Ministero dellEconomia e delle Finanze

Advanced Market Commitments for vaccines
A new tool in the fight against disease and poverty

Report to the G8 Finance Ministers

Giulio Tremonti
Minister of the Economy and Finance, Italy

London, December 2, 2005



Table of contents

EXECUTIVE SUMMARY AND CONCLUSIONS

|. INTRODUCTION AND RATIONALE

1.

2.

1.

2.

NECESSARY FEATURES FOR AMCs TO BE EFFECTIVE

Reliability in the eyes of the industry

Appropriate incentive structure

2.1 The definition of the AMC terms

2.2 Long-term sustainability of the vaccines peogmes
2.3 AMCs and innovation

Appropriate size of the market

Fair and efficient management of the AMCs: theale of the
Independent Assessment Committee (IAC)

Arrangements to ensure effective execution and pulsl health
Impact

IMPLEMENTATION OPTIONS

The size of the AMC commitment

Financing options

2.1 Full frontloaded financing

2.2 Financing through periodic contributions
2.3 Financing when disbursement is required
2.4 ODA scoring issues

3. Legal Agreements

4. Administration and support

11

12

13

13

13

16

17



EXECUTIVE SUMMARY AND CONCLUSIONS

More than 7 million people a year die from infeaBadiseases like pneumococcus,
malaria, and HIV/AIDS, mostly in poor countries.igls an unacceptable human tragedy
and a disaster from an economic point of view.dtiéeis diseases destroy human capital,
cut back income growth, constrain development.

Immunisation is the best way to fight global dig=aslt saves lives in a cost-
effective way and fosters economic developmentutinoits beneficial impact on human
capital. The potential impact of effective vaccines quality of life and economic
development in the developing countries as welthesr contribution to achieving the
Millennium Development Goals are hard to exaggerate

However, investment by the pharmaceutical indusirgdevelop vaccines against
infectious diseases that primarily affect poor ddes is very small in relative terms.
From the point of view of economic analysis, thisamme is not surprising. In addition to
the scientific risks inherent to the developmentanf new vaccine or drug, companies
face additional uncertainties. Poor countries may lme able to afford to pay a price
sufficient to remunerate investment costs. Moreptrere might be special difficulties in
protecting intellectual property and the possipilif pressures on producers to sell the
newly discovered vaccines at low prices.

Establishing Advanced Market Commitments (AMCs)ais innovative way to
address these issues, correct market failures ecelesate the discovery, development
and production scale-up of new vaccines by spuiinagstment by the biotechnology and
pharmaceutical industry.

In a nutshell, the idea is straightforward. Donooesnmit to subsidize the purchase
of a new vaccine if and when one is developed tetrttee required standards and it is
demanded by developing countries. This commitmesdtes a larger and more certain
market that replicates market conditions prevailimgleveloped countries. By restoring
appropriate incentives, AMCs can stimulate priviaggearch and investment, accelerate
the discovery of new vaccines, save lives and daritr to economic development in a
cost-effective way.

AMCs are a market-based form of public interventibat encourages private
sector investment, competition, and continued imtion. Market forces rather than
donors determine the allocation of the additiomalestment on vaccine development
stimulated by the AMCs. AMCs would be complementtayyexisting publicly funded

research, or immunization initiatives.



The Report— based on the analysis of six background papelgotet under
separate coveris organised in three Sections.

Section | reviews the rationale of the AMC approactu shows that it isost
effective, it has a high social rate of return and itasplementary to other interventions
in favour of developing countries. Timotential candidates for the application of the
AMC framework, which include some of the most intpat pandemics such as
HIV/AIDS and malaria, are also discussed.

Section 1l identifies the concrete features tha¢ aecessary for an AMC

framework to achieve the desired objectives. Treylee summarized as follows.

» For the AMC framework to affect investment decisipit has to be perceived
as fully credible and reliable, and hence must iaetpinned byegally-binding

contracts and appropriate financing arrangements.

» The specific risks and challenges for the develognoé each new vaccine
require the design ol separate AMC mechanism for each target disease,
incorporating an estimate of the market size necgsto stimulate additional
private investment and accelerate the developnfahedarget vaccines.

* For AMCs to have a lasting impact on public heatthd development,
immunization programmes have to be sustainable, i.e. they have to continue after
the AMC subsidy terminates. This can be achievegroyiding for competition
(encouraging innovation for more efficacious products after the discovefy o
vaccines that meet the AMC standards) and requpmducers that benefit from
the AMC subsidy to commit to supply further dosesléveloping countries at a

price close to marginal cost, or license other $itmdo so.

* The scientific and medical expertise needed foritti@ementation of AMCs
requires the establishment of &ndependent Assessment Committee, whose
reputation and independence should make it au#tivet

» Effective AMC implementation also requires puttingplace all the economic,
institutional and technical arrangemerscombat corruption and ensure the

actual delivery of vaccines and a strong public health and development impact.

Section Il presents a range of available optiansgrplement an AMC framework

in line with the requirements described above. Tétwser four areas.



i) The size of the AMC commitment The selection of the diseases to be
addressed by the AMC framework determines the nadmiof the necessary
financial commitment. The implementation of the ANt@mework could also take

place in successive steps, adding further AMCsrore diseases.

i) Financing options If perceived to be reliable by industry, the ANM@proach
will start mobilizing private investment on targetccines from its launch. The
expenditure by donors on vaccine purchase onlystpk&ce in the future, when
and if target vaccines become available and areadded by developing countries.
Three classes of financial arrangements can etisat@dequate resources are then
available: full frontloaded financing, financingrdlugh periodic contributions, and

financing when disbursement is required.

iii) Legal arrangements The Report has explored the legal structure taikldt
can be implemented either with donors directly engeinto the legal agreements

or with a third party acting on their behalf.

iv) Administration and support. To be implemented and managed, the AMC
framework only requires a very light administratisteucture that does not entail
the creation of any new institution. Existing itstions provide several options for
supporting the AMC framework.

Conclusions

In accordance with the mandate assigned to Itady Jaine, this Report has
reviewed the AMC approach as a new mechanism telerate the development and
delivery of vaccines against diseases that moffidgtadeveloping countries, taking away
millions of lives each year and hampering econameielopment.

The Report shows that the AMC framework is a mabesed, result-focused
initiative that is capable of mobilizing privatesmurces before public money are spent and
is very cost-effective if compared to other interirens in favour of developing countries.

With a view to assessing effective implementatitine Report identifies the
specific features that are necessary for AMCs toiexe the desired objectives and
presents a range of available options that coulowathe G7 and other donors to
implement AMCs for specific diseases that primaaitfect developing countries.

The AMC initiative is feasible and stands as arouative and cost-effective tool

in the fight against global disease and poverty.



INTRODUCTION AND RATIONALE

More than 7 million people a year die from infeasadiseases like pneumococcus,
malaria, and HIV/AIDS, mostly in poor countries.igls an unacceptable human tragedy
and a disaster from an economic point of view.dtiéeis diseases destroy human capital,
cut back growth, constrain development, as docuegeby numerous studies that show a
direct and quantifiable impact of improved healbimditions on economic growth.

Immunisation is the best way to fight global commcable diseases, a primary
cause of the mortality gap between high- and logeine countries. It saves lives in a
cost-effective way and fosters economic developnierdugh its beneficial effect on
human capital. The potential impact of effectiveciaes on quality of life and economic
development in the developing countries as welthasr contribution to achieving the

Millennium Development Goals are hard to exaggerate

Vaccine market issues and failures

In spite of that, the future availability of publfands to purchase new vaccines
against infectious diseases that primarily hit poountries is perceived to be very
uncertain. As a result, private investment to daewehese life-saving vaccines is very
small in relative terms.

From the point of view of economic analysis, thista@me is not surprising.
Developing a new vaccine presents huge scientif@lenges, can take up to twenty years
and requires large investment. Vaccines mostlyvagle to the developing world face
additional uncertainties and risks. Poor countmesy not be able to afford prices
sufficient to remunerate investment costs. Themaled for vaccines is unpredictable as
institutional and administrative factors may coastractual uptake even when resources
could be available.

These uncertainties and resulting market failuresnger investment and
exacerbate the bias of competitive markets towtrelsnsufficient provision of goods and
services with a public good character, includingesgch on vaccines mainly aimed at
poor countries. Investment is further discouraggdspecial difficulties in protecting
intellectual property and the possibility of pregsuon producers to sell the newly
discovered vaccines at low prices.

For these reasons, the developing countries’ mddietaccines is perceived by

industry to be small (despite its potential sizggrticularly risky and unpredictable, and



hence not profitable enough to warrant the volumiwestment that would be desirable
from a public health point of view.

Advanced Market Commitment (AMC) can be part aflati®n

An Advanced Market Commitment for vaccines (AMC what follows) is a
commitment for an amount of funds to subsidize poechase, at a given price, of a
vaccine not yet available, if an appropriate vaedm developed and it is demanded by
developing countries.

The guarantee in advance that the funds will belabta to purchase vaccines
once they are available can drastically reducaitioertainty on their effective demand. In
practice it establishes a market that the bioteldgyo and pharmaceutical industry
perceives to be too small and uncertain.

By establishing a market, AMCs create incentivasifiwestment in vaccines for
poor countries that are similar to those prevailiog medicines developed for affluent
markets. Available evidence suggests that the poispf a valuable market should
increase investment in new vaccines. In this wayCA will mobilize additional private
resources to fight poverty and global diseases be&re donors disburse any money.

Because AMCs establish competitive markets for wa&s; rather than a prize for
the first developer, they can be designed to emgmuprivate sector firms not only to
accelerate the development of new and effectiveimas, but also to develop second and
third generation products that improve on the fitstinvest in large volume production
with reduced unit costs, thus providing vaccine®watprices in the long term.

Extensive consultations with vaccine manufactuaerd biotechnology firms have
revealedhe industry’s keen interest in the AMC concepteyhave also led to a numbers
of suggestions (e.g. on the importance of sizingGAbbmmitments to the target markets
and of minimizing transaction costs in the confracarrangements) that have been taken

into account in the analysis of the required fesgwof AMCs.

AMCs are cost effective, result focused and mdraséd

It has long been established that immunization el cost-effective form of
public health intervention. As shown in severatdsta by the World Bank and others, this
is particularly true in the developing world, wheardectious diseases kill millions of
people each year and the direct medical benefitswofunization are even more strongly

linked to improved economic performance and susthatevelopment.



Against this background, the cost-effectivenesaMiCs results from their ability
to create market incentives for private sector stveent in the development and
production scale-up of a vaccine to serve the dpwey world, accelerating the
availability of life-saving vaccines in developioguntries and reducing the typical 10-15
year delay in the introduction of vaccines in laweome countries after their successful
use in industrialized countries. As shown by tharestes (in terms of cost per disability-
adjusted life year) presented in the backgrounceipabe rationale for AMCAMCs for
vaccines stand as a particularly cost-effectiverumsent to fight disease and poverty.

There are other arguments that make AMCs an atteatbol for development
policy. First, if successful, AMCs motivate addia private investment in vaccine
development, so that the commitment of public resesl leverages the mobilization of
private resources well before any money is distlrse

Second, AMCs focus on results; public funds arenspaly if and when products
that meet the required public health standard becanailable and are demanded by
developing countries.

Third, AMCs are a market-based form of public im&gtion. They are not a prize
for the first successful vaccine developer, but qgen multi-year commitment that
encourages entry, competition, and continued inthmvaMarket forces rather than donors
determine the allocation of the additional invesitnen vaccine development stimulated
by the AMC. AMCs are easily designed to be conststeith international rules and
obligations on intellectual property.

AMCs are complementary with other initiatives

By establishing a valuable market, AMCs provide emitves for private
investment in the development of vaccines agaiisgades that kill millions of people
every year. Such gull mechanism” is not an alternative, but is highlynpbementary to
other public and philanthropic interventions in thealth sector and, more generally, in
development aid.

AMCs are patrticularly effective when combined wgtisshinterventions — such as
the public and philanthropic funding of researchotiyh academia, public-private
partnerships and other bodies — because of theorlewffects of the increased number of
scientific researchers working on the target diseas well as the enhanced probability

that scientific research swiftly translates inte firoduction of effective and safe vaccines.



The private resources mobilized by successful AM@Gald act in synergy with initiatives
to expand immunization (e.g. GAVI and IFFim) anesgthen health systems.

AMCs can be focused on vaccines that would saviemsilof lives

To maximize health and development impact of AMtBigy can be targeted to a
focused range of diseases that can be identifigti@basis of the burden of the disease in
the poorest countries, the potential effectiveresa vaccine versus other interventions,
and the capability of an AMC to motivate the apprate industry actions.

The chart below summarizes the available infornmaéibout the mortality and the
state of development of vaccines against a widgeraf diseases. It shows that vaccines
can be divided into four groups. Vaccines in theugr “traditional” (such as tetanus,
polio, diphtheria) are widely available in develogicountries, and those in the group
“available and underutilized in developing courgtigsuch as hepatitis B, typhoid,
cholera) are already licensed, produced and sditiodgh their further diffusion in the
developing world is the objective of various initv@s (including programmes sponsored
by UNICEF, GAVI etc), they are not priorities folMCs. AMCs as described here are
much more relevant for the development of vaccimgainst diseases belonging to the
other two groups: “late-stage vaccines”, which hana yet been licensed but are
advanced, and “early-stage vaccines”, which araifgigntly less advanced and whose

development horizon is much more uncertain.

Figure 1. Vaccine horizon and burden of disease
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This analysis (developed in more detail in backgtbpaperKey features of the

AMC framework leads to a focused range of potential candidatecimes for the

application of the AMC framework. They include timost important pandemics that the

international community is already addressing fome aspects (e.g. the treatment of

HIV/AIDS, tuberculosis and malaria through the Glbllund or immunization through

GAVI) and diseases whose prevention would sigmifilyacontribute to the achievement

of the MDGs. The table below summarizes the kegrmftion on these vaccines.

Table 1. Potential candidates for AMCs.

Est. annual
Vaccine number of At-risk populations Vaccine Status
deaths
HIV/AIDS 3 million High risk  groups| Phase Il trial ongoing in Thailand. Other
deaths Continent of Africa candidates in Phase | or Phase II.
7-valent vaccine available since 2000 and
1.6 million used in industrialised countries, but does hot
i Up to 50% of cases incontain serotypes 1 and 5 which most impact
deaths, mostly| " .
due to ch|ldren und_er 5; developing world. _ _
Pneumococcus highest at risk are 9-valent and 11-valent candidates in late
pneumococcal . - L X .
L elderly and children <2| stage clinical trials; Gambia trials
meningitis or ! ) :
neumonia demonstrate 77% efficacy in preventing
P infections caused by 9 serotypes and 16%
reduction in overall child mortality.
1.6 million H.IV infected or others Six candidates in Phase | trials
. with compromised
Tuberculosis deaths . .
immunity
About 90 candidates in pre-clinical or Phage |
- .| or Phase Il research. Recent Phase IIb trial in
2 billion people in : .
) . Mozambique among children 1-4 years old| of
. 11to2.7 endemic regions . .
Malaria o ) . one candidate demonstrated 30% efficacy
million deaths; | children under 5 . - ; |
against clinical disease and 60% efficacy
against severe disease for six months (still
under evaluation in study population).
Children under  five: One vaccine licensed and under review| in
440,000 to | several middle-income countries. Clinidal
. between 6 months and. . ~. . :
Rotavirus 500,000 deaths trials in developing country settings.
2 years most vulnerable L .
Late phase clinical trials for one other
candidate and submittal to FDA.
Phase IIl trials have been successfully
Human 250,000 - Women, primarily in| completed for a 4-valent product with lgte
Papillomavirus 270,000 deaths developing countries | stage development for a 2-valent candidate.

Licensing expected in 2006-2008.




I[I. NECESSARY FEATURES FOR AMCs TO BE EFFECTIVE

This section presents the features that an AMC ar@sm must possess to be
effective in accelerating the development of newcciuges by biotechnology and
pharmaceutical firms and, then, in ensuring that @sMtranslate into the delivery of
vaccines and a significant public health impact.

The various features discussed in this Sectiorceethe consensus results of the
background work on AMCs (including work done beftine preparation of this Report),
which has involved extensive consultations withtladl stakeholders. They can be grouped

under five headings:

=

Reliability in the eyes of the industry;
Appropriate incentive structure;
Appropriate size of the market;

Fair and efficient management;

a kb 0N

Arrangements to ensure effective execution andiptielalth impact.

1. Reliability in the eyes of the industry
The very purpose of AMCs is to modify the behaviair the industry by
establishing a market that is to all intents migsas it is not perceived to be sufficiently
reliable and profitable. For the industry to takets a market into account when making
R&D and investment decisions, the AMC mechanism toade fully reliable — i.e.
underpinned by legally-binding contracts and appabe financing arrangements (for

details, see Section Ill).

2. Appropriate incentive structure

AMCs should have the maximum public health impaxgsible. Accordingly, the
design of AMCs should be tailored to establish appate incentives for stimulating
investment in the research and development ofdlevant vaccines (including continuing
research into new and improved vaccines after theodery of the first generation of
effective products). The design should also ensia immunization programmes are
sustainable in the long-term, when the financiabpsut from AMCs is no longer
available. This section translates these genenatiples into specific requirements for the
design of AMCs.



2.1 The definition of the AMC terms

The basic principle underlying the AMC frameworkt@sspur private investment
in vaccines for the developing world through theation of markets by a credible
commitment to subsidize their purchase once they daveloped. In addition, AMC
should promote competition and ensure multiple Bepp

To achieve the desired result, however, the sgecifaracteristics of an AMC in
terms of medical efficacy, market size, price pesa and other provisions must reflect
the specific market risks and scientific challentgeed by the industry in the discovery
and development of the target vaccines. Indeedr@sed in the background papéey
features of the AMC framewqgrkhe maximum degree of effectiveness of the AMC
approach is obtained by defining, within a comm@mfework, the specific terms of each
AMC mechanism for each disease.

For example there are different risks and challerggsociated with earlier- and
later-stage vaccines. Earlier-stage products face Iscientific and technical challenges,
compounded by large demand uncertainties. ConsdguaMC terms would have to be
designed to attract biotechnology and pharmacduiitas’ investment in the relevant
scientific research and then in the developmemrtatiidate vaccines into viable products,
as well as in sufficient production capacity. Lagéage products, on the other hand, are
scientifically and technically more advanced, Hilt face substantive demand uncertainty
— much higher than for products directed at thestbgped countries’ market. AMC terms
would therefore have to attract firms to investtie last steps of development and
licensure, and in the production capacity needetidet demand by developing countries
as well as to stimulate R&D on improved products.

As with earlier- and later-stage products, eachciv&c faces specific scientific
challenges and market risks that must be considexpticitly in the design of an AMC

mechanism.

2.2Long-term sustainability of the vaccine programmes
To ensure public health impact, immunization progrees must be sustainable in
the long run, i.e. they can continue after the weecdoses subsidized by the AMC are
used up. To achieve this, firms that participatethe AMC must commit to supply
subsequent doses at a lower price, or to licerss producers to do so.
As discussed in the background pakey features of the AMC framewgpgktwo-
stage pricing structure both ensures that don@sat committed to purchase vaccines



indefinitely to guarantee long-run sustainabilitydaallows vaccine developers to recover
their investment more quickly than if they chargedingle lower price for more doses.
Contacts with pharmaceutical companies and othaebblders have shown that two-
stage pricing is understood, acceptable and caffbetively implemented.

The financial and scientific terms of AMC agreenseln@ve to reflect this concern
and identify an appropriate two-stage pricing gticee (which requires either fixing the
lower price ex ante, or agreeing in advance onaxgss to determine it when more
information is available on production costs) teaikes the right balance between the
public health goal of sustainable supply and thedrte establish a sufficient return on the

investment of successful vaccine developers.

2.3AMCs and innovation

The purpose of AMCs is to prevent deaths and disalby accelerating the
development of and access to effective new vaccifileis means not only encouraging
the discovery and development of a first-generapioyduct (as well as investing in the
necessary production capacity), but also the deweémt of subsequent improved
vaccines, which have a superior efficacy and/oraseer to distribute and use.

In order to achieve this objective, the AMC tero@ be designed to maintain
incentives in continued research on new and imgreaecines even after the first vaccine
meets the scientific requirements specified inAMC.

It is possible to maintain incentives for vaccimeovation by increasing the size of

a specific AMC at a later stage or by designingAMC terms appropriately.

3. Appropriate size of the market

For an AMC to be effective in terms of behavioumamlbe on the part of the
biotechnology and pharmaceutical industry, the cament for each disease must create
a market of sufficient size. If the commitment a® tsmall the AMC approach will have
little effect, as it would not motivate increaseda@stment by the industry.

Determining the appropriate size of an AMC is diclilt exercise because R&D
on vaccines is an uncertain investment, particplethen scientific challenges are still
very hard, and donors imperfectly observe the castisrisks faced by the industry.

The estimates of the appropriate size of an AMCsgmted below have been
developed through a modelling exercise and crosskad using different approaches.

The methodology employed, discussed in detail enltlickground papdrhe appropriate



size of AMCsmimics industry’s own approach for assessing stments on the basis of

expected demand, likelihood of success and prolzaddes. For later-stage products, such

as the vaccines against rotavirus and pneumocottesgstimates based on firm-level

costs provide a greater degree of certainty. Focinas at an early stage of development,

notably against HIV/AIDS and tuberculosis, estirsate necessarily more tentative and

contingent on complementary support for scientifesearch that strengthens the

effectiveness of AMCs.

The Table below presents the estimates of theditee commitment which, for

each of the vaccines that stand as potential catetidfor an AMC, is estimated to be

necessary to achieve the desired policy goals.

Table 2. AMC: commitment size and expected effects

Vaccine

Nominal
value
(% billion)

Years to
estimated
availability

Net
Present
Value
(% billion)

Nominal yearly
contributions by
all donors
($ million)

An AMC would...

Rotavirus

0.8-1.0

0.7-0.8

250-320

* influence decisions to expand capacity
meet a larger share of developing coul
demanc

» accelerate access to vaccine.

Human
Papillomavirus

0.8-1.0

0.7-0.8

250-300

e create incentives to invest in tf
incremental studies and  producti
capacity to serve developing wo

ne

Pneumococcus

1.0-1.5

0.8-1.1

180-270

e create incentives to invest in th
incremental studies and  producti
capacity to serveeveloping world.

ne

Malaria

4.5-5.0

11

2.4-2.6

300-330

e attract  additional investment i
establishing proof of concept a
developing and producing viable produ

e influence decisions to expand capag
and accelerate access to vace

* encourage investment for  seco
generation produci

ity

nd

HIV/AIDS

5.5-6.0

15

2.3-2.5

240-260

* attract additional investment i
establishing proof of concept a
developing and producing viable produ

e influence decisions to expand capag
and accelerate cess to vaccine;

e encourage investment for seco
generation produci

ity

nd

Tuberculosis

5.5-6.0

15

2.3-2.5

240-260

e attract  additional investment i
establishing proof of concept a
developing and producing viable produ

e influence decisions to expand capad
and accelerate access to vac

* encourage investment for  seco

ity

nd

generation product




In the Table above, the size of the AMC commitmentexpressed in three
different ways, which are equivalent from a finahgoint of view. Column 2 presents the
commitment in nominal terms, conventionally assgdgseits entirety at the time when
vaccines become available, even though actual dislment would take place over a
number of years. Vaccine availability is taken éo3years in the future for Rotavirus and
HPV, 5 for Pneumococcal, 11 for Malaria, and 15rgdar HIV/AIDS and Tuberculosis.

Column 4 expresses the same estimates in tern306fI8et Present Value, on the
basis of the hypothesis of a 6% interest rate dmed a@assumption that the funds are
available at the time of vaccine availability.

Column 5 translates the same estimates in terntkeotonstant nominal yearly
contributions, to be divided by donors, that wogkherate the value of column 2 at the
time when the vaccine is assumed to be availalgeillestration purposes, contributions
are taken to be constant through time and covepe¢hied from the launch of the AMC to
the assumed time of vaccine availability.

In the background papdihe appropriate size of AMCte estimates presented in
Table 2 have been cross-checked with the onesmiegsén several other studies and
obtained through different methodologies. It issseaing to note that the results are all
roughly comparable (when expressed in common units)

As discussed in the background papée rationale for AMCsand recalled in
Section | of the Report, spending under AMCs o$ thize would be very cost effective.
Cost effectiveness is also ensured by the fact AMCs are result-based: there is no
expenditure unless a suitable vaccine is produced.

Within the ranges presented in Table 2, there isingle “correct” market size:
larger commitments provide greater incentives fasrenresearch that would in turn
increase the likelihood of a new vaccine being e sooner a benefit which is
estimated to be worth the additional cost

As a final point, it should be mentioned that itiltbbe possible to increase the size
of an AMC commitment at a later stage if the ihittewmmitment turned out to be
insufficient to stimulate adequate industry resgoms increase at a later stage could also
be an option to strengthen incentives to innovatedevelop improved products after the
development of the first-generation vaccines the¢tthe AMC requirements. Monitoring
the industry’s response to AMC and evaluating tlublip health need for improved
second- and third generation products is one otdbks of the Independent Assessment

Committee (IAC), discussed below.

10



4. Fair and efficient management of the AMCs: the role of the
Independent Assessment Committee (IAC)

The definition of the conditions of the contractslarpinning each AMC requires
specific scientific and medical expertise. Morepuwee products that the donors would
commit to buy through AMCs do not yet exist. Thec®te implementation of the AMC
framework thus requires establishing fair targeindards for the target vaccines and
procedures to assess whether the candidate pradeetsthem as well as addressing other
issues that may arise.

Fair and efficient management of AMCs cannot reiytlee mechanical application
of the legal contracts, but has to be complementitdl a process agreed upon by all
stakeholders. The IAC is the cornerstone of thacess (see the background papke
scope and functions of IAQts tasks include specifying the required vaeatandards for
public health performance and the verification pahares for each vaccine to be specified
in the contract; accepting/endorsing the decisiminsompetent regulatory authorities on
safety and efficacy; reviewing the additional imf@tion that might be required to prove
efficacy in developing countries; monitoring thdeetiveness of AMCs in obtaining the
desired results etc. These tasks would be perforraihg as much as possible on
available information and processes to avoid dapbos and inefficiencies.

Another noteworthy task of the IAC will be suggegtidonors the split of each
AMC commitment between unitary price and numbeda@ses. The suggestion will aim at
balancing two objectives: accelerating the develepnof the first product (obtained by
setting a higher price, which, for a given committpeorresponds to a lower number of
doses, and, for a given uptake, to a shorter-I&BtC) and fostering competition for the
development of superior second-generation prodiatitained, other things being equal,
through a lower price and a longer-lived AMC).

The IAC will have to be authoritative and indepeamtdso that its decisions are
recognized as fair and justified by all the parti@golved: governments, manufacturers
and the public health community.

The composition of the IAC and the selection predes its members will have to
be fair and transparent to ensure credibility ef ihC. Issues, such as the risk of conflicts
of interest, will have to be addressed in detadpdétience from international health and

non-health entities (e.g. WHO, EU, FDA) shows thaise issues are manageable.

11



5. Arrangements to ensure effective execution and puicl health impact

The ultimate goal of establishing AMCs is save hariiges and also foster long-
term economic development. Incentives for greatgestment in the development and
production of vaccines are necessary but interniediteps to achieve the actual and
sustained delivery of vaccines through health systePublic health impact is only
realized if the vaccines reach the target populaiio synergy with the country’s own
development strategy.

To obtain the maximum effect from AMCs, they haeebe complemented by
additional efforts to improve all the administraivprocedures and institutional
arrangements for the delivery of vaccines. As dised in the background pagarsuring
effective execution and public health imp&shich also discusses in detail these issues
with reference to the vaccines against HIV/AIDSgepmococcus and malaria) several
interlinked aspects have to be considered. Theyleayrouped in three main areas.

First, vaccines supported by AMCs must reach thengted recipients through
effective public financial management and procumensgstems that ensure transparency
and avoid corruption. Appropriate safeguards walvé to be established, defining the
implementation details in collaboration with exngtientities operating at country level,
such as UNICEF, GAVI and WHO.

Secondly, recipient countries need the capacityadminister AMC-supported
vaccines through effective health systems, pulMiaraness campaigns and immunization
programmes. Complementary capacity-building intetiees may be required, such as the
GAVI initiative “Advanced Development and Introdist Plans”, which aims at reducing
the time lag in the adoption of new vaccines byaligying countries.

Thirdly, the vaccines programmes supported by AM@st be an integral part of
the long-term health and development strategy opient countries. This requires both
the long-term sustainability of the immunizatiomgrammes in economic terms (possibly
with the help of bilateral or multilateral fundinigthe post-AMC price of vaccines is still
too high for the poorest countries) and their cstesicy with the other health and

economic policies.
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. IMPLEMENTATION OPTIONS

This section presents a range of options to imphentee AMC framework
through the establishment of a series of AMCs, danfeted to a single disease. All the
options meet the requirements outlined in Sectioand thus allow an efficient and
effective implementation of the AMC, ensuring thevamum impact on health and
development from the use of donors’ resources.

The work done so far clearly indicates that all alternatives presented below are
concretely feasible. Further analysis is howeverded to reach a precise definition of all

the operational details.

1. The size of the AMC commitment

Section 11.2.1 has shown that maximum effectiveriessbtained by establishing
an overarching AMC framework, under which one orrendMC mechanisms can be
tailored to the development of a vaccine againspecific disease. Section 11.2.2 has
indicated the diseases that stand as prime caedidat the application of an AMC.
Against this background, the choice of the magmitad the financial commitment is
determined by the selection of the diseases treatabe addressed through the AMC
framework.

The selection of the target diseases need notrla¢ f and this should be also
made clear to the public to avoid misunderstandiiggplementation of the AMC
framework can take place in successive phasesingtavith a limited number of diseases
that put the AMC concept to the acid test of paattimplementation and pave the way to

extending the initiative to other diseases.

2. Financing options

By the very nature of the AMC framework, it is ratown when, and possibly
even if, the commitment to buy vaccines that mbetdtandards specified in the AMC
will become effective. One of the attractive feasiiof the AMC approach is that, if it
succeeds in its aim of motivating industry, it witlobilize R&D and investment in the
target vaccines well before any money is disbur3ée. bulk of the expenditure through
AMCs will take place only in the future. Thus fir@al resources need not be fully
available at the time the AMC is launched, everugtoappropriate arrangements must

ensure that the resources are available once \ecnieet the specified standards.
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Financial arrangements can be grouped into threadbcategories, each of which
can be implemented with different instruments awhhiques:

i) Full financing at the time of the launch of the AMC

i) Building up the necessary resources through pericatitributions;

iii) Contingent financial commitments that automaticalher into force when
disbursement is required.

The three classes of financing options are not aliytexclusive and arrangements
can be envisaged to accommodate donors’ preferéoicdgferent mechanisms.

2.1Full frontloaded financing

Under this option, all the necessary resourcesinante the AMCs are made
available at the time of the launch, with a safedwdause providing for an alternative use
of the resources if, for any reason, the AMC me@rmrdoes not eventually translate into
the purchase of new vaccines.

This approach to financing can be implemented tpnodifferent operational
techniques, whose details are known from experiensemilar situations. For example, a
Trust Fund could be established with the interestieposited funds accruing to the Trust
Fund. Another possibility could be the deposit ocdmissory notes, letters of credit or
other instruments that provide for the payment @veertain time span.

Although institutional and budgetary features vdrgm country to country,
arrangements under this option would most likelyolme budgetary appropriation of all
the resources immediately following the launchhed AMC. Donors might view this in
conflict with both the reality of the national buelgrocess, the need to continue funding
direct public research, and the effort made in othi#atives (e.g. the IFFim) to frontload
expenditure for a given time profile of appropiati In some countries, there might even
be legal impediments to the cash contributions wh&mds are not needed for

disbursement.

2.2Financing through periodic contributions
Under this option, the necessary resources to éméme AMCs are made available
through yearly contributions, before vaccines awecipased under the AMC. Again, a
safeguard clause would provide for an alternatige of the resources if the AMCs
mechanism does not eventually translate into tmeh@se of new vaccines.
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This approach to financing can be implemented thinowell-known operational
techniques, duly amended to address the possibihgt, because of the quick
development of an effective vaccine, the disbursgme triggered by the AMC
mechanism before the required resources have hakrup. For example, a Trust Fund
could be established and financed by depositinglyeaastalments. This could be
complemented with the institution of a contingeatility for bridge financing to be
activated in the case of a temporary gap betweerrdbources readily available in the
Trust Fund and the obligations ensuing from the AMC

Although institutional and budgetary features vdrgm country to country,
arrangements under this option would most likelsolae yearly budgetary appropriations
of the contributions, which, for some countriesuldobe provided for by legislation
covering the entire stream of payments, withoutessarily scoring all the expenditure
immediately in the budget. Some donors might viegvdradual building of resources in a
Trust Fund in conflict with both the reality of theational budget process and the
objective of frontloading expenditure. Other donans the contrary, may find this option
attractive because it would smooth disbursememnid (@ossibly budgetary scoring) to
finance the AMCs and it fits the economic realibddhe institutional mechanism of their
national budget process better than other options.

2.3Financing when disbursement is required

Under this option, at the time of the launch of &MdC donors would pledge to
make available the resources needed to financeotnenitment at the time they are called
for by the terms of the AMCs. Only the limited funtb pay for a lean and cost-conscious
administration of the AMCs (see Section IIl.4 beJowould have to be disbursed
immediately. Donors’ pledges would be underpinngdational financial commitments
and possibly legislation, which, according to thstitutional arrangements prevailing in
each country, would buttress the political commitin&or some donors, a possible source
of financing might be revenues from innovative sesr of financing for development,
such as global airline ticket taxes.

The detailed features of the arrangements under dption would have to be
defined so that the specific format of each donedsmamitment is consistent with the
relevant institutional and budgetary features, Whiary from country to country. The
analogy that springs to mind, of course, is tharitial arrangement underpinning the

cancellation of HIPC countries’ debt with the IFIs.
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The strength of the commitments accompanying doptedge should ensure that
AMCs are perceived as fully reliable by the indystFrom the point of view of the
donors, this option aligns the timing of disbursetneith the purchase of the vaccines.
The form of the commitments that underpin the péetigsupport the initiative would also

take into account the implications in terms ofdisscoring.

2.4 ODA scoring issues

When considering financing options, attention cadsoabe paid to their
implications for the scoring of donors’ supportAMCs in terms of Official Development
Assistance (ODA).

Although DAC also records donors’ aid commitme@8A is measured in terms
of disbursement. According to current rules, disbarent is defined with reference to the
time when resources are placed at the disposalretipient country or agency, even if
recipients, at their discretion, decide to make ol¢he resources at a later stage. By
contrast, the deposit of Instruments of Commitmeamd guarantees, as well as pledges
withheld by governments, are not scored as ODAatitne of the commitment.

Currently, discussions are taking place within DAR the application of criteria
for ODA scoring in relation to innovative financimgechanisms for development, such as
the one underpinning the IFFim. The result couldehanplications for the ODA scoring

of donors’ support to the AMC framework.

3. Legal Agreements

Building on previous work, a pilot legal structuras been explored in detail in the
background papdregal arrangements

This legal structure is organized in two stages.thd launch of the AMC, the
donors issue the (first-stage) framework agreemghich establishes the IAC, sets the
eligibility requirements for target vaccines inner of public health performance, commits
the donors to enter the second-stage contract wigeimg companies develop a suitable
vaccine, and provides the signing companies wighajption to trigger the drawing of the
second-stage contract. No financial transactioih sitppliers is expected to take place at
this stage.

When the IAC determines that a target vaccine méets requirements, its
manufacturer(s) have the right to enter the sesbage contract. This gives the vaccine

manufacturer(s) the right to supply the vaccineAdnC terms to recipients making the
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baseline co-payment (subject to the commitment ost-AMC price and supply
requirements to ensure long-run sustainability)jlevidonors commit to pay the pre-
specified price for any qualified sales up to thimltamount of the AMC.

This legal framework is based on the hypothesi$ domors directly enter into
both the framework agreement and the second-stagiact, rather than mandating a
third party to do that on their behalf, with undarpng financing arrangements to make
this possible. Some industry representatives hapeessed their preference for a third-
party arrangement in order to minimize transactiosts.

The work done, however, shows that a viable legahéwork to implement the
AMC approach can be devised to accommodate detegatrangements between donors

and entities acting on their behalf.

4. Administration and support

To be implemented and managed, the AMC approach regjuires a very light
administrative structure that does not entail theation of any new institution. Indeed
what is needed is a slim secretariat supportingubiek of the IAC, coordinating donors,
industry and the public health community, monitgremd reporting as well as managing
contractual and financial requirements. The prooem of the newly discovered
vaccines, both at AMC and post-AMC prices, would dzeried out through suitable
existing organizations.

To minimize costs and avoid unnecessary bureaucesy duplications, the
administration and support functions will be assdrbg an existing entity or entities and
thus be embedded within existing structures. Atbgropriate stage, an assessment of the
existing institutions and the costs of their prowmis of the necessary administrative

support will be carried out to determine the mdftient fit.
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