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Introduction Results
« NICE (England, UK) defines ultra-orphan drugs as those e Seven ultra-orphan drugs had published guidance or  All seven drugs received positive recommendations
treating life-threatening or seriously debilitating FEDs from NICE HST by September 2017°. Each of these from NICE HST, HAS, and the G-BA, with the exception
conditions affecting <1:50,000 people'?. assessments was initiated prior to introduction of cost- of sebelipase alfa, which was not recommended by
* The NICE HST programme was introduced in 2013 to effectiveness criteria to the HST programme. NICE HST.
assess these drugs, which are unlikely to meet standard * The outcome of assessment by NICE HST, HAS, and the * Many of the recommendations are subject to re-
cost-effectiveness criteria due to high acquisition costs G-BA for these drugs is presented in Table 2. evaluation after further data becomes available.
required to recoup research and development costs for Table 2: Outcome of assessment of ultra-orphan drugs by NICE HST, HAS, and G-BA
innovative technologies in small patient populations3. . NICE HST (England, UK)® HAS (France)’ G-BA (Germany)3
_ , _ , Drug Indication S ——
* Prior to the introduction of a cost-effectiveness S iR
evaluation in April 2017 (threshold £100,000 per QALY), o i Atypical haemolytic i o Recommer|1ded V\:th rthuest for Accepted prior to routine benefit
the HST programme considered the following criteria in culizuma uraemic syndrome ccommendee. SCLEPIEnNEEi eEloer assessments.
. . SMR: substantial; ASMR: Il
forming guidance: , ,
L Mucooolvsaccharidosis Recommended with re-evaluation Recommended.
* Nature of the condition. Elosulfase alfa pty e V3 Recommended with MAA. within 5 years. Extent of additional medical
» Impact of the new technology. s SMR: substantial; ASMR: Ill benefit: minor
« Cost to the NHS and personal social services. N Recommended with re-evaluation Recommended.
 Value for money. Ataluren E Recommended with PAS and MAA. in 2021. Extent of additional medical
 Impact beyond direct health benefits. SMR: m"d;_ ASMR:V | SIS e
» Impact on the delivery of the specialised service. , | | ARSI ET ) [EEE R MRTIMEe e,
Migalastat Fabry disease Recommended with PAS. within 5 years. Extent of additional medical
« HAS (France) and the G-BA (Germany) also apply SMR: substantial: ASMR: IV benefit: not quantifiable
special criteria to the assessment of drugs for Recommended.
treatment of rare diseases*~. Eliglustat Type 1 Gaucher disease Recommended with PAS. Recommgnded. Extent of additional medical
_ o _ , SMR: substantial; ASMR: V . .
 Table 1 summarises key criteria considered in the benefit: not quantifiable
assessment of ultra-orphan technologies by NICE HST, ot o Recommended with re-evaluation RecomrlT:teSSCeij\gtef; \zlglgltv until
HAS, and G-BA. Asfotase alfa . Recommended with MAA. within 3 years. " L
o hypophosphatasia . <ub I _ Extent of additional medical
Table 1: Criteria for assessment of ultra-orphan drugs by >MR: substantial; ASMR: Il benefiE not cusmiHaklk
NICE HST, HAS, and G-BA Recommended with request for Recommended with validity until
Criteria NICE HST (England) HAS (France) G-BA (Germany) Sebelipase alfa Lysosomal acid lipase Not recommended (appeal supplementary data. 15t December 2018.
== 10 — > deficiency underway). SMR: substantial; ASMR: Il Extent of additional medical
Aeleltiamall [sEmari: (infantile), V (juvenile) benefit: not quantifiable
Considered for SMR and ASMR considered proven PAS, patient access scheme; MAA, managed access arrangement; SMR, medical benefit; ASMR, additional medical benefit
Clinical patientsand  considered proven at MA (if Bl  Key drivers in the decision-making process for each ratings), unmet need, target population size, and
benefit where relevant, at MA (if Bl threshold met). assessment are summarised in Table 3. innovation as key drivers for decision-making. Costs
carers. threshold met). E’;tf:ftito;csr:ee;i:jl « NICE HST decisions were usually driven by BI, value for were not discussed.
Costs to TR | money, and unmet need. Clinical benefit, innovation, * The G-BA assessed clinical benefit (in the context of
the health — Bl threshold <€30 Bl threshold <€50 and quality of life (QoL) of patients and carers (where extent of additional medical benefit), target population
service considered. million peryear.  million per year relevant) were also key factors in some assessments. size, annual treatment costs, and unmet need in
: . Accelerated . e HAS considered clinical benefit (SMR and ASMR decision-making.
Innovation Considered. ocedure Not mentioned.
P ' Table 3: Factors that were key drivers in the decision-making process for each assessment by NICE HST, HAS, and G-BA
Follow-up May be requested . . : .
research as part of MAA. May be requested. May be requested. S Eculizumab Elosulfase alfa Ataluren Migalastat Eliglustat Asfotase alfa Sebelipase alfa
N L7 N L N L NN L N L7 N L N L
Bl, budget impact; MA, market authorisation; MAA, managed access arrangement; 2SS I I = S I I = S I I — alﬁ I I = alﬁ I I = EIE I I = alﬁ I I =
PAS, patient access scheme; SMR, medical benefit; ASMR, additional medical benefit Clinical benefit v v NA v v v , v v - v v - v v - v v - v v
* If the budget impact (Bl) threshold is exceeded: Patient QoL v v NA Vv - | 72| 2 - | 2| - | 7| 7| - e ) N
* HAS assess the medical benefit (SMR; ranked CarerQolL/burden v - NA - _ . | 7| 7| - ; - - ; i 7 ) _ _ _
substantial, moderate, mild, or insufficient) and QALYs/ utilities v . NA - ) _ ) _ _ _ _ ] ] ] _ v _ _ _ _ _
additional medical benefit (ASMR; ranked | to V Unmet need 2 I I TN R N IR A A R I I I B B R N N I I RV
[major, important, moderate, minor, or no clinical Budget impact v - NA V ] _ v ) _ 7 _ ) 7 ) ) v _ _ v _ _
improvement]). Value for money v - NA v - - v - - v - - v - - v - - v - -
 The G-BA assess additional benefit over the relevant Treatment cost v. - NA - R A R ] VS N
comparator, and the extent of additional benefit Target pop. size - v NA - VY v - v v . v L O S
(rated major, considerable, minor, not quantifiable, Innovation v. v NA - _ e _ N e ) _ ) _
no additional benefit, or less benefit). v’ Key driver of decision; - Not a key driver of decision; NA No assessment available
Objectives Conclusion
Compare the outcomes of assessments of ultra-orphan * Clinical benefit and costs were key drivers of decision- was considered a key driver of costs.
drugs made by NICE HST with assessments of the same making in the assessment of ultra-orphan drugs: « Patient QoL was commonly a key driver for NICE HST
technologies by HAS in France and the G-BA in * NICE HST considered Bl and value for money more and HAS, and infrequently for the G-BA. Carer QoL was
Germany. consistently than clinical benefit, likely reflecting a driving factor in some cases for NICE HST and HAS.
Explore the decision-making processes behind the uncertainty in available data due to small population  All three bodies requested follow-up data and re-
recommendations made for ultra-orphan drugs by the sizes available for conducting clinical trials. evaluations after a set timeframe in the majority of
three HTA organisations. * Although HAS assessments did not discuss costs, assessments, in order to manage uncertainty in
SMR and ASMR were assessed, indicating that the BI available clinical data and costs to the health service.
Methods threshold of €30 million was exceeded in all cases. * |n conclusion, clinical benefit and unmet need are
A search was conducted on the NICE website  The G-BA cormdlfred add;clonal m;d;]ca beneﬂ; |mpr:)rta3t drlvbers behind recomm(;nd;atlons fo:; ultl;]a—
(https://www.nice.org.uk/) for all HSTs that had p;c;ygn atll\/kI)Amfz.:] ca;gshan assesse ht e(:]xtent o]c orp an. rugs by I\!ICEdHST,. I;I]AS,I.a.n It de G-BA, but t Ie
suidance or final evaluation determinations (FEDS) a r|1t|c§I)na enefit, w |; s;ggests that the ﬁl 0 En.certalntydass;)uate wit g C |n|.ca at?1 c;‘com:cnon y
oublished by 29t September 2017 (n=7). eac rugdwas not coES| e;e. to e>.<ceec |€50 mi |9n. nr}:gs E,I anh. c:]t er COTt consi heratc!Ions tot ? orczI ron’;.
Searches were then conducted for evaluations of the . Unrr?etI r}eg |'V\f/1as fa ey | rl\l/.er |In fa countries, . Acsjd}th e||' |g. —cc?st utra—o;p an drugs are introduced,
same technologies by HAS (France; https://www.has- partlc.u arly in lig dto huncertaln clinica Iev.lcencg. a IE-On?j criteria rr;]ay e r:cicesfsary to hmarllaﬁz
sante.fr/portail) and G-BA (Germany; (https://Www.g- . fCertalntyl aro.un the ftarget. F;Opl.J .atlon Ii!ze wa.s com |r|1e. Bld e.gc;I bt e cost-e £elctlveness thresho
ba.de) (accessed 29th September 2017). reguently an important factor in decision-making, as it recently introduced by NICE HST (£100,000 per QALY).
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