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ABSTRACT
Background: In recent years, innovation in oncology has created new challenges for pricing and 
reimbursement systems. Oncology medicines with multiple indications face a number of access 
challenges: (1) the number of assessments and administrative burden; (2) aligning price to 
different values of the same product; (3) managing clinical uncertainty at time of launch; and 
(4) managing budget uncertainty. These challenges impact a range of stakeholders and can result 
in delayed patient access to life-saving treatments. Consequently, countries have taken steps to 
facilitate patient access. 

Methods: Drawing on the experience across Europe we have reviewed different mechanisms 
countries have adopted that address these challenges. These include approaches aimed directly 
at the issue, multi-year-multi-indication (MYMI) agreements (BE, NL), and other approaches to 
manage access: flexible access agreements for new indications with clinical uncertainty (UK); 
development of a new agreement for each new indication (IT); and immediate access for new 
indications and bundled assessments (DE). 

Results: MYMI agreements are valuable where existing rules mean that every indication faces the 
same upfront evaluation process that delays patient access. They are also useful in managing 
budget impact and uncertainty. Other approaches that adopt an indication-specific approach 
helps manage clinical uncertainty at the time of launch and realise different values for the same 
product. They can help align price to value, even though indication-based pricing does not exist. 
Bundled assessments reduce the administrative burden for stakeholders, and the benefits of 
immediate reimbursement is that patient access is not delayed. 

Conclusion: The challenges for medicines with multiple indications impact a range of stake-
holders and can result in delayed patient access to life-saving treatments. MYMI agreements have 
created a more pragmatic approach to HTA for medicines with multiple indications to ensure 
both fast and broad patient access. Continued innovation in oncology will require further 
innovative approaches in pricing and reimbursement. It is important that policymakers, payers 
and manufacturers engage in early discussions and are willing to find new solutions to help 
accelerate patient access to innovative therapies.
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Introduction

Background

Over the past six years, an increasing number of 
oncology medicines have received additional indica-
tions after launch. In 2014 approximately 50% of 
oncology medicines were effective in more than one 
indication. By 2020 this proportion has reached over 
75% [1,2]. This is primarily due to the discovery of 
immune checkpoint pathways and the associated 
developments in immuno-oncology (I-O) medicines 
[3]. Immune checkpoints play important roles in 

immune regulation and blocking immune check-
points on the cell membrane has now been recog-
nised as an effective strategy in the treatment of 
cancer [4]. PD-1 (programmed death 1) is an example 
of an immune checkpoint receptor protein found on 
the surface of T-cells. Immune checkpoint inhibitors, 
such as the PD-1/L1 inhibitors, prevent the interac-
tion between PD-L1 on tumour cells and PD-1 on 
T-cells, allowing the immune system to launch an 
anti-tumour response [5]. Many tumour cells express 
PD-L1, meaning this class of inhibitors has promise 
across multiple tumour types [6].
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The first launches in the anti-PD-1/L1 class were in 
2014, and as of June 2020 there are 6 PD-1 or PD-L1 
inhibitors approved for marketing authorisation in 
Europe (pembrolizumab, MSD; nivolumab, BMS; atezo-
lizumab, Roche; durvalumab, AstraZeneca; avelumab, 
Pfizer and Merck KGaA; cemiplimab, Sanofi and 
Regeneron) [7]. Due to their broad range of tumour 
activity, PD-1/L1 inhibitors are currently used to treat 
patients in over 30 indications with numerous still 
under research [8]. In the coming years, these innova-
tions will continue to evolve, launching in new indica-
tions, being used in combinations and making greater 
use of biomarkers to improve treatment outcomes. As 
of November 2019, there were 2,975 active trials exam-
ining PD-1/L1 inhibitors against over 300 targets 
(Figure 1).

There have been many studies examining the survi-
val benefits of I-O therapies and many have quickly 
established new standards of care for numerous oncol-
ogy indications [9,10]. Given these medicines are indi-
cated for advanced tumour types, any delays in patient 
access can have a significant impact on health 

outcomes. In Sweden for example, between 2011 and 
2015, approximately 1,630 patients would have been 
eligible for ipilimumab; of these, only about 230 (14%) 
received treatment. It has been estimated that this 
corresponds to at least 840 years of lost survival for 
the approximately 280 patients (20%) who could have 
lived 3 years or longer with treatment [11].

The OECD highlights that there are high inequalities 
in access to oncology medicines across EU countries, 
and the time from first marketing approval to coverage 
in a given country ranges from 1 to 66 months [12]. The 
European Federation of Pharmaceutical Industries and 
Associations (EFPIA) maintains a database known as 
Patients Waiting to Access Innovative Therapies 
(Patients WAIT), which monitors delays between the 
date of a drug’s marketing authorisation under the 
European Medicines Agency’s centralised procedure 
and the date of actual patient access to the product. 
The sample for each year includes drugs that were 
authorised in the preceding 4 years. The data suggests 
that patient access delays to new oncology medicines is 
higher than other medicines [13].

Figure 1. Anti-PD-1/L1 clinical trial landscape as of November 2019 Source: Cancer Research Institute.
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Access challenges for medicines with multiple 
indications

In healthcare systems with formal health technology 
assessment (HTA) processes, new oncology medicines 
must be assessed and approved on an individual indi-
cation basis before being reimbursed. This holds even 
when a medicine has received prior reimbursement for 
other indications [14]. There is a risk of availability for 
patients and access delays to these types of medicines. 
This is due to the following challenges:

● The number of assessments increases the 
administrative burden and may delay access: 
Many HTA agencies require an evaluation of each 
oncology product by indication [15]. In principle, 
this process means payers can assess if additional 
indications represent good value for money. 
However, medicines with multiple indications will 
drastically increase the administrative burden of 
appraisal annually. If each of the six currently 
approved PD-1/L1 inhibitors launches a new indi-
cation every 6 months, and P&R authorities con-
duct the assessment within the 180-day period 
required under the Transparency Directive [16], it 
will mean 72 months of assessments are required 
for just the anti-PD-1/L1 class per country. This 
adds a substantial workload for HTA agencies.

● Aligning price to different values of the same 
product: The assessment of a medicine with multi-
ple indications is further complicated by the like-
lihood that the ‘value’ of this product to patients 
and the healthcare system is different for different 
indications [17]. This will require different com-
parators and end points relevant to the new indi-
cation and patient population. It is likely that 
clinical and cost effectiveness of the new indica-
tion will differ from the initial indications. This 
creates a challenge, as most countries’ reimburse-
ment agencies are not equipped to handle differ-
ent prices per indication level [18]. Many countries 
apply a single price per product, and this creates 
challenges. Although value assessment is done at 
indication level, there will be a single price and in 
reality, increased volumes lead to an expectation 
of price decreases. This may discourage manufac-
turers from expanding into indications that would, 
due to their additional value to patients and the 
healthcare system, warrant a higher price if 
a standalone indication [19].

● Managing clinical uncertainty at time of launch: 
New indications may enter the market with clinical 
uncertainty. The EMA has become more flexible in 

evidence needed to grant marketing authorisation 
and are willing to accept Phase II single-arm trials 
as part of expedited regulatory approval schemes 
[20]. Indeed, products with multiple indications 
approved in quick succession bring about new 
uncertainties for HTA agencies [21]. Early or con-
ditional access decisions are challenging for payers 
due to the limited clinical evidence available to 
quantify the benefit–risk ratio, efficacy and relative 
cost-effectiveness of new oncology medicines [22]. 
Randomised-controlled trials are regarded as the 
‘gold standard’ trial for evaluating the effective-
ness of interventions and HTA agencies also favour 
patient-relevant clinical outcomes, such as overall 
survival (OS). Consequently, while regulators may 
accept surrogate endpoints that are likely to pre-
dict clinical benefit, such as overall response rate 
(ORR), payers and HTA bodies have been more 
reluctant to accept them as a basis to inform 
pricing and reimbursement decisions [23]. This is 
particularly relevant for indications addressing 
high unmet need that have been approved earlier, 
or small volume indications where obtaining sta-
tistical significance in a clinical trial is more chal-
lenging. The inability of healthcare systems to 
manage clinical uncertainty could disincentivize 
manufacturers to launch an indication [24].

● Managing budget impact and uncertainty: 
Medicines with multiple indications also introduce 
budget uncertainties and difficulties for payers 
due to the expansion of the potential patient 
population [25]. Increasing numbers of future indi-
cations leads to increased volumes of medicine 
sold. Though countries engage in pipeline reviews, 
this typically reviews upcoming products the 
healthcare system needs to consider within the 
next annual budget cycle, rather than anything 
longer-term.

The challenges surrounding medicines with multiple indi-
cations impact stakeholders across the healthcare system. 
Long HTA and P&R processes are resource intensive for 
HTA agencies, manufacturers and other stakeholders; this 
would lead to delays in access to medicines that offer 
significant survival benefits to patients. The budget uncer-
tainty due to the addition of new indications, and the 
inability to value a product across multiple indications 
are particular challenges for payers and HTA agencies. 
As such, policymakers are being asked to come up with 
novel solutions that can address these various challenges. 
This review draws on the experience across Europe to 
understand solutions policymakers are adopting to pro-
vide faster access to oncology medicines with multiple 
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indications, while balancing affordability and healthcare 
system sustainability.

Methods

In Europe, countries have adopted different mechan-
isms to address some of the challenges facing oncology 
medicines with multiple indications to accelerate 
patient access. These include approaches aimed directly 
at the issue, multi-year-multi-indication agreements, 
which have been explored in Belgium and the 
Netherlands. To investigate the pros and cons of multi- 
year-multi-indication agreements we compared them 
to markets adopting alternative approaches to manage 
access. These include: (1) Flexible access agreements for 
new indications with clinical uncertainty, as supported 
by the Cancer Drugs Fund in England; (2) Development 
of a new agreement for each new indication, under the 
Italian reimbursement system; and (3) Immediate access 
for new indications and bundled assessments, as 
experienced in Germany.

To review the pros and cons of these agreements 
government publications; academic literature; online 
newspaper articles; blogs; and consultancy reports 
were searched using key words, including ‘multi- 
indication reimbursement/assessment challenges’, 
‘multi-indication pricing challenge’, ‘multi-indication 
cancer drug’, ‘multi-indication contracts/ agreements’, 
‘multi-indication budget impact’ and ‘the future of 
multi-indication value assessments’. Research was con-
ducted in both English and local country languages. 
The academic literature included peer-reviewed articles 
available in academic and open-source databases 
(including PubMed, Springer, EconLit, and Google 
Scholar). Titles and abstracts were scanned to narrow 
selection to relevant documents. This literature review 
was first undertaken in late 2018 and updated in 
June 2020.

Results

Multi-year-multi-indication agreements

Multi-year-multi-indication (MYMI) agreements are 
a new form of agreement between payers and manu-
facturers that goes across multiple indication and years. 
Instead of treating each indication differently they cre-
ate a comprehensive framework which covers multiple 
indications in terms of value assessment, pricing and 
reimbursement. One of the most important features of 
MYMI agreements has been the push to ensure accel-
erated patient access for upcoming indications. In 

addition to this, the process aims to reduce uncertainty 
and improve predictability for both payers and manu-
facturers as prices are not renegotiated following the 
launch of a new indication. Once the new indication is 
available clinicians can freely prescribe the products 
within that indication.

MYMI agreements can incorporate a variety of com-
ponents [26]:

● A pricing arrangement that covers upcoming 
indications: This may allow adjustment of the 
price as new indications result in higher volume 
but through a predefined agreement. By anticipat-
ing upcoming indications, this encourages the 
launch of all indication as quickly as possible. 
This directly addresses the challenge of launch 
sequencing.

● Abbreviated upfront value assessment or no 
assessment for new indications: Once a new indi-
cation has regulatory approval there may be a lighter 
HTA process, reducing the administrative cost burden 
while enabling patients to access new indications 
shortly after regulatory approval. Alternatively, no 
upfront assessment means an indication is automati-
cally reimbursed and patients are able to access the 
new indication as soon as it is approved. In both cases 
there may be periodic re-evaluations of the indica-
tions, including real-world evidence (RWE) in coun-
tries where registries exist, to allow payers to re- 
evaluate market access recommendations and price 
to ensure value for money. Periodic re-evaluations 
can be important as they help deal with new or 
unexpected effects within a specific class.

● Pre-launch agreement to reimburse new indica-
tions over a specific period: By allowing for 
immediate or accelerated access, the agreement 
ensures patient access to all possible 
indications.

● Budget allocation: The agreement can incorpo-
rate an individual product or product-class bud-
get through the period with reference to horizon 
scanning. Budgeting allows for additional payer 
predictability, however, ensure flexibility to make 
sure there is no constraint in accessing new 
indications.

Over the last few years several European countries have 
experimented with MYMI agreements. To review the 
overall experience and impact of MYMI agreements 
we have looked specifically at Belgium and the 
Netherlands.
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Belgium
The traditional P&R process in Belgium starts with the 
submission of an application to the National Institute 
for Health and Disability Insurance (NIHDI) for each 
indication of a product. The Commission for 
Reimbursement of Medicines (CRM) evaluates the 
application and delivers its opinion to the Minister of 
Social Affairs [27]. Each new indication is assessed 
individually, and the manufacturer has the option of 
proposing a MEA. These formal agreements have been 
possible since 2010 and are known as ‘conventions’ 
concluded between the pharmaceutical companies 
and the NIHDI. Conventions aim to address either 
clinical evidence or budgetary uncertainties [28]. 
Conventional agreements are valid for up to three 
years and can be extended based on subsequent 
negotiations or following a re-assessment of the 
value of the product by the CRM [29].

In 2015, a new agreement between the pharmaceu-
tical industry and government known as the ‘Pact of the 
Future’ was developed [30]. The Pact was a wide- 
ranging framework that covered several areas from 
research to budget sustainability, including enabling 
faster and more widespread patient access to innova-
tive therapies. The authorities showed the willingness 
to adopt more innovative contracting. For PD-1/L1 inhi-
bitors this led to an accelerated reimbursement proce-
dure, in the framework of a MYMI agreement [31]. The 
terms of the agreement were that all PD-1/L1 inhibitors 
approved for reimbursement by the Minister of Social 
Affairs will have new indications reimbursed within one 
month after approval by the EMA.

Netherlands
The Netherlands had gone through broader changes to 
the pricing and reimbursement process prior to devel-
opment of MYMI agreements. This used to be an open 
access system for in-hospital products, however from 
2015 a new set of rules were introduced for high- 
budget-impact medicines. This meant any product 
expected to cost over €50,000 per patient per year 
with a budget impact of €10 m, or with an overall 
budget impact of €40 m or more per year – is placed 
in a ‘lock’ [32]. As such, until further negotiation and 
additional financial arrangements, the high-budget- 
impact product is excluded from the basic insurance 
package. At this point, the National Health care Institute 
(ZiN) will carry out an HTA assessment and will produce 
a recommendation to be used as starting point of the 
negotiation [33]. In order to move out of the lock, the 
manufacturer and the MoH must negotiate an agree-
ment which enables reimbursement for eligible (or 

selected) patients at a socially acceptable price and 
budget impact. At this time, the first I-O products on 
the market (Keytruda and Opdivo) were placed in the 
lock until an alternative arrangement was made [34,35]. 
In addition, for oncology products, the scientific com-
mittee of the Dutch association for medical oncology or 
Commissie Beoordeling Nieuwe Oncologische Middelen 
(CieBOM) will also input their clinical opinion that can 
influence the uptake [36].

Since 2016, manufacturers have been able to negoti-
ate and implement multi-year contracts for products 
with a single indication. Following this there have 
been negotiations between industry and the Ministry 
of Health to develop MYMI agreements on a per pro-
duct basis [37]. The terms of the MYMI agreement in 
the Netherlands were each manufacturer has a separate 
MYMI contract, and the terms of these contracts remain 
confidential. However, it is understood that all agree-
ments take the form of a price-volume agreement [38]. 
A product-specific budget is also set, this is revised 
annually and also remains confidential to each manu-
facturer. Under this agreement, all EMA-approved indi-
cations do not need to go into the normal HTA 
assessment by ZiN, however a positive recommenda-
tion by the oncology appraisal committee, CieBOM, is 
required for the indication to be reimbursed. For all 
indications that launch under MYMI agreement, 
a retrospective full HTA re-evaluation is a possibility, 
and ZiN can conduct additional reassessments, espe-
cially if clinical uncertainties remain.

Managed access for new indications with clinical 
uncertainty

Mechanisms exist to specifically fund indications earlier, 
that would otherwise be delayed because clinical 
uncertainties related to the immaturity of data make it 
difficult for HTA agencies to recommend these indica-
tions using standard methods. The Cancer Drugs Fund 
(CDF) is a source of funding for oncology medicines in 
England. The current CDF is used where there is plau-
sible potential for a medicine to satisfy the criteria for 
routine use within the National Health Service, but 
where there is currently too much uncertainty sur-
rounding the clinical data, and consequently the cost- 
effectiveness estimates to make such 
a recommendation [39]. This mechanism is particularly 
useful in England because of the methodology utilised 
by the National Institute of Health and Care Excellence 
(NICE). NICE determines the scope for each appraisal 
indicating both the patient population and the relevant 
comparators to be studied. The manufacturer then 
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presents a submission adapted to the NICE scope that 
reviews all the available effectiveness and cost- 
effectiveness evidence related to the technology [40]. 
Uncertainties in the evidence supporting clinical- and/ 
or cost-effectiveness can lead to NICE not recommend-
ing funding for new treatments until further evidence is 
available.

All new oncology indications are appraised by NICE, 
and NICE can make one of three recommendations: 
recommended for routine commissioning; not recom-
mended for routine commissioning or recommended 
for use within the CDF. Several criteria are used to 
consider if a drug can be recommended for use within 
the CDF, including whether the drug has plausible 
potential to be cost-effective at the current price, 
further data collection could reduce clinical uncertainty 
and CDF data collection is feasible [41]. For drugs 
recommended for use within the CDF, a Managed 
Access Agreement will need to be agreed between 
the manufacturer and NHS England. This consists of 
two key components: (1) Data Collection 
Arrangement – this sets out the outcomes that need 
to be collected in order to resolve the key areas of 
clinical uncertainty, generally for a 2-year period; and 
(2) CDF Commercial Agreement – this determines the 
cost of the drug during the managed access period.

A key objective of the CDF is to provide patients with 
access to the most promising cancer drugs at the ear-
liest opportunity [39]. Under routine appraisal, any drug 
that receives a routine commissioning recommendation 
from NICE receives funding 90 days after the publica-
tion of NICE’s Final Guidance. However, under the CDF, 
interim funding will be available from the point of 
marketing authorisation once a recommendation has 
been made. All approved anti-PD-1/L1s have been 
recommended for use within the CDF for at least one 
of their indications [42]. While this mechanism is helpful 
in addressing clinical- and/or cost-effectiveness uncer-
tainty at the time of launch, and therefore reducing 
time to access, each new indication still results in 
a new assessment by NICE and a new Managed 
Access Agreement for use in the CDF.

Development of a new agreement for each new 
indication

In this case, the infrastructure for indication-specific 
agreements is developed to such an extent that 
a new agreement is created for each indication. Italy is 
commonly seen as an example of this type of system. In 
the case of innovative oncology medicines, the Italian 
system requires a monitoring registry and there is the 
possibility of using a Managed Entry Agreement (MEA), 

typically when the outcomes are uncertain [43]. The 
negotiated agreement (including any agreed MEA) 
lasts for 2 years and is renewed unless either party 
wants to renegotiate the terms [44]. Italy primarily 
uses three types of MEAs: risk-sharing agreements (to 
share cost between the company and national health-
care), payment-by-results or performance-based (com-
pany provides payback depending on results of the 
treatment per patient) and fee for efficacy (company 
receives payment when and if the treatment is 
regarded as effective) – however, the last of these is 
rarely used.

Companies can enter agreements at national or 
regional level. Since 2005, Italy has established 
national treatment registries to track the performance 
of various products. The infrastructure for data collec-
tion and analysis is crucial and enables the implemen-
tation of MEAs [45]. Based on this, individual payback 
schemes are agreed on for the same product for each 
one of its indications between the AIFA and the com-
pany [46]. A manufacturer gets reimbursed based on 
the net price for each indication for the volume of the 
product sold and may need to pay back depending on 
the performance of the product, which is monitored 
through the registries [47]. As a result, the majority 
(over 55%) of the MEAs in Italy are performance-based 
and most of the financial details of the agreements are 
confidential [33]. Following the approval of CAR-T 
therapies, AIFA introduced a new registry for these 
therapies to support a staged payment scheme. 
Under this scheme, payments (adjusted for 
a confidential discount on the list price) will be made 
in instalments, provided the agreed outcome(s) have 
been achieved and sustained [48].

In April 2017, AIFA announced a new reimburse-
ment scheme for innovative products – to reward 
innovation and make the novel products accessible 
while at the same time managing its budget. The 
Italian Ministry of Health allocated a €1b fund for 
innovative therapies, with 50% dedicated to oncology 
medicines, and a new algorithm was created for AIFA’s 
CTS to assess the innovativeness of a product. The 
main criteria of this assessment are unmet therapeutic 
needs, added therapeutic value, and quality of the 
evidence from the clinical trials [49]. AIFA designates 
a product as one of three innovative classes based on 
how it scores on these criteria: innovative, not innova-
tive or conditionally innovative. Those products that 
earn the innovative designation get access to the 
innovative drugs’ fund and are immediately included 
in regional formularies for a period of 36 months, 
while the conditionally innovative ones only receive 
the regional formularies inclusion benefit [50].
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There are no allowances for medicines with multiple 
indications. A new indication will result in a new negotia-
tion, and an agreed MEA. This may take the form of 
updating the existing MEA. For example, consider the 
case of Bevacizumab, which has a different scheme for 
each of its five indications. For the first-line treatment of 
colorectal cancer it used a financial-based agreement, 
while a performance-based agreement was applied 
for second-line treatment of the same disease. We under-
stand that for PD-1s, different approaches have been used. 
For example, in some cases a series of financial MEAs have 
been implemented. In other cases, a single price-volume 
agreement along with a payback mechanism was 
achieved between the manufacturer and the AIFA [51].

Immediate access for new indications and bundled 
assessments

Through this mechanism, once a new indication is 
approved it is immediately reimbursed by the healthcare 
system. The payer subsequently conducts an assessment 
and takes a weighted average across all indications and 
derives a new overall value and a new price. The German 
system is an example. In Germany all new products are 
automatically reimbursed for up to 1 year following their 
inclusion in the official list of launched products (Lauer 
Taxe), and the manufacturer is allowed free pricing during 
this time. However, in order to continue to be reimbursed 
after this period, the new product must go through the 
centralised AMNOG P&R process, with the net price nego-
tiated with the Federal Association of Sick Funds (GKV) 
[52]. New indications must go through the same process 
and this will result in renegotiation of the existing reim-
bursement price [53].

In contrast to other countries, the German system 
with its post-launch assessment ensures early access for 
single- and multi-indication medicine so that many of 
the challenges mentioned above are resolved. In 2017, 
AMNOG made a series of changes to increase flexibility. 
In some circumstances it is possible to exclude certain 
subpopulations from the reimbursement application 
and price negotiations if the G-BA agrees on it. The 
only documented example to date of price renegotia-
tion due to indication/patient subpopulation restric-
tions is the case of PCSK9 inhibitors, where the price 
was renegotiated after their reimbursement was 
restricted to heterozygous familial hypercholesterolae-
mia and patients who cannot tolerate statins [54].

With respect to PD-1/L1s, new indications go 
through the same process, and each new indication 
launch leads to a renegotiation of the existing reimbur-
sement price. To account for the different value of the 
drug across all indications or subgroups, a single price 

is maintained but this single price represents a volume- 
weighted average price per indication [55]. Since 2017, 
successive indications of the same drug that are 
expected to receive approval within 6 months of each 
other can undergo a joint/single procedure (‘bundling’ 
procedure) in accordance with the application of the 
pharmaceutical company, if agreed by G-BA [53]. In the 
case of Keytruda, EMA approval was granted for first- 
line treatment of renal cell carcinoma (RCC) in combi-
nation with axitinib on 30 August 2019, followed by 
first-line treatment for head and neck cancer on 
21 November 2019. The G-BA did not start the proce-
dure for both of these indications until 
1 December 2019, however a separate evaluation was 
still published for both indications [56,57].

Discussion

This literature review presents publicly available infor-
mation on approaches policymakers have used to pro-
vide faster access to oncology medicines with multiple 
indications. Looking at the outcome of MYMI, that there 
is evidence that agreements have had a positive impact 
on time to patient access for new I-O indications 
(Figure 2). On average, time to patient access was 
reduced in Belgium from 395 days to 30 days, and 
from 220 days to 120 days in the Netherlands. 
Considering the access challenges identified for medi-
cines with multiple indications we can assess the extent 
MYMI agreements address these challenges compared 
to other approaches to expedite access.

In terms of addressing the number of assessments 
needed for multiple indications, MYMI agreements can 
expedite value assessment, reducing the upfront work-
load of HTA bodies. In the Netherlands this takes the 
form of a clinical value assessment. In Belgium this has 
created an ‘ex-post assessment’ system – this resembles 
a German-style system that ensures immediate patient 
access, and then has later evaluations once the medi-
cines are on the market. In Germany, new indications 
are available shortly after market authorisation and all 
indications are launched as a requirement of AMNOG. 
A bundled assessment reduces the administrative bur-
den for both HTA bodies and manufacturers, and the 
benefits of immediate reimbursement is that patient 
access is not restricted by delaying evaluations and 
grouping these together. In both England and Italy, 
a new assessment is needed for each indication. MYMI 
can reduce the number of assessments in market that 
would otherwise undertake an assessment of every 
indication.

In principle, a system that assess individual indica-
tions aligns the price more closely to value of product. 
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For example, England and Italy do this more effectively 
due to their indication-specific approach to establishing 
new agreements. This approach helps realise different 
values for the same product, and financial-based agree-
ments can help align price to different values of the 
same product. This, however, does require monitoring 
by indication. The use of MEAs in the Italian system has 
created a formal process requiring a monitoring patient 
registry and the negotiation of an agreement reflecting 
each new indication. However, in practice indication- 
based pricing does not exist in many markets, and there 
are significant limitations in number of agreements per 
product [58]. In contrast, MYMI agreements create one 
value-based price across all indications, thus the price 
can still be aligned to the value of the product. Overall, 
although MEAs have improved availability of medicines 
and accelerated patient access, where a product has 
many indication, a more flexible administrative frame-
work may be needed so that the implementation of 
complex agreements does not become a barrier to 
access [59]. Therefore, going forward MYMI agreements 
may be particularly relevant for medicines, such as 
immuno-oncology products, with will have an increas-
ing number of indications over time.

Managing clinical uncertainty at time of launch is 
also supported by Italy’s performance-based agree-
ments as the registry system supports ongoing evi-
dence collection. In England, the CDF has been 
particularly useful in facilitating patient access while 
enabling RWE data collection. Between July 2016 and 
August 2019, the CDF has funded 78 drugs treating 
155 different cancer indications. Over 37,300 patients 
have been registered to receive a CDF funded treat-
ment, of which 8,200 patients have been registered 
to receive treatment sooner than they previously 
would have through interim funding arrangements 
in the CDF [60]. By allowing re-assessments after 

launch, MYMI agreements also ensure clinical uncer-
tainty does not restrict patient access. This allows 
manufacturers to collect post-marketing data and 
RWE, which is playing an increasing role in healthcare 
decision-making. Indeed, in 2019 the US FDA 
expanded the use of palbociclib to include use in 
breast cancer in men based on a filing that drew 
heavily on post-marketing data and RWE [61]. By 
contrast, Germany has traditionally based its assess-
ment and quantification of the additional benefit 
largely, on evidence of the highest level and quality 
and on measurements of “hard” patient-relevant clin-
ical outcomes [62]. There is a risk that the HTA rigid-
ity to manage clinical uncertainty upfront could limit 
patient access given current trends. A new regulation 
in Germany for more safety in drug supply (GSAV) 
means the Federal Joint Committee (G-BA) may now 
mandate RWE collection through indication-based 
registries for the national benefit assessment of new 
medicines that can only show “limited scientific evi-
dence” [63]. Overall, the approach to re-assessment 
by MYMI is clearly helpful in addressing clinical 
uncertainty.

Lastly, MYMI agreements appear to be useful in 
managing budget impact and uncertainty. In the 
Netherlands, the agreement has resulted in net cost 
reductions for the government across multiple pro-
ducts and has helped the government provide treat-
ment to broader patient populations across multiple 
indications [64]. Individual access agreements can 
partly address this challenge. In Italy, the MEA infra-
structure in combination with the Innovation Fund 
has helped secure budget and ensure faster access 
by overcoming regional restrictions [50]. However, it 
is the multi-year nature of MYMI agreements that 
really improves predictability of prices, benefiting 
payers and reducing risk for manufacturers.

Figure 2. Impact of MYMI agreements on speed to patient access in Belgium and the Netherlands Source: 2019 EFPIA WAIT 
indicator.
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Figure 3 compares the extent that each of these 
solutions address the challenges for medicines with 
multiple indications.

MYMI agreements are valuable where existing rules 
mean that every indication faces the same upfront 
evaluation process that delays patient access to inno-
vative therapies. Establishing the MYMI agreement can 
be take a significant period of time (in the experiences 
so far, over two years) and requires significant support 
from multiple stakeholders, such as patients and clin-
icians. Once contracts are in place there is also the need 
for renegotiating the terms of the new contract. This 
does not mean necessarily mean a significant reduction 
in resources devoted to value assessment as the pro-
duct may be subject to re-assessment across all indica-
tions at a later stage. While the existing approaches can 
also be time intensive, the initial period of negotiation 
is arguably shorter within a known framework (as each 
new indication will trigger a new assessment). Overall, 
the great advantage of MYMI agreements is their flex-
ibility and ability to support faster patient access with 
significant reduced timelines for subsequent 
indications.

Conclusion

In recent years, innovation in oncology has created 
new challenges for P&R systems. The challenges for 
medicines with multiple indications impact a range of 
stakeholders and can result in delayed patient access 
to life-saving treatments. Considering these challenges 
European countries have taken steps to facilitate 
patient access. We find that MYMI agreements have 
adopted a more pragmatic approach to HTA for med-
icines with multiple indications to ensure both fast 
and broad patient access. Though prices are not 
necessarily perfectly aligned to value and there is 
less flexibility compared to individual agreements, 
there is budget predictability for the payer and 
a reduction in resources devoted to upfront assess-
ment. Continued innovation in oncology (complex 
combinations and CAR-Ts) will require further innova-
tive approaches in pricing and reimbursement. It is 
important that policymakers, payers and manufac-
turers engage in early discussions and are willing to 
find new solutions to help accelerate patient access to 
innovative therapies.

Figure 3. Extent that solutions address the challenges for medicines with multiple indications Notes: Red – Mechanism does not 
address access challenge; Amber – Mechanism partly addresses access challenge; Green – mechanism addresses access challenge.
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