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Modulo dichiarazione conflitto di interessi

Am

Tutti i rapporti finanziari intercorsi negli ultimi due anni devono essere dichiarati.

O Non ho rapporti (finanziari o di altro tipo) con le Aziende del farmaco

B Ho / ho avuto rapporti (finanziari o di altro tipo) con le Aziende del farmaco

Relationship Company/Organization
Grant supporting LigHERcept/GIM21 Roche Pharmaceuticals
Grant supporting anti HER2 antibody Ibi Lorenzini

development
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— Tissue Biopsy & Liquid Biopsy: complementary
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Invasive Minimally invasive
- Bias in tissue sampling + No bias
Single time point Longitudinal
Analyte virtually unlimited ctDNA degraded and scarce
+ Many aberrations at once (large panels) == Limits in panel complexity
high sensitivity low sensitivity

combining '
tissue biopsy, ‘4\‘\( +
liquid biopsy SO

and re-biopsy




- DNA circolante tumorale (ctDNA): ‘azionabile’ a tutti gli

stadi di malattia
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HERZ2 breast cancer
T-DM 1




— LigBreasTrack: tracking mutational trajectories in T-DM1- —=|
treated HER2 breast carcinoma patients by Liquid Biopsy '
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LigBreasTrack: monitoring by
NGS & dPCR




— LiqBreasTrack: primary aims

ADm

1. Lead time to progression (ctDNA PD vs. RECIST PD)
2. Recurrent mutational patterns on progression



LigBreasTrack:
HER2 amplification

dPCR




“‘My mom always said life was like a box of
chocolates. You never know what you're gonna get.”




= Monitoring T-DM1 treated patients by liquid biopsy - HER2 amplification
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LigBreasTrack: other genomic
alterations (SNVs) in blood (and tissues)

dPCR
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LigBreasTrack: uItra-fast ctDNA clearance
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LigBreasTrack: convergent Darwinian evolution
leading to vulnerability
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- LigBreastTrack: assigning NON-SOC therapy by ctDNA
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— LigBreastTrack: response to NON-SOC therapy

June 2019




= LigBreasTrack reveals new vulnerabilities not present in e

archival tumor tissues

Tissue mutations
(number)

Plasma mutations

Clinical behaviour

Plasma behaviour

Actionable (OncoKB level <3)

ID . . —

Primary Metastasis IrT=0 ‘ | rProg ‘ (|mag|ng) (ctDNA) =0 | rProg l
ptil i ﬁ I | a I PD ’ g | a |
pti#2 12 1 IQI IQI PD - Q IQI
pt#3 I a I I a I PD == ‘ a I a I
ptia 43,11,7 {-Q : Ta_} PD V== () : (] :
pti6 1 11,1 | & B (/] I PD 2} L] I ] 11
ps7 e, 0, P w @ | 9
ptH9 2 | (/) o™ sD ' - (%] | N
pt#10 2 |ﬁ| 1 91 PD f /] 1 9|
pt#12 I QL L™l sD A (%} [ N ]
pt#13 rlﬁ 1 | ﬂi__) PD | L] 191
ptitla 1 | 6 I =. SD not available yet a -.=
pt#15 2 I a I SD not available yet a
pti#l6 I a I SD not available yet a
ptitl7 0 a I SD not available yet 0

1=

P ]

I brain metastasis '

- Tumor vulnerabilities only seen in blood
- Tumor vulnerabilities not present at the beginning of T-DM1 treatment

NA: Not Applicable

Pts w/actionable SNVs |

on progression
5/8 (62.5%)



Moving forward: from LigBreasTrack to GIM21
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= LigBreasTrack: preliminary conclusions ==
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