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Blaerekraeft
~ 2.000 nye tilfaelde pr ar (900 invasive). 600 dgdsfald arligt i Danmark
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Klinisk udfordring ved Blaerekraeft

\/ High genomic heterogeneity, limited targeted options
beyond FGFR3

§ Treatment resistance

IY' Unmet need in later lines
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Hvorfor Investigator-Initieret forskning?

Adresserer uopfyldte behov, der ikke er deekket af
industri forseg.

Hypotesedrevne, biomarkgrbaserede protokoller

Fleksibilitet til at teste nye targets og mindre
subgrupper.
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Are there other agents beyond cisplatin that can
specifically target NER deficient tumors?

e Up to 50% of bladder cancer patients are ineligible to receive
cisplatin due to comorbidity (renal insufficiency, neuropathy,
hearing loss, etc)

e Cisplatin resistance is common with median OS <1 year



lrofulven

Schilder et al. 2010
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Irofulven is active in NER-deficient tumors in vivo

NER proficient NER deficient

e~ PBS-Vehicle -~ PBS-Vehicle

=i Irofulven 1mgkg =8 250 pg'kgirofulven

treatment
started

'

-9~ 500pgkg irofulven

Tumor Volume (mm?)
Tumor weight [g]

B 1000ugkgirefdven

o
E
E
g
2
o
>
=
E
=
=4

~#- 1000ug/kg irofulven
-~ PBS-Vehicle
-~ 250 uglkgirofulven

~0- 500ugkg irofulven

Vehicle

Mouse weight

Irofulven

(1 mg/ke)

Borcsok et al. Clin Cancer Res 2021



PTGR1 IHC
® Negaive
® Fosiive

Mean Score IHC

10000

Mormalized RMA COUNT of PTGR1

Mean IHC score

i Mouw et. Al 2018
0 10 15
Percentage of Tumors with an ERCC2 Mutation




Childrens memorial hospita. ®oston

|

Kraeftens
bekaempelse

Harva' 1 medical school

AN

Zoltan Szallasi \

Dana Farber Cancer Institute

.
'?}’

"

Katrine @rum,
MD, PhD Student




Klinisk Implementering af Dansk Investigator-Initiated Forsgg

Design og rammer for biomarkgrselektiv klinisk trial

Beskrivelse

Parameter

Metastatisk urothelial carcinom, PTGR1+, NER/DDR-deficient

Population

2./ 3. linje behandling
Leegemiddel Irofulven/LP-184

Phase 1/ 2, dose escalation, single-arm, biomarkgrselekteret kohorte

Design

Effektmaling, sikkerhed, yderligere biomarkgar-validering



Den Danske Fordel.

Nationale registre og biobanker muligggr hurtig
patientidentifikation

Handterbare omkostninger sammenlignet med store

pharma forsgg

Infrastruktur med solidt national samarbejde
muliggar hurtig implementering af protokol
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