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Abstract 1025 Monitoring PD-L1 in Tumor Macrophage Fusion Cells in Blood Identifies High PD-L1 Checkpoint
Inhibitor Responses in Metastatic Breast Cancer
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ABSTRACT Table 1. Forest Plot For CPS and TMFC PD-L1 Fig 4 Case Study In Monitoring TMFC PD-L1
In metastatic breast cancer (mBC), anti-PD-L1/PD-1 immune Study PFS II_IR; PFS HR OS I_IIR; OS HR o Sationt A
checkpoint inhibitors (ICIs) (e.g. pembrolizumab) are approved p-value p-valle o 0O atient
for a sub-population of mBC patients (pts) with a 210 PD-L"1 CPS >10 0.85: 0.9670 0.42: 0.3420 N=7 v 31 S (+)
combined positive score (CPS) equating to a median _ _ ("_’ 6\&0 No Evidence of Disease
progression-free survival (mPFS) of 9.7 months & median cPs 110 0.57; 0.2846 0.80; 0.8211 N=2Tv 17 i iy Ana e R
overall survival (mOS) of >24 months. However, 62% of pts CPS <1 0.54; 0.2797 0.75; 0.8925 N=10 v 28 T «
have CPS <10 and may benefit from ICls, as = 1 CPS have O \O
’ TMFC PD-L1 TO 0.95; 0.9853 0.72;0.6478 N=" LL
MmPFS of 7.6 months vs. 5.6 months for chemotherapy. One ) S Vo9 E (-) @
hypothgsis as to why Iovy PD-L1 pts _respond to ICI§ IS (+) TMFC PD-L1T1 0.37; 0.0107 ." 0.49; 0,142 N=16v 28 $@Q?;&\ Patient B Increasing Lung Metastasis
dynamic PD-L1 upregulation after starting new therapies. (+) TMFC PD-L1 T2 0.59; 0.2195 | seibmtes 0.62: 0.4814 N=7 v 40
|dentifying this change requires the monitoring of PD-L1 and TO T1 T3 T5 T7 T9
its subsequent ICI benefit. Recent studies have identified PD- (*) TMFC PD-L1T3 0.31; 0.0458 |¢S—e 0.36;0.1337 N=7v A5 Blood Draw Timepoint (~8 weeks)
L1-expressing myeloid cells that disseminate into the blood (+) TMFC PD-L1 at 0.52: 0.0201 .. 0.56: 0.1159 N=26 v 46 Pembrolizumab
from primary tumors, tumor macrophage fusion cells (TMFCs), any timepoint — - ' Atezoli h .
which may predict ICI response. However, changes in TMFC _ 0.1 0 > 0.1 0 - coe
PD-L1 during ICI therapy and their relationship to patient Fig 2. CPS Score PFS CPS Score OS
response i§ unknown. Ip this study, we monitored PQ-L1 — CPS >10 — CPS >10 RESULTS
expression in TMFCs during IC| treatment and compared it to 100% — CPS 1-10 100% — CPS 1-10
tumor CPS in mBC pts to evaluate PFS and OS at 24 months. ° — CPS <1 — CPS <1 > 99% (n=71/72) of pts provided a TO sample. 83% (n=60/72)
~ N=7 provided T1 (~22 days after ICl), 50% (n=36/72) provided
MATERIALS & METHODS < 80% " S 80%} — T2 (~62 days), and 40% (n=29/72) provided T3 (~113 days).
| | B | " 5 > CPS was not significant for PFS or OS. (Table 1 & Fig. 2)
We conducted a prospective pilot study of n=r2 pts with L I 5 N=10 > CPS vs. TO TMFC PD-L1 were not correlated. (Fig. 1)
patholog.lcally Conflr_med mBC recelwrlg antl-PD.-L1 ICls (n:28 = 60% > 60% | > Patients with PD-L1 positive TMFCs had improved PFS at
Pembro.hzumab, n—1. vaolgmap, n—§ Atezolizumab, n=38 2 = N=21 T1 (HR=0.37, p=0.0107) and T3 (HR=0.31, p=0.0458). No
Retlfanllmab). CellSieve mlcrofllt_ers isolated TMFCs from 5 200 | - o _fé’ 200l TMFC timepoints were significant for OS. (Table 1)
7.5ml peripheral plood s.amples prior to start of PD-L1 ICI (TO) _5 0 — = 0 > Patients with PD-L1 positive TMFCs at any timepoint had
gnd a.t monthly tlmepOIr)tS (T_1-T3) for ~4 months gfter ICI o significantly improved PFS (HR=0.52, p=0.0201), but not
induction. TMFCs were identified by enlarged cell size (>30 i 0OS. (Fia. 3
. -\ 20% 20%} . (Fig. 3)
um) and polyploid nucleus. Average PD-L1 expression in N=10
TMFCs were scored as negative or positive. Pearson’s . CONCLUSIONS
correlation compared average TMFC PD-L1 to CPS PD-L1 0% N=7 0% - - - - _
from tissue. TMFC PD-L1 and CPS were compared to pts’ 0 6 12 18 24 0 6 12 18 24 » Tumor PD-L1 CPS was not found to be correlated with
PFS & OS by Cox proportional univariate analysis at 24 Time (Months) Time (Months) clinical outcomes. However, monitoring PD-L1 in TMFCs
months. Fig 3. Positive vs. Negative TMFC PD-L1 PFS Positive vs. Negative TMFC PD-L1 OS throughout therapy correlated with improved PFS and
Fiq 4 Tumor vs. TMEC PD-L1 trends toward improved OS.
m gt : = (+) PD-L1 at any timepoint = (+) PD-L1 at any timepoint > Monitoring PD-L1 in TMFCs may serve as a real-time
_ 100 ¢ 100% g = (=) PD-L1 at all timepoints 100% = (=) PD-L1 at all timepoints biomarker to better indicate ICI response. (Fig. 4)
This work was o ) > Further studies into the role of TMFC PD-L1 in predicting
supported by = HR=0.52 @ therapeutic response are ongoing
BriaCe” 75 e\_o/ 80% | 95% CI=0.31-0.87 3\_/ 80% .
Therapeutics S P P=0.0201 3 REFERENCES
Clinical  Trial P - YR o~ . .
NCTOB072612 5 50 d g 60% > 60% | 1. Adams et al. “Circulating giant macrophages as a
and an A = = potential biomarker of solid tumors”™ PNAS, 111(9), 3514-
O (©
academic o 3 40% S 40%} 5019 . -
clinical trial O o5 O = 2. Cortes et al. “Pembrolizumab plus chemotherapy versus
NCT03106415. ) 08019 o o R0 56 placebo plus chemotherapy for previ.ouslly untreat.ed
: 20% | 20% | - locally recurrent inoperable or metastatic triple-negative
95% CI1=0.29-1.08 _ .
o 00 o o _ ~ breast cancer (KEYNOTE-355). a randomized, placebo-
0 ® | =46 P=0.1159 . . .
0 200 400 600 800 1000 0% 0% controlled, double-blind, phase 3 clinical trial The
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