SUPPLEMENTAL FIGURE LEGEND

SUPPLEMENTAL FIGURE S1. Competition assay of the PRMT5 complex with GST-RioK1, GST-
pICIn and GST. The PRMT5 complex was immunoprecipitated with anti-WD45/MEP50 antibodies
from HeLa cell extract. The purified complex was incubated with increasing amounts (0.1 to 10 mg) of
GST-tagged RioK1 (AA1-242, lanes 2-4), pICIn (lanes 5-7) or GST (lanes 9-11). The complex
composition was afterwards analyzed by silver staining.

SUPPLEMENTAL FIGURE S2. Identification of RioK1-interacting proteins. Immunoprecipitation
from HeLa extract with anti-RioK1 antibody (lane 2) or NRS (lane 3). The immunoprecipitates were
washed extensively, resolved by SDS-PAGE, Coomassie stained and the marked bands were analyzed by
mass spectrometry.
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SUPPLEMENTAL TABLE LEGEND

SUPPLEMANTAL TABLE S1. List of putative RioK 1-interacting proteins. Proteins identified in Fig.
S1 and from a pull-down in HeLa extract with GST-tagged truncated RioK1 (AA 450-568), covalently
crosslinked to GSH-sepharose are listed alphabetically. Putative methylated RG-motives are in bold
letters. Information about DNA-and RNA-binding capacity of proteins was derived from
UniProtKB/Swiss-Prot database. Corresponding UniProtKB/Swiss protein accounts are listed in the
last column.



- | - |
- |+ |
- |+ |
- ! + y - |
39S ribosomal protein L19, mitochondrial precursor - | - |
39S ribosomal protein L38, mitochondrial precursor - | - |
- | - |
- ! + y - |
L+ | - |
- |+ |
- |+ |

40S ribosomal protein S2 P15880 - PGMGNRGGFRGGFGSG, F GARGGKAED, VATAIRGAIILA, IVPVRRGYWGNK, LIPAPRGTGIVS, CYTSARGCT.

- ! -  MGKCRGLRTAR 00000000 |
- ! - - 0000000000000 |
- ! + - 0000000000000 |
- ! + - 0000000000000 |
- ! + - 0000000000000 |
- ! + - 0000000000000 |
KMNQQRGRRFRS, FQQSSRGENMML, SIFIGRGSRRNP, VPVGLRGTIIGI, RCSPGRGYRLPT

- | + ]|  IRMSLRGKAVVL MRKARGHLENN LLPHIRGNVGFV. TTKISRGTIEL |
- | - ]  KSRFCRGVPDAK.LQTGMRGAFGKPKYIPNRGPLDKW |
- | - ] = KSRFCRGVPDAKLQTGMRGAFGKP |
- ! + - 0000000000000 |
- | - ]  LVLDGRGHLLGR NTNPSRGPYHFR, FWRTVRGMLPHK PHKTKRGQAALD |
- ! - 7 KSCKSRGSNLRV |
- ! + - 0000000000000 |
- ! <+ 1 0 TKGKRRGWRYMF 00|
- ! - ]  MSKRGRGGSsGA |
I I




60 ribosomalproteint2s | R | petesa | - ] + |  EVQWRGHYkeQ |
60S ribosomalproteint2za [ R7a] pPaezee | - ] o+ | 0 KIRKIRGHVSHG KHPGGRGNAGGL |
60S ribosomalproteintas | Rwo | pPayoa Y - | + | - 0000000000000 ]
605 ribosomalproteintso | R0 | pPees8 | - | + | - 0000000000000 ]
60S ribosomalproteintsz | Rws2 ] pee2o0o Y - | - |  NWRKPRGDMRV |
60S ribosomalproteintss | R | ooveus Y - | - |  RHSRRRGRLTKWH |
60S ribosomal proteinL36adike | R3] Qo0 Y - | - | - 0000000000000 ]
60S ribosomalproteintd | R4 | psesrs | - ] + | 2 RIPRVRGGGTHR FGNMCRGGRMFARRIQRRGPCIY |
60 ribosomal proteint7a | R7A] pPe2424 Y - | + | - 00000000000 ]
6-phosphofructokinasetypeC [ keep | ocotei3 | - ] - ]  CNLLORGITNLC, LGHVQRGGTPSA DAVRLRGRSFAG, KTTIQRGLVLRN, KLKEARGRGKKFTT |
Actincytoplasmics. A ] peeoros [ - ] - |  EAQSKRGILTLKKWTERGYSFTT |
Aphaenolase | Eenoa] poe7s | + | - |  EFDSRGNPTVE |
[AP-2 complex subunitmut [ aw ] oeecwt Y - J - | - 0000000000000 ]
[ATP-binding cassette subfamily Fmembers [ aAsck] osnvems [ - ] + | 2 PAPKPRGGKKTK; TEYLORGFNLPY |

) GPTWDRGANLKD, SVVIIRGATGCG, RVAFERGEEPGK, LEAGIRGISHVI, GSGYRRGGSSYS, VGGGYRGVSRGGFRGNSGGD,
ATP-dependent RNA helicase A DHX9 Q08211 - SGGDYRGPSGGYRGSGGEFORGGGRGAYGTG, YEGOGRGGGG

) SRSDSRGKSSFF, SFFSDRGSGSRGRFDDRGRSDYD, DGIGSRGDRSGF, FGKFERGGNSRW, IRDLERGCHLLY, VDMMERGKIGLD,
|ATP-dependent RNA helicase DDX3X DDX3X 000571 - TAVAARGLDISN, YKGSSRGRSKSS, GHGSSRGFGGGG

ATP-dependent RNA helicase DDX50 DDX50 Q9BQ39 -+ ] KLLKGRGVTYLF, TNVAARGLDIPE, YQPRERGQLRYV

[ATP-dependent RNA helicase DDX55 DDX55 QNnHQe b - ]+ ] TDVMARGIDIPE, FASLARGFALLR, KMPELRGKQFPD
ACTY pao2s | - [ - | KAEEHRGLLTIR
Brix domain-containing protein 2 BXDC2 mne | - | -] TKRKRRGGFAVQ, LIFSSRGINFRT

. DGSVLRGQPFGA, RCLCQRGAEVTV, MRYGNRGHNQPC, LLEQHRGQPLPP, INLSMRGAGGRR, KAAKARGLPVTC, RRVVLRGEVAYI,
CAD protein PYRL p27708 -- PERPRRGIPGLP, AFVASRGTKQEE.

Carbonyl reductaseNADPHI1 [ cera | pPa61s2 | - | - |  ARDVIRGGAAVQ 0]
[Chromodomain helicase-DNA-bindingproteina | cHp3 | 012878 | + ] - ]| VKKRKRGPKKQK, GRKKLRGKKMAP, TKKLKRGRPGRK, EALNSRGGGNQV, VRDLRGKTEKE, PEPGYRGDREKS, STPGERGEEKPL |
Clathrinheavychaina [ ciH ] oooer0o [ - ] - |  FCFAVRGQAGGK, LILVVRGQF. CVAYERGQCDLE,NYYQDRGYFEEL |




Coatomer subunit delta COPD P48444 - - -

|+ | - | MSSRGGKKKS LLAKKRGSKGKL ]
- 1 - 1 - ]
- 1 - 1  KDGKGRGRQvA ]
|+ | - ]  PPKRARGGLWDD, GPPPSRGSVPVL, ISRDSRGGRELT, SYLLSRGQQVKV, EAVLLRGDHTRC _____________|
|+ | - ] QAELPRGSIPRS, ETEGIRGLRALG, NDEVKRGVLLML EGTSLRGDINVG |

L . . GHQLIRGLGQEC, LSIAIRGYGLFA, KRRLPRGFPPSA, TLLYLRGPFSLQ, RRIARRGSCVTQ, PAKRVRGKARLP, EYDVLRGIFTSE, GQYDGRGKPLPE,

.+ { - 1 - ]
- [ -]
-- KQCYERGEKPKYV, VRPHIRGAIREY, ESTRVRGRTGNV, QIRKARGTFDNA, KCRLIRGWDDLF, REKEERGEAVDE, GVQYHRGEMTAL,
IIDSVRGELQKR, MTRWVRGIFEAL, ARLAKRGGRTMA, FNRVARGMLHQD, FQHFLRGNEIVL, RSFYERGVAVLC
- [ -]
- [ 4+ ]

Eukaryotic ranslation initiation factor 2 subunit 2 IF28 p20042 | - | + 1 - 0000000000000 ]
Eukaryotic translation initiation factor 2C 2 12C2 Qoukvs ) - f - Y - 0000000000000 ]

Eukaryotic translation initiation factor 3 subunit 6 IF36 e228 - f -y - |
Exosome component 10 EXOSX Q01780 - |+ ] LEMWERGNGQPV, TGKSDRGFRYNW
XPOT o432 | - | + | VDLNPRGVDLYL, AFLDHRGLRHSS, THLKRGPECVQ

-- -- NPDSLRGTHTGV, FFFDFRGPSIAL, QPLPVRGGNVGI, TAMPFRGYAVLG, VLGGERGGPEVQ, MGTQWRGMGLSL, LAAYWRGQCIKE,
Fatty acid synthase FAS P49327 QAVLKRGLKPSC, EFPAPRGTPLIS, KELRLRGYDYGP, LHTLLRGHPLGD, VSTLTRGDLSSI, YALVWRGRVRPG, QWLIQRGVQKLYV, SLEGARGLIAEA,
SVSCGRGNAGQS

|+ [ -]
- [ -]
- [ -]
- [+ ]
- [ -]
- [ -]
- [ -]
- [ -]




Heterogeneous nuclear ribonucleoprotein AQ ROAO Q13151 SESGLRGHFEAF, QSGKKRGFGFVY, GSRSSRGGRGGRGRGGGRDQ, NSGPYRGGYGGG

. . RRRRRRGEEGHD, QTKRSRGFGFVT, QSGKKRGFAFVT, SAGSQRGRGGGSGN, GNFMGRGGNFGG, GGNFGRGGNFGGRGGYGGG,
Heterogeneous nuclear ribonucleoprotein A3 ROA3 P51991 - GGGGSRGSYGGG, PGYSSRGGYGGG

Heterogeneous nuclear ribonucleoprotein D-like HNRDL 014979 VTGRSRGFGFVL, KTNERRGFCFIT, QQKGGRGAAAGGRGGTRGRGRGQGQNW, YGKASRGGGNHQ

Heterogeneous nuclear ribonucleonrotein G HNRPG P38159 + ETNKSRGFAFVT, FESGRRGPPPPP, PPPRSRGPPRGLRGGRGGSGGTRGPPSRGGHMDD, NMSSSRGPLPVKRGPPPRS, RAPVSRGRDSYG,
9 P DDYPSRGYSDRD, SAPPTRGPPPSY, VGRQERGLPPSM, PPSMERGYPPPR, YSSSSRGAPRGGGRGGSRSDRGGGRSR

Heterogeneous nuclear ribonucleoprotein H' HNRH2 P55795 - |+ ] FVVKVRGLPWSC, GFVRLRGLPFGC, RPGAGRGYNSIGRGAGFER, FERMRRGAYGGG, HCVHMRGLPYRA

) ) MFDDRRGRPVGF, VGFPMRGRGGFDRM, RMPPGRGGRPMP, DMSPRRGPPPPP, PPPPGRGGRGGSRAR, PPPPPRGGDLMA, MAYDRRGRPGDR,
Heterogeneous nuclear ribonucleoprotein K HNRPK P61978 + +
SYAGGRGSYGDL
Heterogeneous nuclear ribonucleoprotein HNRPQ 060506 LTGLNRGYAFVT, DKKKNRGFCFLE, MPPPTRGRGRGGRGGYGYP, DYHNYRGGYEDP, FQUGARGRGGRGARGAAPSRGRGAAPPRGRAGYS,
9 P AGYSORGGPGSARGVRGARGGAQOORGRGVRGARGGRGGNVGG

QPQQQRGAAKEA, GGDKKRGVKRPR, REDHGRGYFEYI, LEDRVRGPKGPE,
Heterogeneous nuclear ribonucleoprotein U HNRPU Q00839 + + KNQFNRGGGHRGRGGFNMRGGNFRGGAPGNRGGYNRRGNMPQRGGGGGG, PVFPGRGSYSNRGNYNRGGMPNRGNYNQN,
Heterogeneous nuclear ribonucleoprotein U-like protein 2 HNRL2 Q1KMD3 - SELQRRGLDSRGLKVDL, SDGERRGVKRQR, YGFDGRGLKAEN, RQNRSRGQGYVG, VGGQRRGYDNRA, GQPGNRGGYRNF, FYDRYRGDYDRF

Histone chaperoneAsFts [ Asks] oewwe2 Y - J - | - 0000000000000 ]
Hisone 2 | w2 ] P4 I + J - I - 0000000000000 ]
Hisone 14 | w4 ] P04 I + J - I - 0000000000000 ]
Histone kx| mWwix | oos2 | + ] - | 0 GGGERRGAPAMADKKPARGOKPEQ |
Histoneb2av______________ [ hHav] omue | + | - | 0 lQWARGDEELD 0|
Histone H2Btype 1-CEMF/GN [ wHmewic] pPe7 Y| + | - | - 0000000000000 ]
Histone H2Btypet-H [ Hmewm] oo Y + | - | - 0000000000000 ]
Histone H2Btype 1k [wHwew] oeos4a Y + | - | - 0000000000000 ]
Histone H2Btype 1 [meweim] oo Y + | - | - 0000000000000 ]
Histone H2Btypet-0_________ [ hHwewof P57 Y| + | - | - 0000000000000 ]
Histone H2Btype2-F [ H»w>F] osowwe Y| <+ J - | - 0000000000000 ]
Histone 31| m31 ] pPesas | + | - I 0 WARRRGER 0|
Histone 32 [ m2 ] omows | + | - I 00 WARRRGER 00|
Hisone i | Ha | peasos | + ] - |  MSGRGKGGKG,RRLARRGGVKRIIVEETRGVLKVF |
importin subunitapha2 | ma ] pes222 Y - | - | - 0000000000000 ]
mportin7___________________ [ wor ] oesws [ - ] - |  IEAIRGIMDPALQCKGRGIDQCI |




- |+ ]
- ] - ]
- ! - - 0000000000000 |
MTRTLRGVMRVG, TWGPLRGWPLEL, LNEKRRGLKYEL, APVPVRGGPKFA, PPPNLRGRGRGGSIRGRGRGRGFGGAN

Keratin, type Il cytoskeletal 1 P04264 -- SISVARGGGRGSGFGG, SDAEQRGENALK, SGGGSRGGGGGG, GGGGGRGSYGSG, SSGGYRGGSGGG, GSSGGRGSGGGS, GSIGGRGSSSGG

[ - [+ ]
- ! - 1r - ]
- [ -]
Medium tumor antigen-associated 61 kDa protein - ! - 1r - ]
- ! - 1r - ]
[ - [+ ]
- ! - 1r - ]
- [ -]
- [ -]
- ! - 1r - ]
INFX1-type zinc finger-containing protein 1 - [ -]
Non-POU domain-containing octamer-binding protein
- ! - 1r - ]
-+ ] KLLKGRGVTFLF, LQDRKRGRAPQV, TNVAARGLDIPE, GYGGFRGQREGSRGFRGQRDGN, GNRRFRGQREGSRGPRGQRSGG

- ! - 1r - ]
- [ -]
[ - [+ ]
- ! + 1 - ]
[ - [+ ]

Probable ATP-dependent RNA helicase DDX27 DDX27 QecQ7 [ - |+ ] LAQRRRGGCEKL, TDVAARGLDIEG, FDLALRGKKKRK, EEEPVRGPAKKQ, LPHQRRGGNFKS
Probable ATP-dependent RNA helicase DDX49 DDX49 Qvevz | - |+ ] TDVASRGLDIPT

Probable ATP-dependent RNA helicase DDX56 DDX56 QINY93 -+ ] LLF, VKGKRRGRGPKGDK, EAGVARGIDFHH, LSGENRGPILLP, VPPALRGLVRPH
Probable dimethyladenosine transferase DIM1L Qun2 I - |+ ] AIGRRRGRQEQR
Probable rRNA-processing protein EBP EBP2 Q99848 - -] QDAFSRGLLKPG, KTAHGRGLKRPG




- ] - ]
- ] - ]
- ] - ]
I
- |+ ] PLRDSRGSSFEM, ELWRRRGPVWQE, YVTEGRGARCNV, SKPPSRGGALLF, LHIDARGEPGGI, NVIQRRGRAGRC, LAELLRGPCGSF

- |+ ]
- ! - - 000000 |
- ] - ]

[Ras GTPase-activating-fike protein QGAP1 [ 1oea1 | pPacoao [ - ] - |  PALGLRGLQQON,LQARCRGYLVRQ, IQSQWRGYKQKK, VWSFNRGARGQNALR |
[Rho GTPase-activatingproteint | Ricoa] pPooos6e Y| - | - |  TSNERGAQOHV ]
Ribonuclease P proteinsubunitp0 | wrepao] o7s88 | - | - | - 0000000000000 ]
Ribosomal L1 domain-containing protein 1 - |+ |
[RNA 3'terminal phosphatecyclase [ rrca | oooas2 [ - ] + |  CDIKTRGYYPKG,INLTERGCVTKLSSLGKRGVWNADK |
[RNA U small nuclear RNA export adapterprotein | Rvuxa] oowgs Y - | + | - 000000000 ]
RNAbindingprotein3se [ RessB] oqoero [ - ] + |  TVVRARGLPWOS, GLNVARGGVALC, VILRLRGLPFSA DCVRLRGLPYTA |
RNAbindingproteind | rewa | ooBwes | - | + |  AVEARGLONTE ]
RRP15likeproten | RReis] Qovsee | - ] - |  QRIATRGWOLFFISVIRGMDGST ]
RuvBlker [ Rruvei] oqovees | - ] - | = ITDKLRGEINKV.IFASNRGNCVIRGTEDT ]
Serine hydroxymethyliransferase, mitochondrialprecursor | Glym | pPsager | - ] - |  TGEANRGWTGQE, KDRQCRGLELIA THKTLRGARSGL, DALLERGYSLYS |
Serine/threonine-protein phosphatase 2A catalytic subunit alphaisoform | PP2AB | pPe777s | - ] - |  GDYVDRGYYSVE RITILRGNHESR, SDPDDRGGWGIS, WGISPRGAGYTF, DPAPRRGEPHVT |
[Serine-threonine kinase receptor-associatedprotein | swmap] oovefa Y - | - | - 00000000 ]
[Small nuclear ribonucleoproteine | Ruxe | pPe2s04 | - | + |  MAYRGQGKV ]

Small nuclear ribonucleoprotein-associated protein N RSMN P63162 - GLVLLRGENLVS, GRAAGRGVPAGV, LAGPVRGVGGPS, MTPQGRGTVAAA, QYPPGRGTPPPP, GLPPARGTPIGM, PPPGI

- | - |
- |+ |
Splicing factor, arginine/serine-rich 1 - |+ |




Splicing factor, arginine/serine-rich 2 SFRS2 Q01130 YTKESRGFAFVR, SHHSRRGPPPRR
- | + |
- | + |
- | + |

[Squamous cell carcinoma antigen recognizedby T-cells3 [ sarTs ] o150 [ - ] + |  DSIMTRGNAKYA KKKKIRGPEKRGADEDD, PIFSNRGDFRGYCYVE, QTYGARGKGRTQ |
Structural maintenance of chromosomesprotein3 | smc3 | oougez | - ] - |  KEKEERGIARLA YAKQGRGSQFTS, DQVSHRGALTGG, QEELDRGYKSIM, SGESERGSGSQS |
[Succiny-CoA ligase [GDP-forming]beta-chain_____ [ sucea] Qoo Y - | - |  IAGGRGKGVN ]

T-complex protein L subunitalpha | tcPa ] pPizos7 | - ] - |  KYIDIRGQPRYPASILRGANDFM |
T-complex protein Lsubunitdelta [ Tcep | psooor | - ] - |  GAAGGRGKGAYQVTIWRGSNKLY |
T-complex protein L subunitgamma__________________ | TcPG | pPasses | - ] - |  DSCVIRGVMINKCTILLRGASKEl |
[Thyroid receptor-interacting protein1d [ TRea3 ] owsess Y - ] - |  VEVHORGSSTAK |
Transcriptional activatorprotein Purbeta | PurB | oQoeors | + | - |  DSGSERGGGGGP, FQPASRGGGEQE, LKENQRGRFLRI, RQTVNRGGGGFG KLYERRGGGSGG |
Triparite motif-containingprotein2s | TRiss | om2s8 [ - | - |  KASKRelsTRP |
(RNA (cytosine-5)-methyliransferase NSUN2________ [ Nsun2 ] oos2s | - ] + | MGRRSRGRRLQQ EGGGKRGEAGWE, LRIATRGAEQLA VLCGWRGKASR |
Tubulinalpha-4Achain [ 78aa] pesses [ - ] - |  ANNYARGHYTIGCCLLYRGDWPK |
Tufielin-interactingproteints [ Ttear ] oousso | - ] - |  GYVPGRGLGKNA ENMAQRGIGVAAVIYIDRGWFVQ |
U1 small nuclear ribonucleoproteinA [ sweea] pPosot2 Y - ] + |  RSLKMRGOAPVI |
U2 small nuclear ribonucleoproteing” | Ruzs | possze | - ] + |  KIMKMRGOAFVLUSKMRGTFADK |
U4/U6 small nuclear ribonucleoproteinPrp3 | PRpF3 ] oOa3s Y - | - | - 0000000000000 ]
UPF0027 proteinCa2orf28  Jcvoes] oovan | - ] - |  LRNACRGGGVGG, ARAKKRGLPQLG,HSGSRGLGHQV |
Zinc finger CCCH type antiviralprotein | zcca | orzawa [ - ] + |  CDHFTRGNCRFP YQSCPRGVVPFQ.VQOMKRGPDHQP |

Q6NZY4 + + NISTPRGIPDEW, TPPLPRGTPPPV

Zinc finger CCHC domain-containing protein 8

|tota|: 389 identified proteins, 216 nucleic acids-binding proteins, 87 identified proteins without RG-box motive |
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