Supplementary material

Supplementary Figure S1. 

Epistasis matrices for all cell lines. 465 (31 x 31 drugs) Interaction scores for all five cell lines included in the screen. Blue (synergistic) and red (antagonistic). 

Supplementary Figure S2. 

Assessment of functional modularity of drug-drug interactions in five glioblastoma cell lines. Assessment of functional modularity of drug-drug interactions in five glioblastoma cell lines. From the 31 drugs used in our glioblastoma cell line experiments, we defined five subgroups of 2-4 compounds (RTK inhibitors: erlotinib, gefitinib and imatinib; antidepressants: sertraline, imipramine; PI3K inhibitors: Quercetin, Wortmannin, LY 294 002, and Rapamycin; RAF inhibitors: ZM 336 372, GW 5074; and Cyclin inhibitors: Olomoucine, Roscovitine). If interaction scores are functionally modular, they should correlate more within groups (red diagonal boxes) than between groups (blue boxes). Within group correlations are significantly higher than the between group correlations (Wilcoxon rank sum test, p value 0.008).
Supplementary information sheet S3. 

Raw data for calculations of α values and combination index.
Supplementary Figure S4. 

Dose response curves for all four drugs used to calculate combination indexes and α values.
Drugs vertical and cell lines horizontal. All drugs show a dose response curve in the cell lines tested.
Supplementary tables
Suppl. Table 1

Mutational- and genomic spectra of the GBM cell lines.

	Cell lines
	PTEN status
	p53 status
	p16 status
	p14ARF status

	U-87MG
	mut/del
	wt
	del
	del

	U-343MG
	mut
	wt
	del
	del

	U-373MG
	mut
	mut
	wt
	wt

	T98G
	mut
	mut
	del
	del

	A172
	no protein
	wt
	del
	del


Mut = mutation
Del = deleted

Wt = wild type protein

Suppl. Table 2

All weights from CCA, 11 combinations and 82 transcripts.
Combination

Weight

Pacli+Gefi

-0.479507 

Doxo+Wort

-0.068464 

PP2+Gefi

-0.483373 

Doxo+Gefi

-0.392213 

Imat+Doxo

-0.400180 

Sert+Ptero

0.000000 

Rim+Gefi

0.000000 

Rim+Imat

0.000000 

Doxo+LY

-0.465524 

Ptero+Gefi

0.000000 

Rim+Sert

0.032376
Weight

Gene

-0.140674

MPZL3

-0.121273

PKP2

-0.112999

PRICKLE1

-0.09842

CYTH3

-0.087469

PMP22

-0.083451

ITGB4

-0.081926

TSPAN2

-0.079547

FBLN1

-0.076807

PODXL2

-0.068349

AQP1

-0.066673

SERTAD4

-0.063682

CKB

-0.053527

RGMA

-0.05163

FLG

-0.050003

GFAP

-0.049522

CRYAB

-0.047422

LMO3

-0.045412

CRIP2

-0.04527

FSTL1

-0.044341

PDP1

-0.044291

ZDHHC15

-0.043773

SOX2

-0.039052

PCDHB5

-0.038445

DOK5

-0.036745

PAX6

-0.033675

CHDH

-0.029337

SOX21

-0.028538

MFAP5

-0.026982

SEMA3A

-0.024454

LRRN1

-0.024125

XPR1

-0.021506

MLC1

-0.021397

NTS

-0.021231

LCN1

-0.02082

RLBP1

-0.020596

SOSTDC1

-0.020445

SUSD4

-0.020213

KRT6C

-0.020165

ZNF423

-0.019544

VIPR1

-0.016986

CYP4B1

-0.016935

NFIB

-0.016914

CDH1

-0.015509

INPP5D

-0.013916

FAM107A

-0.008568

CXCL14

-0.007111

SLC38A3

-0.005916

KRT5

-0.000414

OLFM2

0.000939

LOXL2

0.047775

TIMP3

0.063694

ALDH3A1

0.063989

IGFBP5

0.084429

ZFP82

0.088625

SFRP1

0.092235

KYNU

0.097838

MMP2

0.101473

FAM101B

0.104144

CMTM8

0.104146

GLDN

0.110219

AKR1B1

0.120834

HOXC13

0.147945

AKAP6

0.153694

FN1

0.157632

CDH6

0.168303

MSX2

0.169622

TGFBI

0.182221

PDGFD

0.188959

CXCL12

0.18997

SLC7A2

0.194136

AKR1C2

0.20343

FOXF2

0.203884

FAM109B

0.204379

NPTX1

0.204501

CES1

0.204532

GABRB3

0.204692

CYTL1

0.205588

LYPD6B

0.210114

COL6A3

0.218956

PTGR1

0.222469

FTL

0.229702

IGFBP4
Suppl. Table 3
Effects of top four drug combinations on human fibroblasts.
	Drugs
	AG 1523
	AG1518
	AG07095B

	Rimcazole 10uM
	44 %
	74 %
	87 %

	Sertraline 10uM
	58 %
	77 %
	84 %

	Gefitinib 10uM
	69 %
	74 %
	76 %

	Pterostilbene 10uM
	92 %
	87 %
	97 %

	Rim + Sert
	29 % / 0.04
	17 % / -0.41
	33 % / -0.4

	Rim + Gefi
	33 % / 0.03
	28 % / -0.27
	62 % / -0.04

	Sert + Ptero
	37 % / -0.17
	34 % / -0.34
	78 % / -0.04

	Gefi + Ptero
	59 % / -0.04
	57 % / -0.07
	77 % / -0.04


Single drugs: % viable after treatment

Combinations: % viable after treatment / interaction score
