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Figure S1. Representative images of NAD(P)H and FAD mean lifetime (tm) images for PDCOs from Patients 2-5; scale bar
50um. ns indicates “nanoseconds”.
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Figure S2. Heatmap of z-scores [(treatmentmean— controlmean)/controlstandard deviation] for all optical metabolic imaging varia-
bles in PDCOs from patients 1-7. These z-scores reflect changes in the treatment condition (row labels, left) compared to
control PDCOs from the same patient (patient number, left categories). Heterogeneity in treatment response can be seen

in optical metabolic imaging variables (column labels, top) across PDCO lines. “A+E” indicates ABT263 plus everolimus.
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Table S1. Mean and 95% confidence interval for all variables collected with optical metabolic imaging. ps, picoseconds; c.u., calibrated units

NAD(P)H tm NADP)H NAD(P)H 12 NAD(P)H ou FAD tm FAD . FAD FAD ou NAD(P)H Intensity FAD Intensity Normalized
(ps) (ps) (ps) (%) (ps) (ps) (ps) (%) (cu) (cu)  RedoxRatio (cu.)

Sample Treatment Mean 95%CI Mean 95%CI Mean 95%CI Mean 95%CI Mean 95%CI Mean 95%CI Mean 95%CI Mean 95%CI Mean 95%CI Mean 95%CI Mean 95% CI
Control 1238.06 1529 62677 11.15 2499.87 2486 66.09 050 867.85 46.01 36421 1776 192326 9538 5141 243 127333 7013 40783 37.86  1.00 0.05
Patient ABT263 115442 1128 57665 832 2364.09 1894 6715 038 1099.04 2895 44636 922 230632 4778 5949 121 134460 59.83 531.38 36.00 0.75 0.04
1 Everolimus 119158 1291 631.88 11.70 240533 2390 67.84 040 85697 5524 363.04 2224 1913.80 11951 51.87 328 1257.10 61.62 43689 4486  1.00 0.07
ABT263 + Everolimus 1167.21  9.63  622.18 9.33 2371.34 1574 68.39 036 1037.82 24.18 43190 883 2270.72 4332 60.57 1.18 144548 46.06 485.28 31.68 0.93 0.04
Control 1281.81 2451 650.68 32.81 2139.38 2827 5748 0.70 152835 1540 61581 1142 272854 13.86 56.64 052 277248 10390 2480.23 98.75  1.00 0.01
Patient ABT263 122333 3733 62255 41.13 211829 3547 59.63 1.37 1469.66 2399 596.03 2212 272812 2699 58.87 145 274750 17392 257323 196.15 0.95 0.04
2 Everolimus 122544 1735 67216 2674 206546 20.69 60.17  0.84 1464.63 1298 60497 1333 272728 1730 5938 0.75 3056.82 9525 2699.85 11335 1.02 0.04
ABT263 + Everolimus 122544 19.74  652.87 29.71 2079.62 23.81 59.64 1.01 1520.94 17.07 64178 1545 2784.97 1675 5881 094 2920.82 15554 2819.20 13635 0.91 0.05
Control 166827 2198 83620 1879 281129 2656 57.64 051 984.75 20.83 39025 7.67 241509 27.66 70.11  0.60 224720 66.06 61581 2573  1.00 0.04
Patient ABT263 1671.19 2395 82457 29.17 281206 3502 5719 0.65 99514 1827 38754 7.64 242020 25.09 69.89 0.61 226842 6424 63145 3488 098 0.04
3 Everolimus 1588.36 2235 76428 21.92 271222 2450 5744 056 101572 21.06 39353 7.66 2426.58 24.81 69.12 0.68 219582 70.03 70433 33.78 0.86 0.04
ABT263 + Everolimus 1607.34 26.79 79841 21.85 274544 31.89 5821  0.68 98749 1881 383.68 6.69 2406.53 23.56 70.01 0.65 2350.59 70.76 77677 4514  0.84 0.04
Control 1139.64 2554 403.01 9.87 243545 25.05 63.45 0.64 41419 1693 16496 1449 1393.99 22,63 77.87 1.09 199895 5473 1550.77 54.48 1.00 0.03
Patient ABT263 1005.85 27.08 38246 13.10 227534 3263 6543 127 44910 1746 15489 523 153570 50.89 7635 1.09 1799.18 8214 1433.61 88.62  0.98 0.06
4 Everolimus 87222 64.48 35336 2199 2114.63 6723 69.59 276 61390 90.74 27143 85.84 144032 7036 65.72 511 2073.10 169.78 2078.93 280.46 0.76 0.09
ABT263 + Everolimus 982.11 40.02 385.23 16.28 2236.96 4553  66.20 1.47 42827 1610 14916 6.75 1480.09 48.07 75.80 149 2000.14 91.24 147320 12845 1.18 0.18
Control 1411.11 2376 64171 19.78 2694.89 31.09 60.82 0.60 712.63 2371 29624 1514 1807.60 2506 70.64 0.81 1896.37 4878 93195 3742 1.00 0.04
Patient ABT263 147125 3537 71611 3272 275349 4832  60.90 072 70503 2777 27545 14.84 178794 3052 70.25 1.07 182098 7899 977.60 43.04 0.88 0.03
5 Everolimus 113241 38.06 45641 19.94 237885 39.13 6356 151 459.33 1574 15393 413 173724 39.66 7844 173 2309.18 122.85 93953 61.60 1.14 0.06
ABT263 + Everolimus 1402.25 36.29 679.93 26.61 2699.55 4521 62.36 0.78 85720 3526 36233 2224 1959.30 6240 67.08 1.05 1656.18 82.86 945.76 87.01 0.97 0.06
Control 1147.63 10.60 44454 437 241976 1674 6334 049 30143 13.09 10990 521 163283 2608 8815 039 1941.77 44.04 528.68 2742  1.00 0.04
Patient ABT263 1094.02 14.69 42357 6.55 232320 23.65 62.95 0.83 396.05 25.08 18450 1596 182426 53.00 87.44 0.58 1396.95 128.67 267.47 36.99 1.73 0.10
6 Everolimus 1108.49 1151 402.09 561 241286 10.04 64.59 037 22207 1110 89.66 447 145796 23.63 91.09 037 1726.16 44.06 426.04 2326 1.16 0.07
ABT263 + Everolimus 1097.15  8.14 41812 344 2367.90 9.72 64.50 0.38 310.01 11.76 134.62 6.60 1662.41 24.84 88.93 0.32 154187 59.14 310.36 18.68 1.52 0.06
Control 132499 14.34 54034 694 261739 2051 59.70 0.60 730.50 11.95 30156 3.82 207879 1866 7377 0.63 1031.76 2499 579.68 22.09  1.00 0.03
Patient ABT263 996.77 17.09 348.65 6.37 230228 33.04 6358 1.04 468.09 1330 17572 3.07 1633.81 2475 7833 0.89 95484 3544 598.73 32.03 094 0.04
7 Everolimus 116822 2397 44785 11.39 247224 3176 61.82 0.63 621.11 17.63 25358 7.19 1896.86 3144 7616 059  995.70 3226  696.21 26.32 0.80 0.02

ABT263 + Everolimus 1160.68 22.58 460.30 13.01 2456.02 30.68 62.80 0.59 600.15 34.74 238.70 14.01 1777.86 89.61 6726 324 99549 30.04 623.84 3996 1.56 0.26
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Table S2. Number of PDCOs and cells analyzed for all conditions and patients. “Diameter” — Number of PDCOs (#PDCO)
measured for brightfield diameter measurements in control conditions only. Number of PDCOs (#PDCO) and number of
cells (#Cells) are also provided for each treatment condition and patient for the analysis of optical metabolic imaging

(OML).
Diameter OMI
Sample  Control Control Everolimus ABT263 ABT263 + Everolimus
#PDCO  #PDCO #Cells #PDCO #Cells #PDCO #Cells #PDCO #Cells

Patient 1 22 12 146 13 120 12 135 13 164
Patient 2 80 3 29 3 25 3 19 3 14
Patient 3 101 5 42 5 41 5 38 6 33
Patient 4 NA 5 133 5 22 5 56 5 49
Patient 5 13 13 251 7 37 12 148 16 191
Patient 6 26 13 267 11 351 10 132 12 349
Patient 7 NA 20 214 18 190 13 114 18 175
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