129P - INTEGRATION OF GENE EXPRESSION AND TUMOR INFILTRATING LYMPHOCYTES (TILS) TO PREDICT PCR AFTER NEOADJUVANT CHEMOTHERAPY AND
NIVOLUMAB FOR PATIENTS WITH LUMINAL B-LIKE BREAST CANCER IN THE PHASE 1l GIADA TRIAL.

MARIA VITTORIA DIECI®2, GAIA GRIGUOLOY2, GIANCARLO BISAGNI3, ANTONINO MUSOLINO?, SIMON SPAZZAPAN®, GABRIELLA MORETTI3, FRANCESCA SCHIAVI®, CLAUDIA PINATO®, GRAZIA MARIA VERNACIY2, TOMMASO GIARRATANOZ, LOREDANA URSO?, ANNA TosIt, GIOVANNA VENETO
I.LR.C.C.S.
MAGNI?, MARCELLO LO MELE8, GIAN LucA DE SALVO?, ANTONIO ROSATO®?, VALENTINA GUARNERI®2, PIERFRANCO CONTEL2,

IDepartment of Surgery, Oncology and Gastroenterology, University of Padova, Padova, Italy; ?Division of Medical Oncology 2, Istituto Oncologico Veneto IRCCS, Padova, Italy; 3Department of Oncology and Advanced Technologies, Oncology Unit, Azienda USL-IRCCS, Reggio Emilia, Italy; *Medical Oncology and Breast Unit, University Hospital of Parma, Italy; °Department of Medical Oncology, Centro di Riferimento
Oncologico di Aviano (CRO) IRCCS, Aviano, Italy; ®UOSD Hereditary Tumors, Veneto Institute of Oncology IOV-IRCCS, Padova, Italy; “Clinical Research Unit, Veneto Institute of Oncology IOV-IRCCS, Padova, Italy; 8Department of Pathology, Azienda Ospedale Universita Padova, Padova, Italy; °lmmunology and Molecular Oncology Diagnostics, Veneto Institute of Oncology IOV-IRCCS, Padova, Italy

. As shown in the Volcano plot of Figure 4, several inflammatory 5. Integration of PAMS50 and TiLs
Background and aim _ Results [ gttt e smmane i
esponse 4 Immune  gene  signatures — were  signiticantly |n pjvariate logistic regression analysis TILs and Basal

» HR+/HER2- BC is not considered highly immunogenic, thus 1. PAMS0 intrinsic subtypes overexpressed in pCR as compared to non-pCR patients: CD8 T-cells, ¢ty pe were associated with pCR (Table 1).
the role of immunotherapy for this BC subtype is  The distribution of PASM50 subtypes is shown in Figure 2A. pCR  Cytotoxic cells, cytotoxicity, IFN gamma, inflammatory chemokines,

underexplored?. rate was significantly higher for Basal-like tumors as compared to  Macrophages, PD-L1, PD-L2, IDO-1, TIGIT and tumor inflammation Table 1 OR (95%Cl) _

ISTITUTO

- . other subtypes (Figure 2B). signature. o _
* However, this is a heterogeneous disease that may present ypes (Fig ) I TILs (1% increment) 1.16 (1.04-1.31) 0.001
il - . Figure 2 igure PD-L
with immunogenic features'. © y2 p=0.017 ° o Basal vs non-Basal  10.71(1.01-113.07) 0.049
ZA ZB 60% 50% . JI'Nia:ima
Here, we investigated the impact of PAM50 molecular O o . .
. . . LumA ° Bie0s- Cytotodicity @) A combined score was calculated from the estimated
subtypes, immune gene expression signatures and TiLs on 25% s s e . _ , o
: . o 40% L3 . - coefficient of each variable in the bivariate model:
the pathological response to neoadjuvant chemotherapy S 5% | ol : Fanieanee TILs(%) x 0.15 + Basal (0 ] ) x 2.37
: : ¢ 30% g3 Macrophage sg Ip<t s(%) x 0.15 + Basal (O=no, 1=yes) x 2.37.
followed by nivolumab for HR+/HER2- BC patients. LumB 2 38 rapem S
o & 1e-02+ . L -
56% 20% 8.3% 9.1% 58 Figure 6 shows the ROC curve describing the performance
= N=1/11 . .
0% pPCR.
. . . B | LumB LumA Te+00-
In the phase Il GIADA trial, 43 premenopausal patients with asd um i ; : :
. . . . Down from 0 <--— Log2 Fold Change -—> Up from 0 1.0
stage II-IlIA Luminal B-like breast cancer received neoadjuvant 2 Gene expression signatures “ > Figure 6
' i . . : Non-pCR pCR
anthracycline chemotherapy followed by nivolumab and Figure 3 shows a heatmap of gene expression data by unsupervised .
endocrine therapy. The rate of pCR was 16.3%, not meeting  hijerarchical clustering. Signatures are displayed in rows; each 3.TILs
the primary endpoint>. Figure 1 shows study design (1A) and i i The median level of TILs in samples from patients achieving a pCR
column is a unique sample. 2 08| |
PCR results (1B). (15%; Q1:Q3, 4%:30%) was significantly higher as compared to non- -
. o ° :
Figure 1 Figure 3 pCR patients (2%; Q1:Q3, 1%:3%, p<0.001, Figure 5). 8 o4
1A Tumor (biopsy) | Tumor (biopsy) Tumor ) 1B 60% [TTTTTTTTTITTITTTTITTTE Emuu—ﬁ.ﬂt‘gﬂ] '3 Hes;nnse—ﬂ(:ﬂﬂi Area under the cunve:
umor (biopsy umor (biopsy umor (surgery () N FPOmYe- . . _ . 02 :
Plasma Plasma Plasma S5 l H NN | . [ 1 -|_l | | -Elggr';:l'rfemm = | _REELE'“E—FCR F|gure 5 Mann WhltnEY P'¢0.001 | 0.95 (QS%CI 0.89-1 00)
Luminal B-like l l l S S [T [T ] (1 FTEN Iu 40 - _,_9:
o 40% _ HIRREEE | | Diff erentiation 0 1 ! 0.0
:?RHHERZ" I | I I ‘ | I u s 16.3% | ENEEEE EEEON | . lj PGR § "0,0 0.2 0.4 0.6 0.8 1,0
167220% and/or Grade 3) N s ——— " R X 30% 95%CI 1 EUEE BEEEEREEE 'EE Sionak . Subtype 30 o o e 1 - Specifici
ptremelrlljalr:gsgl ont G Q (7.4-34.9) a i 5 EEEE"ES EEEEEEEEE EEH?EM ing = E:s-aﬂylL = = - Specificity
>0 pafien’s T T T T T T T T T E 20% N=7/43 11 ' LT T T Foxas -2 o
S N NN | Tl _ EREENENREREEN | T Bl | CDK4 Expression m ~9
S A A A AP A R 10% . | HE N ENENEEECEN (o B G2 3 || HER2E % 20 Conclusions
FLL LS STSSS S Y b . I o
¢ 7 e d _ TR T T LT [ aem =
Epirubicin 90 mg/mq Nivolumab 240 mg & Triptorelin 3.75 mg i.m. qéw 0% . | | NSNS EEEEEEE .::’l'gllfll_’;‘mm“"f Chemokines = S
| f):c(llgp\:r\osphawde 600 mg/mgq I i.v., g2w Exemestane 25 mg aral, edd All | . . 11 . Tra; 10 - - . . ]
T cos Toes o ~. * Molecular subtype and immunity contribute to
. . . L mEiT 5 10 . . ey . .
For this analysis, PAM50 subtypes and gene expression [ 0o 0 determining the sensitivity of Luminal B-like tumors to
. | |11 Cytotoxic Cells ' : : - _
signatures (by nCounter®, Breast Cancer 360° panel), as well L Cytetensty PCR neoadjuvant sequential chemotherapy and anti-PD-1.
_ R [T T TP T Macrophages : : :
as TlLs were evaluated on the tumor sample collected by core- R o R T e 4. Correlation between PAMS0 subtypes and immune markers e Integrated assessment of these biomarkers should be
biopsy at baseline. i NENEN NNNNEE NENENENNNNNEN 1&35& There was a weak to moderate positive correlation of Basal subtype incorporated in clinical trials of combined immuno-
¥poxis . . . . . .
: : i N_NEN| W || soe ignature with TILs and immune signatur | with R inal-li i
PAMS50 subtypes and TILs were available for all 43 patients, (e signatu © th Tils a d 'mune signatures assoc ated wit pC chemotherapy for Luminal-like BC patients.
gene expression signatures were evaluable for 40 patients :Ezzgﬁ;ﬂﬁﬂmmﬁ (Pearson s coefficients ranging from 0.319 to 0.606), SuggeStmg d Conflicts of interest (MVD): personal fees from EliLilly, Exact Sciences, Novartis,
' P BT Apopte partial biological overlap only. Therefore, we investigated how to  Pfizer, Seagen for advisory/consultancy role.
1. Dieci MV, et al. Cancer Treat Rev 2016;46:9-19; 2. Criscitiello C et al., Breast Cancer ERBE2 . . . . Fundings: Bristol-Myers Squibb (Drug supply and financial support); Istituto
’ ’ ’ ’ B Mast Calls . . -
Res Treat 2020;183:347-354; 3. Luen S, et al. Breast 2016;29:241-250; 4. Anurag M, et E{ : :gfg';ﬁﬁgﬁlggm Integr.ate PAMS0 Subtypes with immune markers (T”'S) In 4 Oncol9glco Veneto 5x1000 Grant (MVD); Italian Association for Cancer Research 5
al. J Natl Cancer Inst 2020;112:737-746; 5. Dieci MV, et al. ESMO 2020. TeF a2 combined score. per mille (22759) Grant (PFC, AR).

Contacts: mariavittoria.dieci@unipd.it



