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Supplementary figure 1

J82-LTT compared to parental ]82
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Supplementary figure 2

253]-LTT compared to parental 253]
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Supplementary figure 3

T-24-LTT compared to parental T-24
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Supplementary figure 4a

Parental RT-112 and RT-112-LTT compared to pool Chr 1 - 12
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Supplementary figure 4b

Parental RT-112 and RT-112-LTT compared to pool Chr 13 - 24

Chromosome 14
i iiiiiiiie

Chromosome 15

£ H iff H

RT-112

I IRNEIRIINIIN R

&

= .

St

\—Ii o

E_‘

m -
Chromosome 17
Pos i i i3

N

i

D

i L

[

Bid

RT-112-LTT

RT-112

RT-112-LTT

~ Chromosome 22

FI O

Chrormorsomerx

i

RT-112
T

SEERIIIRIINERE I

RT-112-LTT
£




Supplementary figure 5
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Supplementary figure 6a

RT-112-LTT compared to parental RT-112 T1 - T5 Chromosomes 1 - 6
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Supplementary figure 6b

RT-112-LTT compared to parental RT-112 T1 - T5 Chromosomes 7 - 12
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Supplementary figure 6¢

RT-112-LTT compared to parental RT-112 T1 - T5 Chromosomes 13 - 18
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Supplementary figure 6d

RT-112-LTT compared to parental RT-112 T1 - T5 Chromosomes 19 - 24
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Supplementary figure 7a

J82-LTT compared to parental J82 T1 - T5 Chromosomes 1 - 6
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Supplementary figure 7b

J82-LTT compared to parental J82 T1 - T5 Chromosomes 7 - 12
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Supplementary figure 7c

J82-LTT compared to parental J82 T1 - T5 Chromosomes 13 - 18

Chromosome 13 Chromosome 14

ERIIERE RN E ]

Chromosome 15

T1

i

IR NIiEEE]

T2

i

REEIIEREIENNIERIINE 1]

W | [ W N W NEmR e | N i

Bi § i3 BIREEE ¢ §8§F § 13§ 8§89 WY

W N8 01 § NN W

.Llll-ﬂ--jlill]l_l]_l ||

T5

Chromosome 16 Chromosome 17

[

T BTN

T1

T2

. 5

T3

(T W BN SN BN W B e

TR

T4




Supplementary figure 7d

J82-LTT compared to parental J82 T1 - T5 Chromosomes 19 - 24
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Supplementary Figure Legends
Figure S1. Chromosomal alterations of J82-LTT hybridized against their parental cell line

as detected for each chromosome by array CGH.

Figure S2. Chromosomal alterations of 253]-TT hybridized against their parental cell line

as detected for each chromosome by array CGH.

Figure S3. Chromosomal alterations of T-24-LTT hybridized against their parental cell

line as detected for each chromosome by array CGH.

Figure S4. Chromosomal alterations of RT-112 and RT-112-LTT hybridized against pool

of normal controls for chromosomes a) 1 - 12 and b) 13 - X) as detected by array CGH.

Figure S5. Massive genomic changes in LTTs. Karyotype of a) T-24, b) T-24-LTT, c) 253],

and d) 253]-LTT as detected by standard Giemsa staining.

Figure S6. Chromosomal alterations of RT-112-LTT at five different timepoints (T1 - T5)
hybridized against their parental cell line for chromosomesa) 1 - 6,b) 7 - 12,¢c) 8 - 18,

and d) 19 - X) as detected by array CGH.

Figure S7. Chromosomal alterations of J82-LTT at five different timepoints (T1 - T5)
hybridized against their parental cell line for chromosomesa) 1 - 6,b) 7 - 12,¢c) 8 - 18,

and d) 19 - Y) as detected by array CGH.



Supplementary Tables Legends
Table S1: All variants listed individually for RT-112 compared to the hgl9 reference
genome. Top gene candidates that are involved in cisplatin resistance or are mutated in

the TCGA dataset are listed in the second and third tab, respectively.

Table S2: All variants listed individually for RT-112-LTT compared to the hg19 reference
genome. Top gene candidates that are involved in cisplatin resistance or are mutated in

the TCGA dataset are listed in the second and third tab, respectively.

Table S3: All variants listed individually for J82 compared to the hg19 reference genome.
Top gene candidates that are involved in cisplatin resistance or are mutated in the TCGA

dataset are listed in the second and third tab, respectively.

Table S4: All variants listed individually for J82-LTT compared to the hgl9 reference
genome. Top gene candidates that are involved in cisplatin resistance or are mutated in

the TCGA dataset are listed in the second and third tab, respectively.

Table S5: All variants listed individually for 253 compared to the hgl9 reference
genome. Top gene candidates that are involved in cisplatin resistance or are mutated in

the TCGA dataset are listed in the second and third tab, respectively.

Table S6: All variants listed individually for 253]-LTT compared to the hg19 reference
genome. Top gene candidates that are involved in cisplatin resistance or are mutated in

the TCGA dataset are listed in the second and third tab, respectively.



Table S7: All variants listed individually for T-24 compared to the hgl9 reference
genome. Top gene candidates that are involved in cisplatin resistance or are mutated in

the TCGA dataset are listed in the second and third tab, respectively.

Table S8: All variants listed individually for T-24-LTT compared to the hg19 reference
genome. Top gene candidates that are involved in cisplatin resistance or are mutated in

the TCGA dataset are listed in the second and third tab, respectively.

Table S9: Individually listed variants that are uniquely altered in RT-112-LTT compared
to their parental cell line. Top gene candidates that are involved in cisplatin resistance or

are mutated in the TCGA dataset are listed in the second and third tab, respectively.

Table S10: Individually listed variants that are uniquely altered in J82-LTT compared to
their parental cell line. Top gene candidates that are involved in cisplatin resistance or

are mutated in the TCGA dataset are listed in the second and third tab, respectively.

Table S11: Individually listed variants that are uniquely altered in 253]-LTT compared
to their parental cell line. Top gene candidates that are involved in cisplatin resistance or

are mutated in the TCGA dataset are listed in the second and third tab, respectively.

Table S12: Individually listed variants that are uniquely altered in T-24-LTT compared
to their parental cell line. Top gene candidates that are involved in cisplatin resistance or

are mutated in the TCGA dataset are listed in the second and third tab, respectively.



Table S13: Summary of unique variants involved in cisplatin resistance and found in

TCGA SMG in LTT sublines as detected by exome sequencing.

Table S14: Summary of commonly mutated genes in LTT sublines as detected by exome

sequencing.

Table S15: Chromosomal alterations, gains, losses, and involved genes in RT-112-LTT,
J82-LTT, 253]-LTT, and T-24-LTT sublines compared to their parental cell lines for each
chromosome (Tabs 1 - 24) and alterations found in at least three LTT sublines (Tab 25)

as detected by array CGH.

Table S16: Chromosomal alterations, gains, losses, and involved genes in RT-112 and
RT-112-LTT compared to a pool of normal controls for each chromosome (Tabs 1 - 24)

and alterations found only in RT-112-LTT (Tab 25) as detected by array CGH.

Table S17: Chromosomal alterations, gains, losses, and involved genes in RT-112-LTT
subline compared to their parental cell line for each chromosome (Tabs 1 - 24) at five
different timepoints (T1 - T5) as detected by array CGH. Common alterations found in 2-

4, 2-3, 24, and 5 time points are listed in tabs 25, 26, 27 and 28, respectively.

Table S18: Chromosomal alterations, gains, losses, and involved genes in ]J82-LTT
subline compared to their parental cell line for each chromosome (Tabs 1 - 24) at five
different timepoints (T1 - T5) as detected by array CGH. Common alterations found in 2-

4, 2-3, 24, and 5 time points are listed in tabs 25, 26, 27 and 28, respectively.



Table S19: Details on sequencing procedure, filtering, and number of variants in RT-112,

RT-112-LTT, ]J82,]82-LTT, 253], 253]-LTT, T-24, and T-24-LTT.

Table S20: Raw signature data of cosine similarities among the mutational profiles of the

LTT lines.



