A TKCC-02 TKCC-05 TKCC-06 TKCC-09 TKCC-10 TKCC-12 TKCC-14

TKCC-15-LO TKCC-16-LO

TKCC-18-LO

TKCC-27-LO

Ex TKCeC 02 TKCC 05 TKCC 06 TKCC 09 TKCC 10 TKeC 12 TKCC15 L0 TKCC16 LO TKCC17 LO TKCC18 LO TKCC22 LO TKCC27 LO HPNE
Y=Y0'exp(kX)

Bost.fi values

Yo 0.7385 04415 07043 05673 0.5644. 07877 05069 0552 0.667 03918 048 0.6861 06246

« 0.01263 0.03407 00148 0.02361 0.02384 0.009045 0.0283 0.02477 001688 0.03905 003058 0.0157 0.01861
ITau 79.17 2035 68.49 42.35 4195 1006 35,33 4038 50.26 2561 327 637 50.99
Doubling Time sa.87 2035 a1.48 20.36 29.08 69.7 24.49 27.99 4107 1775 2266 4415 3534

std. Error

Yo 001255 002371 003175 002083 0.02234 00163 00339 0.0251 002392 00338 002369 0.02544 0.0206

3 00002646 00007583 00006895 00005326 00005738 00003313 00009554 00006568 00005392 000121 00007014 00005622 00004876

95% Ci (profie likeihood)

071071007667 038971004954 063491007763 075171008243 04970006089 0614500721 03191004695 042621005338 06303007436 05793100671

« 10001617 000181 003651 1000322 0.01447 100.01698 0.01855 100.02072
ITau 7561108301 27.91103083 6183107636 4028104454 3976104427 9355101085 3275103808 3806104284 5524106371 2385102739 310510344 589106911 4826105392
Doubling Time 52.411057.54 19.351021.37 4286105293 27.921030.88 27.56t030.69 6484107524 227102639 2638102969 38.20t044.16 1653101899 21.53t023.84 40.83047.91 33.451037.37
Goodness of Fit

Degrees of Freedom 10 10 10 10 10 10 10 10 10 10 10 10 10

R square. 0.9964 0.9985 09832 09973 0.997 09903 09953 0.9965 09929 09978 0.9981 0.9907 0.9961
|Absolute Sum of Squares  0.007459 0.07658 005273 003551 004133 001095 01183 0.05459 003385 o.198 0.06459 0.03877 0.02853

syx 002731 008751 007262 005959 0.06428 00331 0.1088 007389 005792 0.1407 0.08037 0.05981 0.05341
Number of points

[ of X values 18 18 8 8 18 18 18 18 18 8 8 8 18
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Figure S4. Extended Data. A. Brightfield images of 14 TKCC PDAC cell cultures: TKCC-02, TKCC-05, TKCC-06, TKCC-09, TKCC-10, TKCC-12,
TKCC-14, TKCC-15-LO, TKCC-16-LO, TKCC-17-LO, TKCC-18-LO, TKCC-19-LO, TKCC-22-LO, TKCC-27-LO. B. TKCC PDCLs proliferation assay
results; doubling times of 12 PDCLs, and HPNE. C. Oncoprint of TKCC PDCLs compiled from mutation annotation format (MAF) files and structural
variant genomic subtyping from Waddell et al. 2015 and Chou et al. 2017. D. PancVH1 colony assay to assess phenotype of knockdown of
deconvoluted dsiRNAs to CDK7, CCNH, CFLAR, CDK13, CDK9, XPB; 3 individual dsiRNAs (1-3)/target (methods for details); negative control
dsiRNA (NC), positive control AllStars siDeath (AS); Mock-liposome; 7-day assay; 12-well plate treatment schematic (below). Immunoblot
confirmation to assess target engagement at 48hr post-knockdown of both dsiRNA pool and individual dsiRNA per target with greatest phenotypic
effect on survival. E. Heatmap of relative viability of dsiRNA pooled knockdown to CFLAR, XPB, CDK7, CDK9, CDK13, CCNH in 10 PDCLs (9
TKCC PDCLs and PancVH1); 120 hr assay, dsiRNA pooled targeted knockdowns were statistically significant (P-value<0.05) versus negative
control dsiRNA (-ve) via one-way ordinary ANOVA and Dunnett's post-test unless indicated by hash line (not significant); AllStars siDeath (+ve).



