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In many countries there is already a gap between regulatory
acceptance and patient access. The gap between HTAs/Payors
and Regulators expectations is exacerbated for Tumor

Agnostic indications
Oncology median time to availability (2015-2018)
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European Union median: 569 days (excludes data from Cyprus, Malta, and Luxembourg for countries not included within the study) .“In most countries patient access equates to granting of access to the reimbursement list, except for hospital o
products in DK, FI, NO, SE some products are not covered by the general reimbursement scheme and so this shorter delay is artificially declining the median and average; *Countries with asterisks did not complete a full dataset and therefore a n Sse n PHARMACEUTICAL CommANIES OF
availability may be unrepresentative; **In France, some innovative products without competitors can be made available prior to market authorisation under the system of Temporary Authorisations. As these are not taken into account in the analysis, J W’""""‘@"M

the average for France would be lower in reality. ***In the UK, MHRA's Early Access to Medicines Scheme provides access prior to marketing authorisation but is not included within this analysis, and would reduce the overall days for a small subset

of medicines



Three key areas of challenge to making Tumor Agnostic
treatment a reality

Testing challenges

Health Technology Methods and Principles

Evidence generation and acceptance
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Testing Challenges

[ ' Table 68: Testing cost he
* Diagnostic Pathway able 68: Testing cost approaches

Diagnostic test Unit cost Reference
. . . ETVE-NTRK3 testing via NHS | £75.00 Assumption: pathologist input
° Cost per |dent|f|ed patlent Testing Directory obtained during TA406
Whole genome sequencing £800.00 SSAR 2019 (146)
via NHS Testing Directory
P : IHC testi t £75.00 Assumption: pathologist t
* Logistics and infrastructure e obtaned g TAUGS
Next Generation Sequencing -
panel

NICE: Entrectinib for treating NTRK fusion positive solid tumours [ID1512]

In the base case scenario, 100% of incremental screening costs are applied to entrectinib
due to the uncertainty of other tumour-agnostic medicines reaching the market at the
anticipated time of approval of entrectinib.
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Health Technology Methods and Principles

* Evidence expectations vs research reality
Equipoise
Rarity

* Marginal decision making
Is the value the same for all tumors?
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G-BAeil Betrachtung der E ro Tumorentitat fir sinnvoll und erforderlich.

Vom phamazeutischen Unternchmer wurdo jcdcch wcdcr im Dossicr noch in seiner i Tvi . H Vi

om, pheme e g iy Dossirg o No tumor u:dlvndual assessmens, tumor individual
Tumorentitat vorgenommen. assessment “relevant and required

Denen vom ischen L ise fir einen

mangelt es jedoch hauptsachlich an e‘nemvergleich ur igen Vi i

Fr dan indirekten Vergleicn legt der fur zwei
histonsche aten tiir ene BSC-behandelte Pallnmenmpulannn desknphiv dar, jedoch tehit
eine Besclieibung zum Vorgehen fin die Suche und Auswahl der Sludien. Somitist weder
cie der {E isse fur Studien mit BSC zu beurteilen noch
eine selekiive Berichierstattung auszuschlieBen. Zudem fehit die Darstellung der
Ergebnisse zur Endounktkategorie Nebenwirkurgen. (In der schlmllcnen

No relevant comparative data

wvurden fur die g vom
-don Endpunkt:

nach lumorentitat

Die Auswertungen zum Endpunkt Gesamtiiberleben zeigen keinen statistisch signifikenten

Unterschied zwischen Entrectinib und einer gemaR Angabe des pharmazeutischen

Unlemehmers palienles viduellen Therapie. Im indireklen Vergleich ohne Adjuslierung

zcigt sich cin statistsch ifikanter Unterscnicd zum Vorteil von Entrectinib gegentiber einer
i Themple L der Frage, inwieweit dieser indirekte Vergleich

geeignet sein kann, sind die beobachteten

Effekte zudem nlchl gmﬁ gsnng als dass sle bel diesem Vergleich einzelner Arme aus

verschiedenen Studien nicht

kommen konnten.

Die vom pharr L e Daten zu Patienten im

Rahmen des schriftichen Stellungnahmeverfahrens sinc fur die Bewertung des Zusaznutzens

im vorliegenden Anwendungsgebiet nicht geeignet.

Somit st die von Fnirec der

Vergleichstherapie nichl moglich, weshalb ein Zusalznulzen von Enieclind gegendl der

L nur
vorgelegt, jcdoch mch hier nicht getrennt

//\”“

Irrespective of suitability of Flatiron Database and
methods used (no discussion) effect size not
sufficient to derive added benefit

No data at all on pediatric indications

N U

‘zweckmafigen Vergleichstherapie nicht belegt ist.

v

No relevant data — no added benefit

GBA: Entrectinib for NTRK fusion +ve tumors
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Evidence generation and acceptance

No single appropriate comparator

« ‘...who have no satisfactory treatment options’

RWE availability

* Biomarker data when no treatment exists?
» Organized by tumor

RWE acceptability

« Some HTAs won'’t accept
» Some set bar impossibly high
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What do we need

53 Investment in testing

|b Pragmatism with regard to evidence

glgj, Flexible access models
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Thank you
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