Figure S1 Multiple sequence alignment of PAZ domains.

80 al | _B1 | IEI
oeeee 0o e eeeo e 8 ec0 o O_ 000000
10 20 30 20 X Oy ""' "0
Dm_Ago2_Q9VUQ5 SMPMIE¥LERFSLKAKIN-NT---TNL-BYSRRFLEPFLRG--INVVETPPQSFQE--APR RVNGL RAPASSE FEHD ———————— GKKVEIASYFHS
Dm_AGO1_Q9V6V6 AQPVIDFMCEVLDIRDINEQR---KP SQRVKFTKEIKG--LKIEITHCGQMR----- RK¥YRVCNVEIRRPAQMQ FPLQLENG.———TVEC AKYFLD
At_AGO1_004379 ANPVIQFVCDLLNRDISS------ RP DRVKIKKALRG- - VKVEVTHRGNMR- - - - - RK¥RISGL VAIREL FPVDER------ NTQK;
Hs_IF2C1_Q9UL18 AQPVIEFMCEVLDIRNIDEQP---KP SQRVRFTKEIKG- - LKVEVTHCGQMK----- RKY¥RVC RRPASHQEFPLQLESEG@- - -TVEC
Sp_IF2C_074957 NDSLLQILME¥TDCSNV------- RDLIRFDLKRLSRKFRF - -LKVTC GIDLANRVYSIEGFSSKSASDSFFVRRLNG- - - -EEQKI
Ce_RDE-1_Q9XU82 KMSLL LLLIVDPQSCN.DV[H]MTIRQAARPRIRQLLENLKLKCAEVW MSR LIERHLTFLDLCEE LVYRVTGKSDRGRNAKKYDTELFKIYE
At_ZzZwille Q9XGW1 KPLSBSDRVKIKKGLRE--VKVEVTHRANVR- - - - - RKi RVAGLITQP RELMFPVDEN------ CTMK
Dm_PIWI_Q9VKM1 TETI¥DIMRRCSHNP------------- ARHQDEVRVNVLD——LIVL ———————— RTYRINDVDFGOTPKSEFSCK-------- @RDI LT
Dm_STING_076922 TETLYNILSDAIRDS-------====-= lDYQSTFKRAVMG——MVIL ———————— KT RIDDVDFQS PLCKFKTND-------- GEI KK
Hs_DICER_Q9UPY3 DFKFMEDIEKSEARIGIPST------ KYTKETPFVFKLEDY] VIIP FDQ----PHRFYVADVYTDLETPLSKFPS--------- PEYE KT
Dm_DICER _Q9VCU9 DWQFLELIQANGNTMPRAVP------ DEERQAQPFDPQR-F QDQ————P.YFYVAEICPHL PLSCFPGD--------- NYREFKHYYLV
At_CAF_Q9SP32 LLPVRDAFEKEVEEDLSKGK------ LMMADGCMVAEDLIG——KIVT ———————— KRFYVDSICYD AETSFPRKEGYLG--PLEY! KQ
BS i6 3m B7
ocee e eee0 00000
l L] 1]
110 120 130 140
Dm_Ago2_Q9VUQ5 R PLKFPQLICLNVGSSI —————————————————————————————————— LCSIEE LNRKDGATQVANMIRYAATS
Dm_AGO1l_Q9V6V6 RMK; PHLPCLQVGQEH —————————————————————————————————— CNIVAGORCIKKLTDMQTSTMIKATARS
At_AGO1_004379 GFRI QLPCLQVGNSN- - - = === —mm—————— oo~ CKIVEGQRYSKRLNE. LLKVTCQR
Hs_IF2C1_Q9UL18 LOL PHLPCLQVGQEQ —————————————————————————————————— CNIVAGQORCIKKLTDNQTSTMIKATARS
Sp_IF2C_074957 RLQY¥PNLPCILVKNG- - - - = === == = o oo m e e e e e e e m oo FCFVVKGQRYTAKLNSDQTANMIRFAVQR
Ce_RDE-1_Q9XU82 N-KKFIEFPHLPLVKVKSGA--———-----————————————~—~—~—~—~—~———~———— LEVHEKPQRYKNRIDLVMQDKFLKRATR
At_Zwille Q9XGW1l GFTI HLPCLQVGNQK —————————————————————————————————— 14 CKIVEGORYERRLNEKQIFALLRVTCQR
Dm_PIWI_Q9VKM1 IRIR NQPLLISKNR —————————————————————————— LCRVIGLNAEMRSNFQLMRAMSSYTRMNP
Dm_STING_076922 IIIRDLKQPLVMSRPT-------——=————————————————— LA TDAMRADFRTLRAMSEHIRLNP

LCATHPIPASLWRKAVCLPEIL¥RLHCLL
LCTVHPFPASLWRTAVCLPCIL¥RINGLL
LCVVHPLSGSLIRGAQRLPEIMRRVESML

Dm_DICER_Q9VCU9 GLTIQNTESQPLLDVDHTSAR P REKGVALP)

Hs_DICER_Q9UPY3 LDLTNLNQPLLDVDHTSSR. Li QKGKALPN
FL
At_CAF_Q9SP32 GVDLNCKQQPLIKGRGVS.C LSPRFEQS-----------

Accession numbers are indicated on the left. Abbreviations are: Dm Drososphila melanogaster, At
Arabidopsis thaliana, Hs Homo sapiens, Sp Schizosaccharomyces pombe. Residue numbers,
secondary structure, protein-RNA contacts (open/filled red squares for medium/strong chemical shift
perturbation, see Fig. 2c,d), and solvent-protected amide protons (open/filled circles for medium/slow
H/D exchange in NMR measurements) and mutations (blue “X”) are shown on top. Partial, high or
complete residue conservations are shown below the alignment with ".", ":" and "*" and residues are
color-coded according to CLUSTALX (Jeanmougin, F., Thompson, J. D., Gouy, M., Higgins, D. G. &
Gibson, T. J. Trends Biochem. Sci. 1998, 23, 403-5).

Note, that residues 120-143, following the last strand (37) are unstructured even in protein constructs
extended N- and C-terminally, and a PAZ domain comprising residues 1-123 is structurally intact
(data not shown).
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