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()1 BACKGROUND . ()2 OBJECTIVES

= Tumour-agnostic therapies target common genetic and molecular features = This study reviewed health technology assessments (HTAs) conducted for larotrectinib and
across multiple tumour types.1 entrectinib across the EU4 (France, Germany, ltaly, Spain) and the UK (England, Scotland).

= Unlike traditional treatments, which are often specific to one type of cancer,
these therapies offer the potential to treat a wide range of cancers by 03 METHODS @
focusing on shared mechanisms such as gene mutations, cellular @

pathways, or immune targets.12

= Two medications have gained regulatory approval in Europe for a tumour- = Atargeted review of HTA agency websites (National Institute for Health and Care Excellence
agnostic indication: larotrectinib and entrectinib, both for neurotrophic INICE], Scottish Medicines Consortium [SMC], Gemeinsamer Bundesausschuss |G-BA],

Haute Autorité de Sante [HAS], Agenzia ltaliana del Farmaco [AIFA], Agencia Espaiiola de

Medicamentos y Productos Sanitarios [AEMPS]) was conducted on the 12th of April 2024 to

= Several tumour-agnostic therapies are expected to receive approval over identify HTA documentation for larotrectinib and entrectinib.

the next decade.® = The reimbursement outcome, clinical and economic evidence and the HTA body evaluation of
the submitted evidence were analysed.

tyrosine receptor kinase (NTRK) fusion-positive solid tumours.3-4

()4 RESULTS

il

ol

Outcomes = Due to the absence of a trial comparator, Table 1: Overview of reimbursement outcomes and key drivers for the 11 HTAs

synthetic comparator analyses were

.- dati
Ident|f|6d HTAS . . Country Drug — R_ec_ommen _atlon Key drivers of outcome
submitted in 55% (6/11) of assessments Outcome (condition/restriction) detail) | Per tumour or per label

= Atotal of 11 HTAs were identified across (Table 2).6-8111215 Cusl elleeiueless el S Cinicaly relevant ORR
6 countries: 5 for larotrectinib and

* Uncertain survival (immature data)

6 f t tinib — Compara’[ive analyses were acceptEd IN England ¢ + () for use within the CDF Label - Concerns on population generalisability to NHS practice
or entrecCtnip. England and SCOtIand (3/6, 50% Of g;‘tilzlr::/y:elseovrzﬁt%ER;stlmates exceeded WTP threshold
Reimbursement outcomes and key drivers assessmentS).G’S’ll’lz However, NICE and the Soland Etr +0 Label - Orphan designation permitted greater economic uncertainty
Clinical-effectiveness markets
141 : SMC aCknOWIGdged that the analyses were Germany Eeito + (-) no additional benefit Label No data comparing against ACT (BSC and surgery)
) I:)OS-":Ive relmbursement OUtcomeS were aSSOCiated Wlth pOtentiaI biases and that = + (+) minor improvement in ASMR; + High ORRs in IFS and other STSs
aCh|eved N 91% (10/11) Of the assessments uncertainty In the clinical benefit Laro®® approvedpon the basis of Per tumour* + Uncertainty of efficacy/safety in other tumour types
(Tab I a 1) . d 6.8,11.12 further RWD collection + Lack of trial comparator; unadjusted ITC unsuitable due to methodological limitations
) remained. France * Limited data from single-arm study
. . + Significant toxicity and limited follow-up
— Non-conditional, non-restrictive outcomes — In France and Germany (3/6; 50% of Entrie i lable*
) , SO NA - Alternative (Laro) already available
(5 HTAs [Scotland,® Germany,’”:8 and Italy®:19)) assessments) the G-BA and HAS stated that | Sevoral Inoa ot cheme (85C) also avaiabie
were primarily driven by clinically relevant they were unable to assess comparative aly Laro " e Cinically relevant ORR
_ . . . . Entrio
overall response rates (ORRs).*~1 In efficacy due to methodological issues with the Larot3 U, . Ciinically relevant ORR
Germany, the absence of a comparison to the analyses, such as missing patient covariates or Spain ., ot rom amesing studieg. Label  Low rate of SAEs and treatment discontinuations
. h ACT I d . . . . 7 815 * (Laro only) No OS and PFS in specific tumour types (pooled data)

approprlate Compara’tor t erapy ( ) resu te data nOt reﬂeCtI ng CI I nlcal praCtlce - +(-), approved withogt any restriction or conditions; +(+) approved with conditions or restrictions; -(-) not approved

InNa Nno add |t|0na| beneflt ratl ng N bOth E CO n O m i C A_I\(F:'SI',2\npdp?c:2ﬁ;'?eagg:ﬁg;;;stigpa%y; ASMR,_ Amélioration du se_r\_/ice médical ren_du; BSC, best stgndard of care; C_DF, Cancer Drugs Fund; CE, cost-effectiveness; Entr, entrectinib; H'!'A, health teghnology assessment; IFS, infantile

a S S e S Sm ent S . 7,8 22:%sua;r;%r\rl1:r;slgg\,/ ér:“(i[i;lrgfll_t St’resitfrtntfsnstuceorsnap;ggrsno;;VI;/z_arrg,, \:alrl?r;[;enc(:?slbt;o l\lljg,ynot applicable; NHS, National Health Service; ORR, overall response rate; OS, overall survival; PFS, progression-free survival; RWD, real-world data; SAE,

— Conditional outcomes (additional data Submitted economic model and HTA body

collection requests; 4 HTAs [England12 and evaluation — -
a1 diven by the ab f Larotrectinib
Spaln ’ ]) were adriven by the apsence ol a = Where required (27% of assessments [3/11, England®  Germany’  France!s Italy® Spain?3 England?  Scotland® Germany®  France! Italy? Spain?4

trial comparator, immature survival data, and England and Scotland]), a single cost-utility + — ‘ ' ‘ ' + 0:0 - ‘ ' ‘ ' =
v
v
v

Table 2: Analyses used to derive a synthetic comparator

Comparative analyses

concerns about the generalisability of the trial _ _ —
populations to real-world practice.11-14 analysis model generating a pooled _
iIncremental cost-effectiveness ratio (ICER) Unadjusted ITC 4
across multiple tumour types was submitted Response-based analysis v
(Table 3).6’11’12 Previous line of treatment \/ \/ \/

— Arestricted reimbursement for larotrectinib in
France to 2 tumour types was due to a
perceived lower clinical benefit or insufficient
data in the other tumour types.*° — In England, NICE stated that the modelled PSM

populations, based on the distribution of .. v v

— The negative reimbursement outcome for . : .
tu mour types In the trlal ! Were nOt general |Sab|e ITC, indirect treatment comparison; PSM, propensity score matching; PSW, propensity score weighting;

entrectinib in France was due to an

1 Unadjusted ITC: Individual arms of different trials are compared naively as if they were from one single controlled trial
to NHS practice.? j P v asifthey g

unfavourable efficacy/safety profile, a limited Provious ine af eatment: Compares the duteomes or paople on e drug aith her Outeomes on e previous ine of fherapy:
trial follow-up period, the absence of a trial — In Scotland, the SMC accepted the pooled PS: Uses the propensty score 10 balance baseline patient charactenstics n reated and unireated grops by weighing each incvidual by the inverse probabilty of receiing their actual treatment
comparator, and the availability of analysis after scenario analyses demonstrated
larotrectinib.16 that the ICER remained reasonably stable to Table 3: Summary of submitted economic evidence
the exclusion of individualturmour types.
CI : I d yp Country Drug Submitted model B i
inical evidence . 1n 6% (2/3) of the economic analyses,
. - . . ] ) ) ] .. . . The appropriate The modelled population is . .
SmeItted Cllnlcal eVldence and HTA bOdy teStIng COStS '[O |dent|fy NTRK-fUSIOﬂ-pOSItlve BB sur\{lval modeI.W|th comparator arm model structure is not representative of NHS AlGALY UG Diagnostic Laro was likely
generated using 12 engines per tumour type, wain and could i d effect due to o X - teffect
I t ) ) d ) h : AN Lone®® | il e G EmEEE S G EUiEEmes, Gl uncertain and cou practice, and effectiveness imature esting costs 0 be cost-effective
evaiuation patlentS were InCOrporate INto the Sponsor S =17 G Feaan e el et be explored more data by tumour type would wial survival should be if it met the
base case model 6.12 by tumOL'thype distribution in the Laro trials fuclllgl\évhen datfalafgl)m be requiredl.toti)r_rﬂprove data included EOL criteria
= |n all assessments (100%; 11/11), data were i - England ate avatabe generalsabily
. . A 3-stat ival del d NICE HTAs t Highl tai .
derived from open-label, single-arm phase 1 or 2 _ In England, NICE requested the inclusion of derive median PES and OS data for the T Notappropriaeto  Ermay
- _ . . . . Entrl2 comparator arm. These values were averaged, Same as above Same as above trial survival data : ) . o
trials.1°6-14.16 |n 90% of these (10/11) data were teStlng costs for larotrectinib as tEStlng for applied to IPD data, converted to means, and and modelled éﬁfr?;agrggit;pn wnha%jtg:itamet 2ot
pooled across multiple tumour types;®-14.16 NTRK mutations across all tumour types is not welghied by fumourtype i fhe Entr rals Populaton
PR R . . Producing CE results . Uncertainty
11 . Requested scenario analyses ) :
::E r:]hoeurasszeescjfr::e(;gtz;(l?l;itjerﬁtolzllp t;/r;)eFSraVr\:gree’ Standard pl'aCthe n NHS England. x A 3-state survival model used median PFS cbr?aﬁjarggil:\rgnc/iﬂee It':z) showed;re ItCEIRttOt?]e HighI()j/ uncertain c:)esq[agl(ljcl)r::gttiiit:;]ge
- ) _ reasonably stable to the ue to :
: : and OS from literature for the comparator arm, small patient ! . to NHS Scotland’s
resented 15 - BOth NICE and the SMC CO”Sldered teStlng Scotland St converted to mean values via exponential numbers with each - .exclu3|on of |_mmatu_re future commitment -
P . - : : extrapolation tumour type in individual tumour types, trial survival to routine NGS
costs for entrectinib to be uncertain, pending P soolad Entr sugy  educing the uncertainty in the data resting for
— A major critique across assessments was the the establishment of a national service for data pooled ICER cancer patients
absence of  trial comparator.®-5:1219 genomic testing.512 T ol o000, s T, e sk fectuss el D, i et e Lav, v NS, et gerertir
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= Conditional outcomes based on further data collection were common, highlighting the value of real-world registries such

as the CDF’s Systemic Anti-Cancer Therapy (SACT) in managing the uncertainty in the evidence base for tumour-agnostic
therapies. ‘, x
= To ensure timely and equitable access to tumour-agnostic therapies, HTA frameworks that clearly outline clinical and

economic requirements are required.
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