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ABSTRACT RESULTS Variable PFS (p value) OS (p value)
Cancer Associated Macrophage-Like cells (CAMLS) are a recently described circulating stromal cell B CAMLs were found in 95% of samples averaging 2.7 CAML Size at T1 (<50pum vs 250um)
common In the pe_ripheral blood of cancer patients. whose presence IS prognostic for progressive CAMLs/7.5mL sample at BL Stage 0.531 0.452
disease. _Further, It hqs _been shown that changes IN CAML_SIZG (1.e. e_nlargement to greate_r than B At BL, patients with CAMLs =50 um had reduced PES ~ Tumor Size (T1, T2, T3 or T4) 0.187 0.035
_SOum)_ might be predictive for poorer progression free survival (PFS) in a number of thoracic cancers, (HR=2.4) (Figure 2) Node neg, local, distant 0511 0162
iIncluding lung cancer. We prospectively enrolled 104 unresectable non-small cell lung cancer ’ ! : '
(NSCLC) patients, with an initial training set review of 54 patients, to determine if change in CAML size ¥ At T1, 18 patients had increased CAML size 250 ym  Metastatic pos vs neg 0.032 0.319
after radiation therapy was predictive of PFS within 2 years. with reduced PFS (HR=4.5) (Figure 2). Grade 0.365 0.322
Merged DAPI CK 8, 18, 19 p-erk CD45/CD14 B 76% of patients with 250 pm CAMLs at BL Histology 0.928 0.426
progressed within 24 months Concurrent Chemotherapy 0.701 0.708
 83% ot patients with 250 um CAMLs at T1 progressed  Radiation Modality 0.384 0.382
within 24 months o o Radiation Fraction 0.566 0.299
I CA;]ML Cs)lée W_asdthe rgostt S|gnf|f|car|1|t mdlﬁator Of|'P'FS| Total Radiation Dose 0.590 0.844
an , Independent of all other clinica
variables (Table 1) MIF 0.814 0.973
Age 0.578 0.028

Figure 1. Example of CTC isolated with a CAML In a breast cancer . . .
patient. CTCs are Cytokeratin positive (green) and CD45/CD14 Figure 2. Analysis of PFS and OS at BL vs T1 based on size of CAMLs CONCLUSIONS

negative. In contrast, CAMLs are CD45/CD14 positive (purple) and : :
may be weakly positi.ve for Cytokeratin (g_r_een). White blood cells 100% Baseline (BL)>5O m CAML 100% — 1 Follow up time (T1) E In unresectable NSCLC patients, enlargement of CAMLS
(WBCs) are normal sized CD45/CD14 positive cells. - =o' i -.."'"]' within 30 days of treatment induction is an indicator of
y =" <50um CAML LT rogression
— -1 - — Validation set —~ o . I —— PIo3 . | . .
INTRODUCTION S . g T et S 7%, - oo - - E We trialed and validated that a single =50 ym CAML, after
o _ _ . 0 ° L= =="1. J o - completion of radiotherapy, Is a significant independent
C_AMLS_ are spe_mahz_ed myelmd ponpImd_ceIIs _transn!ng the L L = indicator of poorer prognosis.
circulation of patients in various types of solid malignancies and - = — E Ch N CAML size during th dicate th
are common in all stages of cancer!s. While CAMLs are easy i 5(0 1077 1] SR R [y oy g —— c; <105 711) SE Fhs--------m oo anges in >12€ dUling thetapy may Idicate the
to identify by their large size and polyploid nucleus, they appear = = = efficacy of therapy a”‘_j COUI(_j potentlally help shape
to present as stem cell like phenotype with multiple | <€ 9 I_|_‘ subsequent there.apeutlcl deF'S'O”S_
heterogeneous epithelial, myeloid, and endothelial markers | < S o504 E Further prospective validation of giant CAMLs as a blood-
(Figure 1). Size exclusion Is the only known technique for g 25% | o | nased biomarker for risk stratification is ongoing through a
isolating large cells from peripheral patient blood irrespective of HR: 2.4 HR: 4.5 R43/SBIR grant, results pending.
their surface markers. CellSieve™ microfilters are size (95%Cl=1.4-4.1, p=0.001) o . (95%CIl=2.5-8.1, p<0.001) _
exclusion membranes which efficiently isolate CAMLs and 0% - - - 0% Fundmg Sources
circulating tumor cells (CTCs) from whole blood, making it 0 6 12 18 24 0 6 12 18 24
possible to study both cell types in relation to malignant Time (months) Time (months) This work was supported by a grant R43CA206840 from the
diseasel. | | National Institutes of Health, and by W911NF-14-C-0098 from
Baseline (BL) Follow up time (T1) the U.S. Army Research Office (ARO) and the Defense
MATERIALS & METHODS 100% Advanced Research Projects Agency (DARPA). The content of
A 2 year single blind prospective study was undertaken to test the_ iInformation does not necessarily reflect the position or the
the relationship of =50um CAMLs to PFS based on imaging in policy of the US Government.
lung patients before and after induction of chemoradiation, or | & — 9%
radiation therapy. To achieve a 2-tailed 90% power (a=0.05) we | <= D References
recruited a training set of 54 patients and validation set of 50 8 8
Stage | (n=14), Stage Il (n=16), Stage lll (n=61) & Stage IV | > > potential biomarker of solid tumors.” Proc Natl Acad Sci,
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r_adlo_therapy (~30 days). .B.|00d was _flltered by C_eIIS|eve HR: 2.7 HR: 3.9 3. Adams DL, et al. “Sequential tracking of PD-L1 expression
filtration and CAMLs quantified. Analysis by CAML size of <49 (95%CI=1.4-5.0, p=0.004) . NN .
. +4-9.Y, - (95%CI1=1.8-8.1, p<0.001) and RADS50 induction In circulating tumor and stromal cells
um or 250 pum was used to evaluate PFS hazard ratios (HRsS) by 0% - - - - 0% . . . . .
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