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Screerfailure in therapeutictrials
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Histologicalnclusioncriteriain therapeutictrials
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Non invasive tests diver fibrosis
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Non invasive test for NASHahnicalpractice




Currentlimitations for patientselectionin clinicaltrials

U Fibrosistests arelessaccuratefor early F2fibrosis
U No test for NASHwvailablein clinicalpractice

U CompositeendpointY b! {1 B b!'{ xn b C



Sensitivity

CK18 for the noinvasivediagnosiof NASH
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ROC curve for NASH
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Liverlesionsassociatedvith increasedCK18
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Liverlesionsassociatedvith increasedCK18
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MACK3

Derivation (n=564) Validation (n=282)
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Validation
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Sensitivity
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FAST
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Screening patients faslinicaltrials

(=]
o -
o
—_— m
S
T
o
s 8
S — SFR
i — — MCR
: 5 } PPI
s ¥
<
o
[T
w [«
o
(] —
[ [ I I | |
0.0 0.2 0.4 06 0.8 1.0

FAST score
CourtesyEchosens



Screening patients faslinicaltrials

AUROC

Prescription

Biomarkers

Result

Validation

MACKS3
0.85

Everyone
(blood sampling)

Ck18
not in routine

Delayed

NIS4
0.77¢0.83

Everyone
(blood sampling)

YKE40, mir34a
not in routine

Delayed

FAST
0.74¢ 0.95

Need for Fibroscar
available

Immediate

Need forindependentvalidation




Conclusion

A Thereis currently a high screerailure rate in therapeutictrials because
- The inclusion relies on a compositistologicalcriteria
- Theavailablenon invasive tests have suboptineadcuracyfor each
component of the composithaistologicalcriteria

A New tests have beenlevelopedspecificallyfor the diagnosisof fibrotic NASH
A Thesenew testswill improve the screening forclinicaltrials and the

identification of the patientswho needto be treated whenthe new
treatments will becomeavailablein clinicalpratice






