(T Real-time clinical utility of ctDNA genomic alterations in untreated patients with advanced NSCLC
Inivata '

Hospital Universitari

M
—
i
[

M. Garcia de Herreros?, S .Mufioz?, C. Teixid634, V. Diezl, A. Arcochal, C. Pipinikas®, D. Martinez?, S. Castillo3, R. Reyes?, M. Riudavets®, E. Auclin’, E. Marin4, K. Howarth®, D. Martinez3, J. A. Puig!, A. Prat!, N. Reguart?, N. Vifiolas, L. Mezquita?!

mnfmgn’.ss 4 & " ql

I ESMO 2021 A 1. Department of Medical Oncology, Hospital Clinic de Barcelona, Barcelona, Spain. 2. Department of Medical Oncology, Hospital de Granollers, Barcelona, Spain. 3. Department of Pathology, Hospital Clinic de Barcelona, Barcelona, Spain. 4. Laboratory of Translational Genomics and Targeted therapies in Solid Tumors, IDIBAPS,
S— ] E ' = : Barcelona, Spain 5. INIVATA, Cambridge, UK , 6. Department of Medical Oncology, Gustave Roussy, Villejuif, France, 7. Department of Medical Oncology, Hospital George Pompidou, Paris, France 8. Department of Biomedical Diagnostic, Hospital Clinic de Barcelona, Barcelona, Spain

; D § :

SEPTEMBER 2021 Mail: garciadehe@clinic.cat

RESULTS

= The comprehensive genomic profile by next generation

sequencing (NGS) circulating tumour DNA (ctDNA) can = Atotal of 61 patients with advanced NSCLC were enrolled DISTRIBUTION OF ctDNA GAs Do TURNAROUND TIME i
identify a wide spectrum of genomic alterations in patients 1 = Baseline characteristics of the study population is summarized in Table 2 : Do 13 days
i - i - L - . . S 8 i
with non-small cell lung cancer (NSCLC) leading to targeted T Clinical characteristics N=61 (%) M. : . = The median turnaround time of liquid biopsy was 10 calendar days i
therapies in : Age (median, range) 67 (42-80) Dl 23 = Atleast 1 GAs was found in 92% of patients (56/61) Do (range 6-14) from blood draw to report delivery (5 days from lab . 10 days Tissue
. L. .- 45 . :
- Routine clinical care - Gender Male 36 (59%) i receipt to report)
- Clinical trials B Female 25 (41%) 140 = Atotal of 55 patients (90%) had clinically informative results . o = The median time of tissue molecular report was 13 days (9-21), since ¢ |
- Others (expanded access, off label, etc) Smoking Status Non or light smokers 10 (27%) 35 day of test request to report CtpNA
Former/Current 51 (73%) L 29 x| Lo “

N . o i o . . D 30 n these selected cases, a total of - - EE—— - - -

: = At diagnosis liquid biopsy offers a minimal-invasive & easy : : Histology Squamous 10 (16%) 8 were amplifications: . TISSUE-BLOOD CONCORDANCE Fig. 6: Turnaround time of ctDNA & tissue molecular result

: alternative to tissue profiling (1,2,3) . N 51(84%) 25 P Do e B S e S

. 14, : : on-squamous : 3 ERBB2 P o P

R T R Ty 5 Stage at diagnosis ne 15 (24%} 5 E 20 -32/(’:;’;? . The concordance between

OBJECTIVE : A 8112%) T Y C lrest = tissue/liquid biopsy NGS was
e e e ettt et ettt e e e : VB 38 (64%) D 10 - ol assessed in 54 cases
. . . . oo : icsi 10 * Do 5
We aimed to assess the real-time clinical utility of liquid Metastatic sites at LB ‘22 ;:::j:; S 6 5 % x . C B > Regarding the main GAs, the
. . . . - > - 2 2 2 2 M w : o
biopsy by InVisionFirst®-Lung for guiding targeted D u I 11 1 1 1 1 1 . o — tissue/liquid concordance was:
therapies - Patients with tissue Yes 43 (61%) s 0 . H H BV - = s o= == == == Lo = 0
0 i NGS No 18 (29%) D Do = '
...................................................................... : N & A A D D O G S VY SO S Lo e ¢ EGFR:86% (6/7)
: s CF LTI NELIFTFFTLSES E PO F S R — .  67%.
P ATIENTS AND METHODS . Table 2: Baseline characteristics; light smoker: < 10 pack-years S I R é (’o‘l' A <<3~ 6& @VQ SR < @ e“ © \9’ o 2 | ZI’:ZFEZg,O(EZ/fgofy (1/1)
. : Fig 3: Distribution of ctDNA GAs in the study population . 5 I «  KRAS GIZC'.86% (07/8)
e R~ Do = : : 86%
= Prospective study of consecutive patients with newly diagnosed ~ : : ctDNA GAs s EGFR ex21 Do : H KRAS non-G12C: 88% (15/17)
ad\;ancgc!crl]\ISCLC at Hoipldtatl)ctlmlc (BJarceIona,JSpaan)ObZelfore i s INSUFFICIENT TISSUE e 9 S T T [ Concordant
systemic therapy, enrolled between January - June o . . T Do - B ot d
o . s o *  The median number of GAs per patient was 2 (range 0-6) o = otconcordant
= ctDNA liquid biopsy was analyzed using InVisionFirst® -Lung s : ¢ ® In 18 patients (29%) tissue £ [
(INIVATA). Tissue NGS was performed with : : was insufficient for molecular Insufficient . o * Tissue-t.)lood concordance is calculat.ed in patients w'ith tissue
. . - 3 - NGS and just for the genes detected with both Oncomine™ and
Oncomine™ Focus Assay. : : assessment I tissue Do E) InVisionFirst® - Lung
NGS Lo =
= We assessed the clinical utility considering: . o 1 70% Er ** Eor patient 25, EGFR was only detected in liquid bioppsy
- The rate of detection of any genomic alterations (GAs) - bln 3 patlent.z(EZjO/lo'),.lquLIud ol :Hf?l | Patient 14, KRAS G12C was detected in blood and G13C in tissue
- The % of informative results (at least one GA that can guide plopsy provided clinically = I } I o
treatment selection) informative results (Fig. 4) : Fig. 7: Tissue-blood concordance
- The tissue- blood concordance N=18 Fig 4: Distribution of CtDNA GAs in the 18 & -
- The turnaround time; from liquid biopsy to report (in tissue since patients with insufficient tissue ;- : ESCAT | 7] Therapies: &
date of request of molecular testing to report). E DISTRIBUTION of ctDNA GAs BY ESCAT TIERs ctDNA GAs FOR GU|D|NGt 18% > 8in routine
L i 13 5 7 911131517192123325 27293133 353739 4143 454749515355 57 5961 L : © TREATMENT SELECTION IN 1st LINE ——— > osimertinib
* Wereported the GAs based on the ESMO Scale for Clinical e ) . ) L . A total of 20 patients (33%) had at least 1 GAs included in ESCAT tier | & tier Il Do ESCAT lll/IV -
Actionability of Molecular Target (ESCAT), classifying the GAs b il Fig. 1: Number of pathogenic GAs per sample/patient s Do :
ESCAT tie \;3) ’ ' ye Yo D EGFR Tiert  1an [[ensuee . 67% > 2expanded Access :
1ers s ctDNA ALLELE FREQUENCY (AF) L TIER | METox14 an i t 1. A total of 10 patients (15%) were treated with targeted therapy - capmatinib
s y D 18% BRAF_VE0OE __1.6% ? . The median time from report to treatment beginning was 3 days K‘ _

: [— : o Diffuse = The median AF in the overall D [FOFR_The2 o n (range 2-17)

il fieady for routine use | Investigational - Hypothetical target development population was 1,8% (range 0-60) : TIER I HER2ex20 16% ! - Fig. 8: Prescription of targeted terapies by ESCAT tiers
Terl o3 Terh o Tern i . | 75k s 4 ° D 15% "“::_::’“ - | e
ALK \ HERDe:20 © METame mﬁ:t':;:‘éﬁ:;:iy " According to the metastatic L TIER NI METam 1.6% 1 . CONCLUSIONS
ROS1 | KRASS?2C ' KRASether meaninghl beneft 3 involvement: s ’ :
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: : ; nly i i . i D am ! D . . . . - . . . . :
MET oxt4 : ; FOFRP 2 thoracic ; ?';t;s(g :'g)ease' median AF was Dl o ! : ¢ = Real-time ctDNA NGS is feasible for routine clinical care in unselected patients with newly diagnosed
1 , 0 - N . -} (1] ] ARRRRRE RN ARRRRRRRNN SRRRRRRRARN : :
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