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Figure S1. Correlation of RBM8A protein and RNA expression in different human cell lines. (A). Data were obtained using
CellMinerCDB (https://discover.nci.nih.gov/rsconnect/cellminercdb/, accessed on 28 April 2020). Upper graph: RBMS8A
protein expression (NCI-60 dataset) on x-axis and mRNA expression (CCLE-Broad-MIT dataset) on y-axis. Lower graph:
RNA expression on x-Axis (NCI-60 dataset) and protein expression on y-axis (NCI-60 dataset). (B) Correlation of RBM8A
protein and RNA expression in mesothelioma cell lines.


https://discover.nci.nih.gov/rsconnect/cellminercdb/
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Figure S2. Rbm8a mRNA expression in crocidolite (blue asbestos) exposed mice and abundance of RBM8A transcripts in
mesothelial cells or various cancers. (A). Rbm8a expression levels do not vary significantly upon crocidolite exposure. (B)



Cells 2021, 10, x FOR PEER REVIEW 4 of 10

RBM8A-204 levels are significantly lower compared to RBM8A-201 levels in in mesothelial cells. C. Expression profile of
RBM8A-204 (upper panel) and RBM8A -201 (lower panel) in different cancer types. TPM=Transcripts per Million.
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Figure S3. dsRNA stretch of RBM8A 3'UTR formed by AluY and AluSz6 elements. Red circles indicate A-I editing sites
and the number refers to nucleotide positions on chromosome 1, hg19. Structure is predicted by RNAfold webserver
(http://rna.tbi.univie.ac.at//cgi-bin/RNAWebSuite/RNAfold.cgi, accessed on 27 April 2021).
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Figure S4. ADAR1/2 mRNA heterogeneous expression in four MPM cell lines. ADAR1 (black) and ADAR2 (gray) mRNA
levels in SPC111, Mero82, NCI-H226 and Mero95 MPM cell lines.


http://rna.tbi.univie.ac.at/cgi-bin/RNAWebSuite/RNAfold.cgi

Cells 2021, 10, x FOR PEER REVIEW 5 of 10

—
> ArS m'ﬂ'ﬁ: O
RS N b Are a2
‘fl@'::: S CR O G e
> _ >* edited e’ "y
, edited unedited g . edrte
unedited & & e unedited
Q;S\\ o cia
B A N > m’:
@212 va e
oA e e @ n 50 o
Ch A2 O
5y
4
eo)\g

AluY-Sz6 edited

AluY-Sz6 unedited

Figure S5. Editing of RBM8A 3'UTR AluY-AluSz6 entails structural changes. Red squares in lower part magnify sections
with structure change upon editing. Red circles indicate editing sites and numbers of the nucleotide position in chromo-
some 1, hg19. In the upper part are shown some edited sites leading to no structural change. Structures are predicted by
RNAfold webserver (http://rna.tbi.univie.ac.at//cgi-bin/RNAWebSuite/RNAfold.cgi, accessed on 27 April 2021).
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Figure S6. MSI2 expression is higher compared to MSI1 in MPM. (A). Western Blot analysis of MSI protein expression in
16 MPM cell lines and mesothelial cells. Actin is used as loading control. (B) Relative mRNA levels for MSI1 (black) and

MSI2 (white).
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Gibbon ggctgggcgcggtggctcaagcctgtaatcccagcactttgggagggtgaggecgggegga 60
Orangutan ggctgggcgcggtggctcacgcctgtaatcccagcactttgggaggectgaggtgggtgga 60
Bonobo ggctgggcgcggtggctcacgcctgtaatcccagcactttgggaggectgaggecgggegga 60
Human ggctgggcgcggtggctcacgcctgtaatcccagcactttgggaggectgaggecgggegga 60

krkhkkhkrkhkhkhhkhkhkhkhkhkkhkrhkhkhx Khrhkhkhkhkhhkhkkhkrhkkhrhkhkrkhkhhkhkrhkkhkrhk *hkrkx *x*k *k%

Gibbon tcacgaggtcaggagatcgagaccatcccggctaacacagtgaaaccccgtectgtactaa 120
Orangutan tcacgaggtcaggagatggagaccatcctggctaacacagtgaaaccccatctgtactaa 120
Bonobo tcacgaggttaggagatggagaccatcctggctaacacagtgaaaccctgtctgtactaa 120
Human tcacgaggttaggagatggagaccatcctggctaacacagtgaaaccctgtctgtactaa 120

KAk AAhhAk Kk *AAkhAkAk Kk *AAXkAAhhkk Ak, KAAXAAAkhkArAAxAkhAkhAkhk Ak kxxAkxk% kAhkk kKR Kk Kk Kk kK

Gibbon agatagaaaaaattagctgggcgtggtggcgggcgecctgtagtcccagectactggggaac 180
Orangutan agatacaaaaaactagccgggcgtagtggcgggcacctgtagtcccagectactcgggaac 180
Bonobo agatacaaaaaactagccgggcgtggtggtaggtgcctgtagtcccagectacttgggaac 180
Human agatacaaaaaactagccgggcgtggtggtaggtgcctgtagtcccagectacttgggaac 180

khxkkkhkkx krkkkkhk kkxk khkkkkk kkkk * % khkrkhkkhkhkhkhkrkhkhkhkhkhkkxk *khkkxk*k

Gibbon tcgggaggctgaggcaggagaatggcctgaacccaggaggcggagcttgcagtgagecga 240
Orangutan ttgggaggctgaggcaggcgaatggcctgaacccaggaggtggagecttgcagtgagcaga 240
Bonobo tcaggaggctgaggcaggagaatgacctgaacccaggaggcggagcttgcagtgagcaga 240
Human tcgggaggctgaggcaggagaatgacctgaacccaggaggcggagcttgcagtgagcaga 240

* KAKRKAAKRAAkAAAAAK K K hhkkh* AhkAhAAdAdAAhkkhhhkk *x *hkk hhkk khrk krkk Ak, khkx* %%

Gibbon gattgcgccactgcactccagecctgggcgtcagagtgagactcagtctccaaaaaaaaaa 300
Orangutan gattgcgccattgcactccagecctgggcgacagagtgagactgtctccaaaaaaa----a 296
Bonobo gattgcgccattgcactccagecctgggcgacagagtaagactgtgtctccaaaaa----a 296
Human gattgcgccattgcactccagecctgggcgacagagtaagactgtctccaaaaaaa----a 296
kkhkkkhkkhkkhkkhkkhkkhkk *khkkhkkkhkkhkkhkhkhhkrkhkhkhkhkhkhkx *hxkhkkx *kkk*k * Kk * Kk ok kK *
Gibbon aaaaaaaaatagtcaaagctcttggatttacagtttggtccacageccttgttttgatctt 360
Orangutan  —-———-—- aaaaagtcaaagatcttggatttatagtttggtccacagccttgttttgatctt 350
Bonobo aaaaataaataatcaaagctcttggatttatagtttggtccacagccttgttttgatctt 356
Human aaaaaataataatcaaagctcttggatttatagtttggtccacagccttgttttgatctt 356

kkhk kK kkhkkhkAhkk hAhkAhkAkAkAhAkAhhk A KAhkAAAA A Ak kA Ak rA A Ak Ak khhkrkhAk Ak hk Ak hkkx

Gibbon tcctttectectgttttattgecatttaccacgtactgtagaaacatccctttcaactget 420
Orangutan tcctttctectgttttattgecatttaccacgtactgtagaaacatccctttcaactget 410
Bonobo tcctttatcctgttttattgeccatttaccatgtactgtagaaacatccecctttcaactget 416
Human tcctttatcctgttttattgeccatttaccacgtactgtagaaacatccecctttcaactget 416

khkhkkhkrkh dhkhkhkkhkhkhkhkrhkhkrkhhkrhkhkhhhhkhkdx dhhkhhkrkhkrhkhkrhkhkrhkhkrkhhkrkrhhxhkhkxkx*k
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Gibbon gataacttggaaacaagcctacaaaaataagtaatttctaactactactaatgctaccce 480
Orangutan gataacttggaaacaagcctacaaaaataagtaatttctaactattcctaatactaccce 470
Bonobo gataacttggaaacaagcctacaaaaataagtaatttctaactactcctaatactaccta 476
Human gataacttggaaacaagcctacaaaaataagtaatttctaactactcctaatactaccta 476

khkhkkhk Ak hkhkrhkhkhkhhkhkhkhkhkhhhkhkrhkhhhkhkrhkhkhkhhkhkhkrhkkhkrhkhkrkhkkx * *kxkk *kxk%k

Gibbon taactacccctaagcccttaccacactaacgtgacattattaaattttttattttattaa 540
Orangutan taactacccctaagcccttaccacactaatgtgacattattaaattttttattttattaa 530
Bonobo taactacccctaagcccttaccactctaacgtgacattattaaattttttattttattaa 536
Human taactacccctaagcccttaccactctaacgtgacattattaaattttttattttattaa 536

KAKAAAIAAAKNAIAAAAAAKNAXAAR A AKX hAhhkk KA A A A AKX AA XA A A AR A A A A A AR A XXk K

Gibbon cactaatattttaactacaattacagcatatgggcaatgcagaatttacccaaaaggata 600
Orangutan cactaatattttaactacaattacagcatatgggcaatgcagaatttacctaaaaggata 590
Bonobo cactaatattttaactacaattacagcatatgggcaatacagaatttacctaaaaggata 596
Human cactaatattttaactacaattacagcatatgggcaatacagaatttacctaaaaggata 596

khkhkkrkhkkhkrhkhkhkhhkhkkhkrhkhkrhhkrhkhkhkhkhkhkhkrhkhkrhhkrkhkkx *rhkkhkrhkkhkhkkhhkx *hkkrxkhkkxk*k

Gibbon ctaatttggaactaaaaaataacaccttttgcacatgtatcatgtcacaaccagtttgce 660
Orangutan ctaatttggaaccaaaaaatatcaccttttgcacatgtatcatgtcacaaccagtttgce 650
Bonobo ctaatttggaacaaaaaaaaatcaccttttgcacatgtatcatgtcacaaccagtttgcec 656
Human ctaatttggaacaaa-aaaaatcacctttcgcacatgtatcatgtcacaaccagtttgce 655

AKhkkhkhkkhkhkhkAhkhkkhkhkk * Kk *khkk Kk KAAkhkAkhkkk AAAAhAFAIAAAAAd A A rAhAhk A Ak Ak Ak kA kA x k%

Gibbon attgaaacaaatagaggttgcaaatattgtcagattgtcaggctgtaagaaaggatgaaa 720
Orangutan attgaaacaaatagaggttgcaaatattgtcagattgtcaggctgtaagaaaggatgaaa 710
Bonobo attgaaacaaatagaggttgcaaatattgtcagattgtcaggctgtaagaaaggatgaaa 716
Human attgaaacaaatagaggttgcaaatattgtcagattgtcaggctgtaagaaaggatgaaa 715

kA hkkhkhhkrhkhkhhhkhkhkrhhkrhhkrhkhkhhkhhkhkrhkhkrhhkrhkhkhhkrhkhkrhkhkhkhhkrkrhkhkrxkhkkxk*k

Gibbon ttcatttcccattgcatcatcttgtggcccatggatttcaagtgecttageccaaaatecgt 780
Orangutan ttcatttcccattgcatcatcttgtggcccatggatttcaagtaccttagccaaaatcat 770
Bonobo ttcatttcccattgcatcatcttgtggcccatggatttcaagtgeccttagccaaaatcat 776
Human ttcatttcccattgcatcatcttgtggcccatggatttcaagtgeccttagccaaaatcat 775

KAk kA A A A A A A A A A AR A A A A A A AR A A A kA A A A Ak hA kA Ak dhk Ak kA kA rkhhkkhkrk x *

Gibbon atagctagttagcagtagagctgagactcagaaaaa---aaagtaaaacagacagactga 837
Orangutan atagctagttagcagtagagccgagactcagaaaaaaccaaagtaaaacaggcagactga 830
Bonobo atagctagttagcagtagagccgagactcagaaaaaaacaaagtaaaacaggcagactga 836
Human atagctagttagcagtagagccgagactcagaaaaaaacaaagtaaaacaggcagactga 835

khkhkkhkrhkkhkrhkhkhkkhkhkhkhkrhkhkrkhk hhkhkkhkhkhkhkrxhkhkxkhkxx khkrxhkhkkhkhkhkrk *hkhkxkkxk
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Gibbon aacaaaaagtcttctaattcccagtccccgtgtaaaatttgecttcatataaacaaacctg 897
Orangutan aacaaaaagtcttctaattcccagtccacatgtaaaatttgcttcatataaacaaaccta 890
Bonobo aacaaaaagtcttctaattcccagtccacatgtaaaatttgcttcatataaacaaaccta 896
Human aacaaaaagtcttctaattcccagtccacatgtaaaatttgcttcatataaacaaaccta 895

khkhkkhkhkhkhkrhhkhkhhkhkkhkrhkhkrhkhkrhkhkhkkhk K hkhkrkhkhkrhkhkhkhhkhkkhkrhkkhkrhkhkrhkkhkhkkkxk

Gibbon attgtaaatggcactgtagcaacaggcttctttttaacagttggattggtaaaggtcttg 957
Orangutan attgtaaatggcactgtagcaacaggcttctttttaacacttggattggtaaaggeccttg 950
Bonobo attgtaaatggcactgtagcaacaggcttctttttaacacttggattggtaaaggtcttg 956
Human attgtaaatggcactgtagcaacaggcttctttttaacacttggattggtaaaggtcttg 955

Gibbon tttgcaacatattgcaagtattatttttctctctttttttttt——gttttccccca- 1015
Orangutan tttgcaacatattagaagtattatttttctctcttccccccctacccccaccccca- 1010
Bonobo tttgcaacatattagaagtattatttttctcttttcccece——---- ccccaccccca- 1011
Human tttgcaacatattagaagtattatttttctctttccccccc———accccaccccca- 1012
* ok k k ok ok ok ok ok ok ok ok ok kAKk Kk Ak kA kA hkkxkkkx K * ok k koK ok ok ok ok ok
Gibbon agtetggetetgtegeecacgetggagtgeagtggtgeagtettggeteactgeagecte 1075
Orangutan agtetggetetgtegeccaceecggagtgeagtggtgeagtettggeteactgeagecte 1070
Bonobo agtetggetetgeegeecacgecggagtgeagtggtgeaatettggeteactgeagecte L7
Human agtetggetetgecgeccacgeeggagtgeagtagtcagtottygetcactgeagecte 1072
Kok kkkkk kK k Kk kk ok Kk kkkk kA Kk Rk k ok k ok okkk ok kK ok ok ok k kK Kk kk ok k
Gibbon caccteccaggtteaageaattetegtgecteagectectgagtagttgggattacaggt 1125
Orangutan cacttcccaggtteaageaattetegtgecteagectectgagtagttgggattacaggt 1120
Bonobo cactteccaggtteaageaattetegtgecteagettectgagtagttgggattacaggt 112!
Human cactteccaggtteaageaattetegtgecteagectectgagtagttgggattacaggt 1122
LR e S R S S e S I e S S I S S S S S S e S e S R S S S S i
Gibbon geteactactacaccoggetaatttttgtatttttagtagagatagggtttogteatgtt 1155
Oratuzan  gotcaccactacacceggetaatttttgtatttttagtagagatggggtttcgtoatgtt 1190
Bonobo geteaccactataccoggetaatttttgtatttttagtagagatagggtttegteatgtt 115°
Human geteaccactataccoggetaatttttgtatttttagtagagatagggtttogteatgtt 1152
B e R e R A e S e e e SR I S R A R I R I R I R A S R A e e e A e
Gibbon ggecaggttggtettgaactectgaccteaagtgatteacceaccttggecttecaaaat 1255
Orangutan ggecaggttggtettgaactectgaccteaagtgatecacceaccttggecttecaaaat 1250
Bonobo ggecaggttggtettaaactectgaccteaagtgatecacceaccttggecttecaaaat 1251
Human ggecaggttggtettaaactectgaccteaagtgatecacceaccttggecttecaaaat 1252
AR KAA KA AR ARk Ahk *hkhhhkhhkhkhhkhArdkAhhkhhkdkdx *Ahkdrhdrhkhkhhhkrkrhkxrkkxk*k
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6ibbon getgggattacaggettgagecaccaggee  L2%

orangutan EEGGGEEEHCHUCEEGHSECHGSHEEEE 1250

Bonobo getgggattacaggettgagecaccaggee 20l

Ruman getgggattacaggettgagecaccaggee 200
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AluY

Figure S7. AluY-AluSz6 sequence is highly conserved between humans and primates. RBM8A 3'UTR sequence containing
AluY and AluSz6 elements compared between human, bonobo, orangutan and gibbon using Clustal Omega alignment
tool (https://www.ebi.ac.uk/Tools/msa/clustalo/, accessed on 23 September 2021). AluY is highlighted in yellow, AluSz6
in green. Stars indicate identical nucleotide in all species.
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Figure S8. AluY-AluSz6 dsRNA structure is conserved in other transcripts enriched in the MPM translatome. Performing
BLASTN using RBM8A 3'UTR sequence containing AluY and AluSz6 elements retrieved transcripts known to be edited
by ADARs, to interact with MSI2 and to be present in the MPM translatome. They bear a similar dsRNA structure as
RBMS8A 3'UTR. BRIP1: BRCAI interacting helicase 1, LRRC57: leucine rich repeat containing 57, LRRC28: leucine rich
repeat containing 28, ME2: malic enzyme 2. Structures are predicted by RNAfold webserver (http://rna.tbi.uni-
vie.ac.at//cgi-bin/RNAWebSuite/RNAfold.cgi, accessed on 1 November 2021).
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