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Many of the studies OHE Consulting performs are proprietary and the results are not released 

publicly. Studies of interest to a wide audience, however, may be made available, in whole or in part, 

xjui!uif!dmjfouǃt!qfsnjttjpo/!Uifz!nbz!cf!qvcmjtife!cz!PIF!bmpof-!kpjoumz!xjui!uif!dmjfou-!ps!fyufsobmmz!

jo!tdipmbsmz!qvcmjdbujpot/!Qvcmjdbujpo!jt!bu!uif!dmjfouǃt!ejtdsfujpo/ 

Studies published by OHE as OHE Consulting Reports are subject to internal quality assurance and 

voefshp!b!sbqje!fyufsobm!sfwjfx-!vtvbmmz!cz!b!nfncfs!pg!PIFǃt!Fejupsjbm!Qbofm/!Boz!wjfxt!fyqsfttfe!

bsf!uiptf!pg!uif!bvuipst!boe!ep!opu!ofdfttbsjmz!sfgmfdu!uif!wjfxt!ps!bqqspwbm!pg!uif!PIFǃt!Fejupsjbm 

Panel or Research and Policy Committee, or its sponsors. 

 

This consultation briefing study was commissioned and funded by F. Hoffmann-La Roche Ltd.   
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Histology independent therapies constitute a paradigm shift in how oncology patients are diagnosed 

and treated because they target cancer based on specific genomic or molecular alterations of cancer 

cells rather than tissue of origin. While potential game-changers, satisfying an unmet need of 

patients across the world, these types of therapies face significant challenges in evidence 

development, adoption, and reimbursement in many parts of the world. This is in part due to the way 

in which these new technologies are assessed for regulatory purposes and reimbursement 

recommendations, and in part to the genomic testing infrastructure required to ensure that the 

patients most likely to respond to these treatments are identified and can gain timely access.  

Against this background, reconsideration of the pathways for evidence development to inform 
regulatory approval and Health Technology Assessments (HTAs) is necessary to ensure appropriate 

patient access to drugs for licenced indications.   

This OHE Consulting Report provides an in-depth analysis of adaptive pathways for regulatory and 

health technology assessment of histology independent therapies in Canada, France, Germany, Italy, 

Spain, and the UK. The results are based on a combination of comprehensive literature review, 

country-level expert interviews and case studies for the UK, France, and Canada.   

Aligning assessments: flexi bility before uniformity  

Increasing awareness among decision makers about histology independent therapies, including the 

benefits and challenges they pose to health systems, is a critical first step. Yet, considering the 
different purposes of regulatory and health technology assessments, and the differences between 

national HTA-bodies, uif!ǂepps-pqfofsǃ will vary across countries. Rather than aiming for a uniform 

HTA approach, flexibility from all stakeholders is the key.   

Evidence generation pre-HTA: changing the picture  

Histology independent uifsbqjft!bsf!gbdfe!xjui!nvmujqmf!dibmmfohft!up!ǂgju!uif!qjduvsfǃ!pg!fwjefodf!

requirements for HTA. Generating comparative data is considered to be the main, though not the 

only, hurdle. Changing the picture requires novel and more advanced trial designs and analytic 

methods to reduce the uncertainty in HTA. Further research on how to improve (basket) trial-designs, 

use indirect comparison methods, leverage real-world evidence, and advance analytic techniques is 

in progress. This requires manufacturers, clinical triallists and methodologists to engage in early 
dialogues to agree on how to adapt the study designs, and decision-makers to then accept these 

types of evidence.  

Managing uncertainty post -HTA: conditions matter  

Conditional reimbursement schemes have been instrumental in facilitating patient access to 

histology independent therapies to date and in stimulat ing further research. Whereas such schemes 

are not universally existent and may be limited in the number of therapies they can accommodate, 

outcomes-based payment schemes could be viewed as a viable alternative or a complement. These 

arrangements would allow (continued) risk sharing and data collection to manage real-world 

uncertainty and provide more flexibility regarding the commercial arrangement to be agreed between 

manufacturers and payers directly. While the pharmaceutical industry takes on a significant part of 
the data collection burden, there is an expectation of shared responsibility and shared access to data 

from HTA and other stakeholders.  
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Genomic testing: scale to precision  

A mature genomic testing landscape, with routine availability and reimbursement of advanced 

genomic tests, is critical to unlocking the potential of histology independent therapies to contribute to 

the delivery of high-value patient care. As healthcare systems begin to embrace precision medicine, 

and genomic testing will be scaled up, this will facilitate the approval of histology independent 

therapies as well as other therapies and contribute to evidence development. While Next-Generation 

Sequencing (NGS) becomes more mainstream and affordable, flexibility is required to appropriately 

apportion the costs of such genomic testing in single technology HTAs. Real-world evidence 

collected as part of conditional reimbursement or outcome-based payment schemes will shed 

further light on how genomic testing can best inform histology independent treatment decisions.
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Histology independent therapies ƿ also known as tissue independent or tumour agnostic therapies ƿ 

are an important subcategory of personalised healthcare and represent a new era in patient care and 

drug development. These therapies are distinct from conventional anti-cancer treatments, in that 

they target cancer based on specific genomic or molecular alterations of cancer cells rather than the 

tissue of origin. As such, the same drug has potential to be used to treat various unique types of 

cancer as long as the common biomarker targeted by the drug is present. These therapies constitute 

a paradigm shift in how oncology patients are diagnosed and treated, moving towards precision 

medicine, rather than the ǆpof!tj{f!gjut!bmmǇ!approach based on a single anatomical location, 

regardless of the type of therapy.  

While potential game-changers, satisfying an unmet need of patients across the world, these types of 

therapies face significant challenges in evidence development, adoption, and reimbursement in many 

parts of the world. This is in part due to the way in which these new technologies are assessed for 

value and reimbursed, and in part to the diagnostic infrastructure required to ensure that the patients 

most likely to respond to these treatments are identified and can gain timely access. In particular, the 

two sequential yet separate processes of regulatory and reimbursement decision making creates 

challenges and uncertainty for manufacturers, HTA-bodies and payers. Most importantly, however, a 

discordance between regulatory approval and HTA-recommendations can lead to false hope of rapid 

reimbursement and inequitable patient access (Wang, 2018).  

While the above is true for most new medicines, the disconnect may be particularly challenging for 

histology independent therapies, for a number of (interrelated) reasons. Trial designs to study the 

effectiveness of histology independent therapies differ from the histology-anatomy driven anti-

cancer trials, especially where the genomic alteration targeted has a very low prevalence and in 

effect targets an (ultra)rare population. Such low total patient numbers may not only prevent 

randomisation at the population level but also mean that statistical proof of effect and estimation of 

between-tumour heterogeneity is problematic. Also, given the heterogeneity of the target population, 

it is particularly difficult to identify a clear standard of care (SoC) to serve as an appropriate 

comparator. This limits the possibility of generating comparative evidence. The need to rely on 

surrogate endpoints and the dependence on diagnostic testing infrastructure are challenges that 

further complicate the evidence development and assessment of histology independent therapies.  

Jo!sfdphojujpo!pg!uiftf!nfuipepmphjdbm!dibmmfohft!cvu!bmtp!uif!ǂvonfu!dmjojdbm!offeǃ that exists in 

patients with rare or ultra-rare diseases, regulatory bodies have implemented flexible approaches to 

regulatory approval, providing options to accelerate the regulatory review process. These approaches 

are known as adaptive pathways and their application has also been considered for histology 

independent therapies in some contexts. As a result, however, HTA-bodies are increasingly 

confronted with large uncertainty in the evidence base available to inform coverage and 

reimbursement decisions (Kanavos and Ferrario, 2017).  

As regulatory agencies, HTA-bodies, payers as well as manufacturers have been developing their 

thinking, if not approaches, regarding the assessment of histology independent therapies in the last 

few years, we performed an in-depth analysis of pathways for regulatory and health technology 

assessment of Histology independent therapies in various countries. Based on a combination of 
literature review, expert interviews, and case studies, we report the challenges and identify 

opportunities to overcome those.  
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We performed a focused review of the published literature to gather information about the regulatory 

and HTA processes, evidence requirements and any recent developments herein, as well as on 

regulatory approval of and reimbursement recommendations for histology independent therapies in 

Canada, France, Germany, Italy, Spain, and the UK.  

We included peer-reviewed articles and grey literature, such as white papers, to inform the current 

state of affairs, challenges identified and ongoing developments. To this end, we also reviewed 
published materials (e.g. slide decks) of presentation sessions and roundtables on Histology 

independent therapies as provided by authoritative organisations like EUnetHTA, EFPIA, and others.  

To obtain a more in-depth understanding of specific requirements and/or country-specific 

information, we explored websites of regulatory and HTA agencies, including EMA (EU), FDA (US), 

CanHealth (CA), NICE (UK), and HAS (FR).  

We performed eleven individual interviews; seven were with HTA experts, not (currently) affiliated 

with an HTA-body, that were selected to cover a range of perspectives and countries; four were with 

industry representatives to provide the manufacturer perspective on access and evidence 

requirements for Histology independent therapies.   

All interviews were conducted via telephone by two members of the OHE team. A semi-structured 

interview format was used; interviewees were sent the interview guide in advance of the interview, 

together with a pre-read and a short questionnaire. The interview materials were developed by the 

OHE Consulting team and reviewed by the funder for compliance purposes. Interviews were audio 

recorded and key themes and results were extracted by two members of the OHE team.  

The views and opinions expressed through answering the questionnaire and during the interviews 

were those of the individual country expert alone and may not necessarily be generalisable to a 

ǂdpvousz-qfstqfdujwfǃ/!The responses to the questionnaire, where experts were asked to use a 10-

point Likert-scale to rate the extent to which they agreed with various statements, were recoded into 
low (rating 0-3), medium (rating 4-6) and high (rating 7-10) agreement brackets and reported 

graphically.  

For a selection of countries whose HTA agencies have previously appraised histology independent 
therapies ƿ the UK, France, and Canada ƿ we have performed in-depth case studies, collecting, 
analysing, and triangulating data on: 



O
F

F
IC

E
 O

F
 H

E
A

L
T

H
 E

C
O

N
O

M
IC

S
 

C
O

N
S

U
L

T
IN

G 

 

 
3 

Á Country-specific adaptive pathways and HTA processes, specifically the extent to which special 

provisions exist relevant to histology independent therapies, such as the acceptability of data 

from single arm trials, the existence of coverage with evidence schemes, etc; 

Á Key aspects of value dossiers and recommendations as provided by HTA agencies (e.g. from 

NICE website) including but not limited to information on trial design, identification of active 

comparator(s), types of data used (including RWE), analytic methods applied, choice of 

endpoints, and the way NGS was accounted for; 

Á Clinical treatment guidelines for specific patient groups, including role (and reimbursement 

situation) of genomic testing; 

Á Awareness and perspectives of leading clinicians, patient groups, regulators and HTA agencies or 

payers regarding Histology independent therapies, the challenges in their assessment and 

potential solutions;  

Á Other relevant contextual factors, e.g. health system, policy and regulatory factors. 

We analysed relevant aspects of published value dossiers and recommendations provided by HTA 

agencies regarding trial design, identification of active comparator(s), types of data used (including 

RWE), analytic methods applied, choice of endpoints, and the way genomic testing was accounted 

for.  

The perspectives of each country level expert were incorporated to provide more detailed insights to 

complement the published information. All experts interviewed have extensive experience and 

understanding of histology independent therapies, however, their views may not be representative of 

the regulatory or HTA agencies in their respective countries.   

 

The regulatory approvals of the anti-PD-1 antibody pembrolizumab and the NTRK inhibitors 

larotrectinib and entrectinib have heralded a paradigm shift in cancer treatment approaches. 

Pembrolizumab was approved in May 2017 by the US FDA for the treatment of adult and paediatric 

patients with unresectable or metastatic, microsatellite instability-high (MSI-H) or dMMR solid 

tumours, and became the first drug to receive a histology independent approval in the US (FDA, 

2017).  

Larotrectinib received priority review, breakthrough therapy designation and orphan product 

designation before becoming the second drug to receive histology independent FDA approval for the 

treatment of adult and paediatric patients with solid tumours with NTRK gene fusions, in November 

2018. In 2019 it became the first histology independent cancer treatment to receive conditional 

approval in the European Union. Larotrectinib has also received regulatory approval in Brazil and 

Canada (Brennan, 2019). 

Entrectinib was granted breakthrough therapy and orphan drug designation by the US FDA in 2017. In 

Europe, entrectinib was first designated PRIME status in October 2017 (Brennan, 2019). In Japan, 
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entrectinib received Sakigake Designation in March 2018, followed by approval from the Ministry of 

Health, Labour and Welfare granted in 2019 (Roche, 2019). Subsequently, the FDA approved 

entrectinib in Aug 2019. Io!Nbz!3131-!FNBǃt!DINQ!sfdpnnfoefe!FV!bqqspwbm under conditional 

marketing authorisation for people with NTRK fusion-positive solid tumours and for people with 

ROS1-positive, advanced non-small cell lung cancer (NSCLC) (EMA, 2020). The drug has also 

received approval from health authorities in Australia, Canada, Hong Kong, Israel and South Korea 

(GlobeNewswire, 2020). 

Regulatory advancements, however, have yet to translate into positive HTA recommendations in 

most countries. While pembrolizumab has been on the market for years and positive HTA 

recommendations have gradually covered new indications as more evidence became available, the 

approval route has been different for NTRK inhibitors, as detailed in Figure 1.   

For larotrectinib a conditional reimbursement decision was issued in England via the Cancer Drug 

Fund, in May 2020 (NICE, 2020a). In France, a partial favourable reimbursement decision was issued 

in July 2020: only approved for the treatment of paediatric patients with NTRK fusion positive 

refractory or relapsing childhood fibrosarcoma or other soft tissue sarcoma, and not for other 

paediatric indications in the marketing authorisation or adults with a NTRK positive solid tumour 

(HAS, 2020). A similarly restricted recommendation had initially been suggested by Health Canada in 

July 2019, who issued a Notice of Compliance with Conditions (Government of Canada, 2019). The 

Canadian committee concluded that in all other solid tumour with an NTRK gene fusion, the 

reimbursement of larotrectinib would not be recommended, as they were not convinced of its net 

clinical benefit based on the available evidence (CADTH, 2019). The CADTH pan-Canadian Oncology 

Drug Review (pCODR) expert review committee subsequently overturned their initial 

sfdpnnfoebujpo-!jttvjoh!b!gjobm!ǂEp!opu!sfjncvstfǃ!sfdpnnfoebujpo/ 

For entrectinib, obtaining reimbursement has been challenging as well. In Europe, VLǃt!OJDF!

announced in June 2020 that the drug will be made available for use in England via the Cancer Drug 

Fund, hence under a coverage with evidence development scheme that will be reviewed in about two 

years (NICE, 2020b). Health Canada approved entrectinib under the Notice of Compliance with 

Conditions (NOC/c) in February 2020 (Government of Canada, 2020), after which the manufacturer 

requested a voluntary withdrawal of the submission (CADTH, 2020). In the US, Japan, and Israel, 

entrectinib is reimbursed according to label. To date, other HTA-bodies or health authorities have not 

yet provided recommendations for either a histology-independent or a restricted indication of 

entrectinib.  

The timeline of regulatory approval and reimbursement recommendations for these two histology 

independent therapies is shown in Figure 1.  
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FIGURE 1: TIMELINE OF REGULATORY AND HTA APPROVALS  

HTA and regulatory bodies have fundamentally different evidence requirements, which are in part 

reflective of their different objectives. Whereas costs are beyond the scope of regulatory 

assessment, they are relevant to most HTAs. In addition, although both bodies assess the clinical 

data, they demand different levels and types of evidence.  

Regulatory approval can be granted when there is enough evidence that the drug is efficacious and 

safe to use, but HTA bodies also need to be satisfied the drug is clinically effective and offers good 

value for money compared with the next best treatment option. As a result, regulators will often 

accept evidence coming from single-arm, basket, or umbrella trials, that generally have a primary 

endpoint of objective response rate across all patients with the genomic aberration. Most HTA 

bodies, however, require comparative evidence regarding progression-free and/or overall survival, as 

well as insight into between-tumour heterogeneity.  

Key-challenges in the evidence development for histology independent therapies that contribute to 

the gap between regulatory approval and HTA reimbursement decisions include: 

Evidence versus an active comparator:  HTA agencies tend to request the new treatment to be 
compared to the active comparator(s) that are most relevant to their country (for example, the SoC). 

Histology independent therapies will cover multiple standards of care and comparators, and in some 

cases, it is considered not clinically feasible or economically effective to collect robust comparative 

clinical data. In addition, for a new biomarker, the natural history of disease is often not well enough 

understood to compare the new treatment against. This complicates the definition of a 

representative consistent value for a payer across all the applications of the therapy.  

Biomarker -based or surrogate endpoints:  a divergence remains between the approaches taken by 

regulatory authorities and HTA bodies. Ambiguity regarding the link of biomarker-based or other 
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surrogate endpoints to overall survival may lower the level of evidence, as perceived by an HTA 

panel.  

Small sample size: given that the prevalence of the genomic aberration targeted by the drug is often 

low, the clinical evidence to inform reimbursement decisions will likely need to be based on studies 

with small sample sizes. Furthermore, the understanding of novel trial designs, such as basket or 

umbrella trials, as well as (statistical) methods required for robust assessment of (relative) 

effectiveness is limited in this setting.  

Heterogeneity:  HTA agencies are concerned that patient outcomes may be different between 

tumour types, and that the key clinical evidence might not be generalisable to clinical practice 

because of the distribution of tumour types, including potentially unrepresented tumour types, and 

the unknown effect of patient characteristics (NICE, 2020c).  

Next-generation sequencing ( NGS): HTA bodies may require the full cost of NGS to be included in 

the cost-effectiveness analysis of a specific histology independent therapy, making the 

demonstration of value even more challenging since the healthcare system benefits of NGS are 

broader than those that can be directly attributed to the therapy under assessment in question, yet its 

benefit can also not be accrued without it. Furthermore, different countries have different access 

levels to NGS, and this may vary even between institutions (academic vs local general hospitals), 

which will also have an impact on patientsǃ access to histology independent therapies.  

While not every challenge mentioned above may be unique to the assessment of histology 

independent drugs, they coalesce in this novel class of therapies and solutions that are acceptable to 

all stakeholders have yet to be found.  

When NTRK inhibitors first obtained breakthrough therapy designation by the FDA, Priority Review 

and even in some instances PRIME designation by the EMA and Sakigake designation (innovative 

pharmaceutical product) in Japan, it did so leveraging processes that are specifically designed to: 

i) expedite the development and assessment of drugs that are intended to treat a serious 

condition in areas of high unmet need, and  

ii) ii) allow for the use of preliminary clinical evidence that demonstrates substantial 

improvement over available therapy on a clinically significant endpoint.  

HTA bodies, however, are still in early phases of figuring out (if and) how to adapt to the challenges 

posed by histology independent drugs. As such, the gap between regulatory and HTA has, in effect, 

widened. While moving towards increasingly more precision medicine, of which histology 

independent therapies are a clear example, it is important for all stakeholders to collaborate to 

ensure that efficiencies gained in the regulatory pathway are not lost in the divide between regulatory 

and HTA.  

Increasing awareness is the first step  

Bridging the gap between regulatory and HTA first of all requires an awareness of what histology 
independent therapies entail; how these change the way patient populations and treatments against 

cancer are characterised, and the specific challenges they face when assessed for value.  
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The HTA-experts interviewed were largely in agreement with the statement that ǆUif!hfofsbm!

awareness of histology independent (HI) - therapies is still relatively low beyond specialist oncologists, 

sftfbsdifst!boe!bdbefnjdtǇ. There is also a fair amount of concurrence cfuxffo!joejwjevbmǃt!

responses that ǆNbovgbduvsfst!tipvme!ifmq!jodsfbtf!uif!hfofsbm!bxbsfoftt!pg!IJ-therapies amongst 

ejggfsfou!tublfipmefs!hspvqtǇ (Figure 2).  

Joufswjfxfftǃ!ppinions varied, however, on whether ǆSegulators and national HTA organisations 

should come together to align on principles that support innovation and accelerate patient access by 

fyqfejujoh!uif!efwfmpqnfou!boe!sfwjfx!pg!uifsbqjftǇ/ Experts from Italy, Spain and the UK reported 

high levels of agreement this statement, whereas those from France, Germany and Canada were less 

or not convinced. (Figure 2)  

 

FIGURE 2: AWARENESS AND PERCEIVED NEED TO ALIGN REGULATORY AND HTA PATHWAYS 

When considering how alignment may look like, it is relevant to note that in Europe, regulatory 

approval is done at the European level, whereas reimbursement decisions are for individual countries 

to decide. Some interviewees suggest that the European network for HTA (EUnetHTA) may 

contribute to harmonising HTA across countries. Others point out that different countries in Europe 

have such fundamental different views on what evidence is needed for HTA, including the 
acceptability of surrogate endpoints, that this would be near impossible to achieve in the short to 

medium term. For example, while NICE in the UK places much emphasis on health economics, 

notably including quality of life and patient reported outcomes; HTA-bodies in Spain, Germany and 

France largely stay away from this, considering disease progression and survival data as the main 

types of evidence to inform reimbursement decisions. Industry representatives interviewed 

acknowledge that there will not be a unified approach by HTA bodies soon, and therefore the ǂdoor-

openerǃ-!jo!ufsnt!pg!fwjefodf!sfrvjsfnfout-!xjmm!vary across countries. Rather than a uniform HTA 

approach, they consider some degree of flexibility as the key to improve the status quo.  
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Evidence generation pre-HTA: changing the picture  

Among the various evidentiary challenges mentioned, generating comparative data is perceived as 

the main hurdle. Where some HTA-experts acknowledge that this is particularly complicated given 

the nature of histology independent drugs, clinical experts emphasise this is precisely their key value. 

Tp!gbs-!IUB!ibt!gpdvtfe!po!hfofsbujoh!fwjefodf!gps!ijtupmphz!joefqfoefou!uifsbqjft!uibu!ǂgjut!uif!

qjduvsfǃ rather than considering adaptive HTA-pathways for such therapies-!bt!sfgmfdufe!cz!fyqfsutǃ!!

opinion on whether ǆDedicated HTA pathways are being considered for specialised, innovative 

technologies like HI-uifsbqjftǇ (Figure 3). Clinical opinion, however, qpjout!pvu!uif!offe!up!ǂdibohf!uif!

qjduvsfǃ!up!sfgmfdu!uif!qbsbejhn!tijgu!cspvhiu!bcpvu!cz!uiftf!usfbunfout/ 

 

FIGURE 3: ACCEPTANCE OF DEDICATED HTA PATHWAYS FOR HISTOLOGY INDEPENDENT THERAPIES 

Novel types of trial designs, such as basket trials, to study the effect of one drug on a single genomic 

alteration in a variety of tumour types at the same time, are one way to reflect the unique nature of 

histology independent drugs. HTA experts so far have been reluctant to accept these (Figure 4) and 

point to the challenge of designing these basket trials a priori. At present, there is no consensus of 

how to set up exploratory and confirmatory basket trials. Yet for HTA-bodies this is critically 

important to also allow for a better understanding of heterogeneity between tumour types.  

Some experts point to using indirect comparisons that may allow to compare data from single arm 

trials to other sources of data. In some countries indeed, evidence from single arm studies might be 

acceptable when the natural history of the disease is well understood and documented, and when 

this shows a high unmet need (Figure 4). Some HTA-experts interviewed also commented that low 

patient numbers per tumour site would not necessarily be a core problem when there is good 

knowledge of disease-prognosis of a tumour with this mutation. Particularly for new biomarkers 

however such data is not readily available. Work needs to be done to establish these baseline data 

and the endpoints considered in such studies should move beyond response rates and include 

disease progression, survival and quality of life to be accepted by HTA-bodies (Figure 4). 
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FIGURE 4: ACCEPTANCE OF (NOVEL) TRIAL TYPES AND ENDPOINTS   

Uif!bcpwf!joejdbuft!uibu!ǂdibohjoh!uif!qjduvsfǂ!sfrvjsft novel and more advanced trial designs and 

analytic methods to reduce the uncertainty in HTA. This requires manufacturers, clinical triallists and 

HTA methodologists to engage in early dialogues to agree on how to adapt the study designs, as is 

increasingly common for example in the UK. It is then on HTA-bodies to accept these types of 
evidence. In the meantime, however, decision uncertainty regarding the incremental (cost-) 

effectiveness of histology independent therapies will remain; even a changed picture may be blurry 

for a while.   

Managing uncertainty post -HTA 

Managed entry agreements, including conditional reimbursement, outcome-based payment, and 

other risk-sharing schemes, can facilitate patient access whilst sharing financial risk and 

incentivising further data collection. In the short term, this requires less change from HTA-bodies 

regarding evidence requirements, and various countries, e.g. France, Germany, Italy, and the UK 

already have such schemes in place.  

HTA-experts interviewed however noted that having conditional reimbursement schemes in place, 

does not necessarily mean that these are an option for histology independent drugs (Figure 5). In 

France, for example, b!njojnvn!mfwfm!pg!ebub!jt!fyqfdufe!up!cf!qspwjefe!up!ibwf!b!ǂsfbtpobcmf!

fyqfdubujpoǃ!pg!jodsfnfoubm!fggfdujwfoftt!pg!uif drug, before it can enter such an arrangement. In 

Canada, a conditional access pathway is possible, but its use is discouraged because there are no 

clear processes and protocols for executing such a scheme. HTA-experts from France, Spain, 

Germany and Canada also commented that any positive recommendation, either before or after 

conditional reimbursement and re-assessment, would most likely be limited to specific tumour types, 

where data is most convincing; instead of granting a true histology independent approval as would 

be the case in the UK.  




























