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Therapies that launch in disease areas with no alternative treatment options represent a 
challenge in demonstrating value due to the lack of comparative evidence that prove an 
added therapeutic benefit. 

Demonstrating the value of a therapy and presenting a strong case of efficacy and safety 
of a drug is inevitably more complicated for drugs that launch in a space with no approved 
standard of care (SoC). Health technology assessment (HTA) agencies typically require 
randomized controlled trial evidence when appraising health technologies. As a result, 
the lack of approved SoC and therefore lack of comparative clinical data necessary to 
support an HTA submission may be challenged by payers. These therapies often rely on 
surrogate endpoints that may not be validated (e.g., with evidence that demonstrates the 
link between treatment-induced change on surrogate endpoint and treatment-induced 
change on patient-relevant endpoint), and the use of such endpoints adds uncertainty to 
the HTA process. Additionally, payers may not be as knowledgeable about the disease and 
may not appreciate the burden for patients and the high unmet need. Consequently, HTA 
processes will always be more challenging for these therapies.

The purpose of this research was to explore HTA outcomes for therapies launching in 
disease areas with no approved standard of care and highlight key evidence strategies to 
address data gaps and optimize HTA outcomes.

To identify optimal evidence development strategies for therapies with indications where 
there is no established SoC in Germany, France, and the UK.

An initial list of all EMA-approved therapies was extracted from the EMA website and filtered 
to identify therapies approved between 2011 and 2020. A total of 97 orphan therapies were 
further selected, which were screened for mention of no alternative treatment options in the 
HTA decision summaries from G-BA in Germany, HAS in France and NICE in the UK. This 
identified 15 therapies to explore the trial design, efficacy outcomes and supplementary 
evidence (FIGURE 1). A final list of 4 key orphan therapies demonstrating differences across 
key metrics and evidence submitted were selected for deep dive to allow for extrapolation 
of findings. An additional analogue, XIAPEX, was included in the analysis to understand 
evidence requirements for therapies that, while not receiving an orphan designation by 
the EMA, launch in a space with no established SoC.

While a non-quantifiable added benefit rating was assigned to most studied therapies in 
Germany given the orphan status, French and UK HTA bodies were more stringent in their 
assessment of prioritized analogues, requesting more data to confirm the extent of the 
benefit (FIGURE 2).

4 of the 5 analogues analyzed had an orphan designation and all analogues assessed were coming in 
the market as sole pharmacological treatments for the diseases. Despite the lack of approved SoC 
and high unmet need, HTA bodies expected the appropriate comparators to be used, the long-term 
benefit of the therapy to be demonstrated, and placed the most emphasis in symptom control and 
prevention of disease progression (FIGURE 5).  

Our research showed that HTA bodies such as G-BA and HAS expect a comparison with SoC to be 
used even if the SoC is not a pharmacological agent. For example, XIAPEX did not provide data in 
comparison to the standard surgical procedure (PCNF) and thus was not able to prove comparative 
effectiveness in Germany and France.

In the cases where no other treatment option was available and a single-arm study design was 
used, historical comparisons were submitted and were accepted in France and Germany. In the UK 
however, NICE highlighted the limited robustness of such comparisons, citing differences in patient 
populations across studies and differences in the data collection methodology.

The analysis also showed that OS extension was considered a key value driver, but HTA bodies 
acknowledged that some of these therapies are not curative and therefore placed greater emphasis 
on symptom control and management of disease progression. In the case of PALYNZIQ for example 
the lack of QoL endpoints that measure improvement in neurocognitive symptoms was negatively 
perceived across EU3 markets. 

Finally, durability of effect was seen as the most important value attribution factor in the assessment 
of these analogues. Since the majority of the trials were a in the range of 24 weeks long, 4 out of 5 of 
the selected analogues submitted follow-up studies to ensure robustness of clinical evidence. Other 
concerns regarding the validity of the follow up studies reflected uncertainties around the population 
sample of the follow up being identical to that of the original trial. Discrepancies between patient 
characteristics weakened the validity of long-term results, which was reflected in the imposition of 
stopping and starting criteria as well as severe discounts. 

PALYNZIQ was approved using a biomarker endpoint that measures the change in patients’ 
blood phenylalanine levels throughout the course of treatment (FIGURE 3).

The transparency committee (TC) in France was acceptant of this surrogate endpoint, 
expecting that improved biomarker levels will lead to long-term improvement in 
neurocognitive symptoms for patients that do reach recommended target levels of 
phenylalanine.

However, additional quality-of-life (QoL) endpoints to demonstrate this symptomatic 
improvement were not provided, potentially limiting PALYNZIQ’s HTA opportunity in 
France.

In the UK, evaluation of PALYNZIQ is still ongoing as additional health economic and 
cost-effectiveness evidence to support the NICE appraisal are still under development.

LUXTURNA was approved based on improvements in patient vision test scores after 1 year of treatment, 
and all EU3 countries viewed the use of this novel disease-specific endpoint as acceptable.

NICE however noted that, while the MLMT primary endpoint is acceptable to inform efficacy in 
the short term, more established vision outcomes (i.e., visual function or visual acuity) were the 
primary instruments used in health economic modeling.

Given the demonstrated improvement using accepted endpoints and favorable clinical efficacy, 
LUXTURNA received positive HTA ratings in France and Germany (ASMR II and considerable added 
benefit, respectively).

STRENSIQ was EMA-approved and received reimbursement across EU3 countries with single-arm trial 
data, a comparison to a historical control group, and retrospective analyses that assessed overall survival 
as well as symptom improvement (FIGURE 4).

Overall survival data and the indirect comparison using a historical control group were considered 
significant in France, leading to an ASMR II rating, but the G-BA did not accept STRENSIQ’s non-
comparative data in patients with juvenile forms of hypophosphatasia (HPP), resulting in a no added 
benefit rating for that patient sub-population. 

In the UK, given the single-arm trial design and lack of robust long-term data, NICE guidance stipulated 
a managed access arrangement restricting access for patients with juvenile-onset disease with 
starting and stopping criteria and requiring further data collection to address uncertainties in the 
clinical evidence.

KANUMA gained EMA approval based on open-label single-arm studies measuring the overall survival of 
patients with LAL deficiency compared to a historical cohort of untreated patients with LAL deficiency 
and similar clinical characteristics.

Despite the small trial size (N=11 patients), HAS viewed the survival benefit relative to the historical 
control as significant for patients with infant-onset LAL deficiency, leading to an ASMR III rating.

For non-infant-onset LAL patients, biomarker endpoints, rather than survival rate, were collected, 
including normalization of alanine aminotransferase (ALT) levels, with the weaker data package, 
as well as lack of relevant QoL data and potential safety risks, resulting in an ASMR V rating.  

Though NICE’s assessment recognized the efficacy of KANUMA in treating rapidly progressive 
disease in the short-term, the unclear long-term benefit in patients and exceptionally high price 
of KANUMA, even with the proposed per-patient cost cap, resulted in a negative recommendation 
for reimbursement.

XIAPEX was approved by the EMA based on a placebo-controlled phase 3 trial measuring the percentage 
of patients experiencing symptom improvement (reduction of contracture to ≤5⁰) 30 days after treatment.

HTA bodies across EU3 countries rejected the use of a placebo control group, citing percutaneous 
needle fasciotomy (PCNF), a non-pharmacological intervention, as the appropriate treatment 
comparator.

As a result of the lack of appropriate comparator and without an orphan designation, XIAPEX 
received a no added benefit rating in Germany; similarly, a negative HTA outcome was assigned in 
France (SMR Insufficient) and NICE’s guidance on XIAPEX was withdrawn in the UK.
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