imn
october/en/index.html; accessed October 2015,

3 see http/wwwwho.invimmunization/research/forums_and.
initiatives/guirf

Voir http:/www.who.intimmunizationresearch/forums_and_initia-
tves/girfien
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SAGE reaffirmed that withdrawal of
OPV2 should proceed in April 2016 even
in the event of further change in IPV

supply

SAGE concluded the public health risks
associated with the continued use of the
type 2 component contained in tOPV
outweigh the risk of new VDPV2
emergence after use of OPV2 is stopped.

SAGE requested Polio WG to provide
urgent guidance on optimal
management of IPV supply and
mitigation of other risks in case the IPV
supply is further reduced 3



Polio WG Discussions

* Following up on the SAGE recommendations, the
WG met on 19-20 January 2016, had a conference
call (3 March 2016) and exchanged e-mails to:

— appraise the current epidemiology of cVDPV2

— examine the status of preparation for OPV type 2
withdrawal (esp. IPV supply situations)

* |t also started discussions on the roadmap for
SAGE discussions and recommendations on future
polio immunization policy



WG discussion and Recommendations:
cVDPV2 Epidemiology



Risk of cVDPV2

The WG acknowledged the progress made in eliminating persistent
cVDPV2 in Pakistan and Nigeria (i.e. no case since May 2015)

The WG judged that the response to the VDPV type 2 outbreak in
Myanmar is adequate. However, the WG was concerned about the
situations in Guinea and DRC. The WG recommends that:

— The program intensify programme surveillance in Guinea and
its neighbouring and recently Ebola-affected countries of Sierra
Leone and Liberia.

— The outbreak response in Guinea and DRC should continue, if
needed, with mOPV?2 after the switch

To ensure all type 2 polioviruses are notified under the
International Health Regulations (IHR), the WG agreed that WHO
should amend and broaden the WHO surveillance case definition
to include type 2 Sabin in addition to (all types of) wild and
vaccine-derived poliovirus after 1 August 2016.



WG discussion and Recommendations:
Country Readiness Criteria



Country Readiness Criteria: WG
Assessment

* The WG acknowledged the strong and sustained
progress toward addressing the readiness criteria for
the tOPV-bOPV switch, including the completion of
phase | for WPV2/VPDV2 in most countries, under the
Global Action Plan for Containment (GAP IlI)

* The WG expressed concern that the IPV supply
shortage will likely persist into 2017/18, and endorsed

the program’s proposal to prioritize IPV supply to Tier
1 and 2 countries

* The WG encourages countries to consider the use of
two fractional intradermal (ID) dose of IPV in the
routine immunizations to address IPV shortage



Two fractional doses versus one full dose
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Introduction: Inactivated poliovirus vaccine (IPV) introduction and phased oral poliovirus vaccine (OPV)
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ABSTRACT

BACKGROUND
To reduce the costs of maintaining a poliovirus immunization base in low-income
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SAGE Recommendations in relation to IPV
Shortage

* Given the urgency of the situation,
SAGE issued a statement in March
2016:

n February and March 2016, the two main 1PV suppliers (i.e. Bilthoven Biclogicals and Sanofi Pasteur] informed
'WHO/UNICEF that they will substantially reduce or delay the guantities of IPV supplied im 2016 and 2017, due to 3 0

technical challenges in scaling up 1PV bulk production and the associated quality control testing and releases. This — SA G E r e - a r m e I ts O Ct O e r

has created significant delays in IPV introduction and shortages of supply in many countries.

SAGE POLIO WG DISCUSIONS . .

The SAGE WG closely reviewed the IPV supply situation during a conference call held en 3 March 2016 as well as C O n C u S I O n t a t t ( W I t C

wia email in response to the further details provided on 7 March 2016.

. .
‘While the SAGE WG expressed concern that the shortage may cause serious disruption im many countries, it h I d d A I 2 O 1 6
unanimously reaffirmed that the public health risks associated with the continued use of the type 2 component S O u p r O C e e I n p r I ’
contained in tOPY outweigh the risks of new VDPV2 emergence after the global withdrawal of OPV type 2, even
in countries where IPV introduction will be further delayed. It furthermaore noted that a global stockpile of

A even with the recent decline in

t reaffirmed that countries should proceed with the switch as scheduled during the period 17 April to 1 May

IPV |
The SAGE WG also i d evidence ilable on the ini: ion of fractional, i d 1 {ID) IPV. Recent S u p p y

studies from ladesh’ and cuba’ d ate that the i icity of two fractional doses of 1PV (0.1 ml)
administered through the intra dermal route are superior to one full dose (0.5 ml} administerad through the intra

muscular route. In Cuba, two fractional doses of IPV given intradermally at 4 and & month induced 98%

SEroConversion rate against type 2, in comparison to 63% seroconversion conferred by one full dose I r e C O I I l l I I e n e a
administered intra-muscularly at 4 months. Similarly, in Bangladesh, two fractional doses of IPV administared
intradermally at & and 14 weeks in induced 81% seroconversion against type 2 versus 39% with one full dose of . ° by

PV administered intra-muscularly at 6 weeks. The seroconversion rate reported following two fractional doses at C O u n t r I e S C O n S I e r a O ptl n g a
& and 14 weeks (i.e. 81%) in Bangladesh is higher than the seroconversion following one full dose of IPV given at

14 weeks (73%) reported from a subsequent trial, conducted by the same investigators, in a similar study

.
population in Bangladesh, using the same laboratory (Anand A. Unpublished data, 2016). In both studies, two tW O fr a Ctl O n a | d O S e S I PV
fractional doses induced substantially higher antibody titres (16- to 32-fold higher) against type 2 than one full
dose (and two fractional doses at 6 and 14 weeks in Bangladesh induced higher antibody titres than one full dose
at 14 weeks in the follow-on study [10-fold higher]). The W& concluded that the proposed schedule of two
fractional 1PV doses can induce equal or better immunity than the one full-dose schedula. S C e u e

Related developments

Based on these data and engoing IPV shortage, the updated WHO position paper on polio vaccine (to be
published on 25 March 2016) reaffirmed the previously stated potential alternative of using a fractional dose of
PV via the ID route and states that, in order to ensure that all eligible infants receive IPV, countries could
consider instituting a 2-dose fractional dose schedule which is dose-sparing and results in better immunogenicity
than a single full dose of IPV.

o o e Ay 10 €561 e b e e These recommendations are in line

Welfare that 6-7 states in India should introduce a schedule of two fractional deses of IFV to be administered at
& and 14 weeks of age”.

. . .
with its previous SAGE
Curing its 2™ preparatery teleconference for the April SAGE meeting, SAGE discussed the above.
B ———— recommendations (A P ril 2012) on
“ Anand A et al. Early priming with inactivated poliovirus vaccine |IFV) and intradermal tractional dose IFV administered by a micronesdie
device: A randomized controlled trial Vaccne. 2013 27:33:6! 22 .
* Resik 5 ot a1 Primi ng after a fractional dose of inactivated poliovinus vaccine. N Engl | Med 2013;358: 416-24.
* Indin Expert Advisory Group for Polio Eracication. Deihi, incia, 26 February 2016. Conclusion and Recommendations e u S e O r a C O n a a n
http://www. who.int/immunization, di: /poli it d objective/finactivated_polio_vaccine/plan 1 0
mm ' by WG
reco endations \ .




Country Readiness Criteria: WG
Assessment (continued)

* Based on the mathematical models considered, the program should
expect at least 1-2 cVDPV type 2 outbreaks within the first 12
months following the switch, with Pakistan representing a high-risk
area.

* Itisimportant to fully sequence any newly detected type 2 VDPV
strain rapidly, to identify whether or not an outbreak response is
required because iVDPV will require a different set of response
activities

* The WG endorsed the revised protocol, including the following key
principles:

— The use of IPV in the case of “confirmed” outbreaks in Zone 1-2
countries with 4 or more SIAs

— Target age group (0-5 years unless epidemiology suggests older
persons involved)

— Minimum target population (2 million)

— GPEIl Eradication & Outbreak Management Group (EOMG) be the
expert committee advising DG



WG discussion and Recommendations:
Future Immunization Policy



Context

e tOPV to bOPV switch with at least one-dose of
IPV in 2016

* All OPV withdrawal expected by 2020

* The decision for future immunization policy is
needed by 2017 to allow sufficient vaccine
qguantities and funding



Planning Assumptions

Timeline
— Certification of eradication by 2019
— bOPV withdrawal in 2020

Need to continue vaccination against polio
Time Horizon: 2020 - 2030
Vaccines available: IPV, S-IPV, Hexavalent

Target price: S 0.50 per dose for stand alone



Key Considerations and Output

Key considerations Output

* Vaccine availability (i.e. Full * Explicit decision to continue
dose IPV, hexavalent, new polio vaccination
products such as sIPV, VLP,

patches) * |PV schedule (# of doses, timing,

formulation) after OPV
Vaccine price (e.g. full-dose, withdrawal
fractional dose, combination)

* Criteria for countries to stop
Funding availability (i.e. polio vaccination (e.g.
willingness of donor to surveillance capacity, absence
support IPV in Rl) of iVDPV)




Timeline for review and decision-

making
Start Process WG F2F WG F2F Final WG Decision SAGE
Jan 2016 2H 2016 1H 2017 Sep 2017 Oct 2017

After 2017, recommendation should be translated into actual
demand/supply of doses/year per product: 1) standalone IPV; or 2)
hexavalent combination IPV vaccine.



WG Recommendations: Summary (1/3)
The WG recommends that SAGE:

« Recommends: IPV suppliers should make their best effort to fulfil

commitment to supply IPV, and inform Polio WG of any further
change in IPV supply situation

* Reaffirms: its March 2016 recommendations that all countries must
stop using tOPV in April 2016, even with insufficient IPV supply or
delay in introducing bOPV in some countries

e Reaffirms : its March 2016 recommendations that, in the face of IPV
supply constraints, countries should consider adopting a two
fractional dose schedule into their routine immunization schedule

* Recommends: GPEI should ensure high quality SIAs in Guinea and
DRC, if necessary, with mOPV2 after April 2016 and intensify
programme surveillance in these countries as well as recently Ebola-
affected countries (e.g. Sierra Leone and Liberia)



WG Recommendations: Summary (2/3)
The WG recommends that SAGE:

* Urges: all countries to ensure completion of phase | of GAP lll for
all type 2 poliovirus, including Sabin2 and strengthen national
intersectoral collaboration to comply with phase Il of GAPIII
endorsed by 2015 WHA

* Recommends: GPEI should respond to any type 2 VDPV emergence
after April 2016 as an emergency, as per updated type 2 response
protocol

* Recommends: WHO should amend and broaden the WHO
surveillance case definition to include type 2 Sabin in addition to all
types of wild and vaccine-derived poliovirus.



WG Recommendations: Summary (3/3)

The WG recommends that SAGE:

* Endorses: the proposed approach to consider future
immunization policy against poliovirus after OPV withdrawal

* Requests: the Polio WG should propose a high-level policy
direction during 2016 and to finalize its recommendations for
SAGE consideration in 2017.



Thank you very much!



