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TABLE 1
ObjGCtiveS NICE technology appraisal case studies

To understand the suitability of data from the UK Clinical Practice
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Research Datalink to inform modelling inputs for functional
health states in health technology assessment submissions, . N N: N N: N07)4 MAA ID16315

by examining case studies of recent NICE appraisals.

Treament/ Avalglucosidase alfain Cannabidiol in tuberous
@ indication Empagliflozin in chronic HFrEF gompe disease B e Risdiplam in SMA
272 Modelled Quartiles of the KCCQ-CSS, a Combination of ambulatory and Categorical grouping of number Highest motor function
B a C kg rO u n d \Q/ health states patient-reported outcome respiratory status (wheelchair and of seizure-free days per week milestone achieved (non-sitting,
instrument ventilation dependency) sitting, standing, walking) and
¢ Electronic health records from Clinical Practice Research Datalink permanent ventilation
(CPRD), a representative sample of UK primary care practices, are __ _ _ — - _
the most common source of real-world data in submissions to the E Context for use ¢ Clinical outcome inputs ¢ Cost of disease management ¢ Health state-specific HCRU ¢ Criticism from previous NICE
_ _ 1 ——— of CPRD data were derived from analyses in the company submission inputs in the model were TAs indicated that HCRU for
UK National Institute for Health and Care Excellence (NICE). of patient-level data from was sourced from CPRD/HES, informed by the results of a SMA was underestimated
: . . _ ) ) . ) : e
¢ While generally considered a high-quality data source, there the key !olaceb_o controlled but was as.sume.d to be equal .two rpund De.lp.hl panel study in qll 'fwallable. studies,® the
_ _ - randomised trial for for all patients in the model involving 10 clinical experts majority of which were drawn
1S a n_e_ed to better L_mderStan(_j the SUIt.abIllty of CPRD for empaglifozin regardless of wheelchair and | from patient and caregiver
specific use cases in economic modelling of conditions where . Evid ) CPRD stud ventilation status, as results ¢ The rlesults oflt_:'etDzlphl - surveys and presented
patient Subgroups and disease progression are best defined by vidence trom a study were only available for the pane \_Nere validated agains limitations such as recall bias,
_ _ T _ S was used by the manufacturer total population a published CPRD study of small sample sizes and limited
clinical practice and validate ¢ Additional health state of patients with tuberous of secondary care
M t h d the long-term predictions costs were instead based sclerosis complex
e O S of the model for standard of on assumed one-off and ¢ The feasibility of sourcing
. : : : care, but did not inform any maintenance HCRU upon resource use inputs from
¢ NICE single technology appraisals (TAs) published in the last : :
) _ inputs progression CPRD was therefore explored
5 years (12/01/2018-12/06/2023, n=387) were reviewed, excluding as an alternative (Figure 1)
oncology indications due to the additional availability of CPRD
linkage with the disease-specific National Cancer Registration %b Key cgtmbr!}fatnts ¢ :’hhe EAG ;ecct)mmende(.jdthat ¢ The Eg(;‘.hraised c.cznc?crnst. t ¢ ;I'rlre EAG :ceqijested tha?;cJI ¢ A C]c)PRI?thuddy v:[/as., deef:crje.d t
: : on suitability e manufacturer provide aroun e severity of patients e manufacturer provide a unfeasible due to insufficien
and Analysis Service (NCRAS) dataset. of CPRD a version of the model that with Pompe disease in the scenario analysis using HCRU clinical information available
¢ Committee papers from the resulting 143 appraisals were captL;refi thg ‘|lr.eal-V\{o|:ldr: CPRD Stl:)O['y conﬁuct?d vlzas gsg’lgs fro(rjn the published tolldetermir}e motpr fungtion
searched for case studies meeting the following criteria o e itithe || comparae o hat of ot e lesones sevent; varo
. . : : o ¢ The manufacturer declined - -
¢ Model health states defined on the basis of functional outcomes in the submission, but the - ’ algorithms were discussed,
| ¢ Zhekmaanactuhrer pushed assumption around health lsta;c(lng concerns .tha:)the but the additional complexity
¢ Reported use of CPRD (and linked secondary care data from ?tch t?]ga_'“i'_‘f’_‘ et§ug§]ee:,[t|on, state-specific costs was not ack of s-;ctratlﬂcanon yld - left the methodology open to
: . : wi e justification tha discussed seizure frequency would fai critiaue (Fieure 1
ghe Hea_lth Ep[[ShOde Sta;[CIStJIECS [HESE] qlstabasAe) and/or IntCéUded the lack of routine recording to capture differences in que (Fig )
ISCUSSION DY the manutacturer or cvigence Assessment Group of KCCQ-CSS in CPRD/HES resource use and resulting ¢ Opinion from clinical experts
(EAG) of the suitability of CPRD to inform modelling inputs would require reducing the benefit compared with also suggested poor accuracy of
_ _ _ model’s granularity previous TAs in rare epilepsies diagnosis coding of SMA types
¢ Three case studies were selected to exemplify different
approaches,=* and were supplemented by a feasibility o Ultimate source | ¢ As above, unchanged in the ¢ As above, unchanged in the ¢ As above, unchanged in the ¢ A Delphiapproach will be
assessment for a CPRD study to inform healthcare resource use — @ of model inputs final submission final submission final submission used to elicit the required
(HCRU) inputs for an economic model in spinal muscular atrophy il_rl](:SRl\;J,AinpUtS from UK experts
(SMA), as part of a Managed Access Agreement (MAA).
¢ |n order to address previous
R I critiques, the Delphi panel will
e S U t S aim to recruit across a range
_ o of specialities/settings, and
¢ Anoverview of the characteristics and key takeaways of each case will also include items from
study is presented in Table 1; the methodology and outcomes of primary and home care
the feasibility assessment in SMA are further outlined in Figure 1.

¢ Rare genetic diseases represented the majority of indications

in the case studies identified (n=3), while the final case study FIGURE 1
(TA773) was in a chronic cardiovascular indication.
¢ Functional outcomes used to define health states included F€<35|b|||t>/ assessment for a CPRD StUdY of HCRU in SMA
ambulatory and respiratory function (TA821, MAA ID1631),
number of seizure-free days (TA873) and patient-reported 1 ? 3

outcomes (PROs; TA773).

¢ The majority of case studies considered the use of CPRD to
inform HCRU inputs (n=3/4), with one submission including

- - - i Aim: to determine whether :
discussion of inputs for clinical outcomes. Rl inmists could b‘;’ ourced Two potential approaches Key challenges were
¢ Overall, no successful use of CPRD to obtain model inputs for from CPRS/HES sccording to the were explored based on data identified, and a CPRD study
functional health states (e.g. through an algorithm based on e} available in the CPRD/HES: was deemed to be unfeasible

proxy variables) was identified; instead, use of CPRD was limited model health states (Table 1):
to sourcing overall population inputs, assuming no variation
between health states.

¢ Approaches to obtain health-state specific inputs required
assumptions to be made about additional HCRU incurred upon

disease progression Experts agreed this would be

insufficient, due to the heterogeneous
natural history of SMA. In addition,
only treatments in the primary care
setting are explicitly recorded, which
would not capture DMTs

We explored the possibility to
assign likely motor function based
on the natural history of SMA,
accounting for SMA type, age and
treatment with DMTs

¢ Theinitial scoping assessment
confirmed availability of key

categories of HCRU and SMA
diagnosis codes

¢ Alternative means of data generation, where CPRD studies
were not deemed feasible, included expert elicitation through
Delphi methods.
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¢ Absence of data on motor function,
however, meant that an algorithm
would be needed to stratify
patients by model health states

Conclusions

In addition, we examined whether Experts indicated use of HCRU items

While CPRD is generally considered to be an appropriate data ¢ '“g:;g”gphott?r';trfga';’O'er‘:z‘fhes ce;tj‘(;ﬂ ;'fgg;itﬁt';: i(c‘?ég%sgti'gr: de”t would vary in each group, but no items
. . e : : W u X in , . ) g
source in NICE appraisals, it is not well suited to inform health SMA and epidemiology SresedluEs, et o saeekleia) could be uniquely linked to specific

groups; concerns also included the

states based on functional outcomes due to the limited nature . : .
potential for recursive analysis

of the clinical data recorded.

alone or in combination, could be
indicative of motor function

Submissions in rare indications may face particular challenges

in the use of CPRD data, as structured diagnosis codes

Of_te_n lack the s.pecificity.and granularity required to identify Abbreviations: CPRD: Clinical Practice Research Datalink; DMT: disease modifying treatment;: EAG: Evidence Assessment Group; HCRU: healthcare resource use;
clinically-meaningful patient subgroups. HES: Health Episode Statistics; HFrEF: heart failure with reduced ejection fraction; KCCQ-CSS: Kansas City Cardiomyopathy Questionnaire Clinical Summary Score;
MAA: Managed Access Agreement; NICE: National Institute for Health and Care Excellence; SMA: spinal muscular atrophy; TA: technology assessment.

To overcome the limitations of CPRD, manufacturers may have

to assume no difference between functional health states, References: 'Leahy TP et al. BMC Health Services Research 2020;20:1-9; 2NICE. TA773. Available at: www.nice.org.uk/guidance/ta773 [Last accessed: 27.09.23];

Integrate other sources such as expert judgement or exclude SNICE. TA821. Available at: www.nice.org.uk/guidance/ta821 [Last accessed: 27.09.23]; *NICE. TA873. Available at: www.nice.org.uk/guidance/ta873 [Last accessed: 27.09.23];
: : SNICE. MAA ID1631. Available at: www.nice.org.uk/guidance/ta755/resources/managed-access-agreement-pdf-10897406893 [Last accessed: 27.09.23].
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