A

pvHL_cattle
pWHL_rmiouse
pvHL_Frog
SOCSE_dog

S0C5Z_mouse
SOCSZ_chicken -
2054 _mouse

SOC54_frog

S0C55_mouse
SCZ55_human
SOZ56_Pongo

SOCSE_fish
S0C59_fish

B

kpz _human

kpz _rnouse

b7 _human
“bw?_Drosophila
eta_TriZP1_human
eba_TrCP_mouse
eta_TriZP_frog
“drc4_weast
“dc4_frog
“bxoll_mouse
bl12_hurnan
~bl12_mouse
“bwl1_human
bwll_mouse
b1 _mouse

b2 _human
~bixdd_fish
[IR1_cress
[IR.1_cotkon

kpz_human
kp2_mouse

b ?_human
b7 _Drosophila
eta_TrCP1_human
eta_TrCP_mouse
eta_TriCP_frog
“dcd_yeast
“dcd_frog
bxoll_mouse
~bl12_human
bl12_mouse
b1 _human
“bwll_mouse
b5l _rouse

b2 _human
“bidd_Fish
[IR1_cress

linker

VHL-box or SOCS-box

-FANI TIKERCLOQYMRSLYKPEDYRRBD Y ED HP M- - - -
-FANI TIMEERCLOQY®RSLYKPENYRRBD Y ED ¥lPs--- -
SLYNI SIMEERCLOYMRSLYKPEDYREBE Y ED RIPD - - - -

SN T PIGHLCRLTENECTG- - TIwWGEP KDY YKF - - - -
ST TIMGHFCRLATNECTG- - TIwGEP KDY YKF - - - -
GRRD SMGHLCRLRINRCTT - -EVEREP GDY YPF--- -
TPLIR s@HI crRTYyTcNCTTYBla1oal@r KLY v|H v [lls
SPLMNR TG HI CRAATCTSTHNYDBGIDABP KLY ¥|H Y S
ISLNR sGY IcrRAYICRCTTYBGIDGEP QDF Y|H ¥ B0
ISLNR sBQy ICcrRAavICRCTTYBSIDGEP QDF Y|H ¥ o
TPLIR[TFPF-SIB@HICRTYICNCTTYBSIDARP KLY ¥|H v S
-HRRE[GFP--S|BQHLARLTINKEQTN- - cPDQEP LDF YPF--- -
MPIHRISOPF -nIB@HICRGay IS ScTTyBarnyBe K K H sk o1: |
F-box linker
CL-PELLKEWYSG-VYMCKER - -5SESL ——Q—TI ——————— D----- LT-
PY-FEDRIRISR-YCHR VY -DDRWLM- -2-50------- L----- LA-
EP-EDLLBAAD-TCRY O -EDMNULWE- REK C-- - - - EEEGIDEP-LH-
—————————— EP-EDLLRAAQ-TCRS C-DDNYLM-KEKC-----RKAQILAEPRSD
DA-ESLCARE -LIYCKE T-SDaMLM- -KK-LITERMYRTDSLWRGL - A
DAa-RSLCAAE-EVYCKE I -SEGMLE- - KK - IERMYRTODSLWRGL - A
- - - DA-RSLCSAE-EVYCKEE T-S5DGMLEE- - KE - IERMYRTDSLWRGL - A
QF -EDIINSLG-¥3OMN I.KSTSL -KELLISEMNFYSPEGFMNS-LMN-
ALY DP-EDLLBAAD-TLCRY O -EDMNULWE- REK C-- - - - REDGIDEP -LH-
WLE LE-QDLCRAAC-VWCER &6 -NDPILWE-ERLYM- -E------------ -
LLE FEODRIRISR-VYCHR V -DDRWLM- RHYDLET - - - ---->--=------
LLE RDRIRISRE-YCHR V-DDRW LW - RHY DT - - - -=- === === =----
AEM RSLCAapnE-EVYCKEE I -SEGML@-KKLI --ERMYRTDPLWEKEGL -5
LEM ESLCAARE-LVYCKE I -SEGMLM-KKLI--ERMYRTDPLWEGL -5
LLR TELWQACRILYCLR v-DGaAL ----LI--K --------- C -0
LLR AELVOQACRIEYCLR V-DGAPR|LEN- - --L18- -K--------- C-0Q0Q
WEE QRQYVVOQYCRIEYCPE V-DSSAHHMEKER - - - - - - - - = = = = - - - C-RER
LEH EDRMSYS -IEVWCKES EBN- - - - CRRKVIIGNC ——————— Ya-Vs5
LEH FDRMAYNS -MY CkKS ERl- - - - ®CRREVEVGNC- - - - - - - YA -V5
linker

GKH------B---------- HPDY -T--- - - GRL-L5---0G%¥--1--AFRCPRSAMDOPLAE--- -

GKN------®---------- HPDY -T--- - - VRL-LS---RG¥--V¥--AFRCPRSAMEQPLGE - - - -

1k-f---rREMIK--PGFIM-SP----WKSAYIR--QHR--ID-T----NMRRGE-JK-SPEYLEG- -

FPKREBIRDGN-M- - -PP-1-A5P----WKAAYMR---QH--TIT1-E-M--NWRSRPYHK--PEYLEGH

ErR- oY MFENKPPDGRMAPPHNSF-YRALYPEIIQDIETIE-S----NWRCGRHYL-QRIHCRS - -

F R - GOYLFENMKPPDENAPPMNSF-YRALYPRKIIQDIETIE- S - --MNWRCGRHYL-QRIHCRSET

E R - GOYLEFENKPPDGETPPHNSF-YRALYPRKIIQDIETIE-S----NWRCGRHIL-QRIHCRSET

LK------- SQ-K------ YPKL-5QQ---DRLRLSFLEMNIF--TLENW-YNPERYPOQRTTLRG- -

IK—.———RK LK——PGFTI—SP————WKSAFIR——QHR——ID—T————N RRGD-UJK-SPENYLEG- -

--------- FEYTRPMMHAPEP- GKFYQIMNPEE----------YEHPNPWKESFQQLYKGA----- -

--------- --%¥T-=--M--KEPEY-MW-----HL-LRR----=-=--=----§MASRLHSLRERMGGY - - - -

--------- --Y¥T---M--RPEVY-MW-----HL-LRR-----------8MMASRLYSLRMGGY - - - -

ER-leDQV FEMRPTDG--PPHNSF-YRSLYPEIIQDIETIE-S----NWRCGRHNL-QRIQCRSEN

F R - DOYLEFEMRPTDG- -PPMNSF-YRSLYPRKIIQDIETIE-S----N@WRCGRHNL-QRIQCRSERMN

ESs-------/Bf---------- YWPEG-SADEE--RD-HW---00F-%----FLSKR--4--RRMLL----

FG-------#§#---------- VPEG-GVYEEE--RD-HW---0QF-%---- LSKR-4--RRMLL----

EGI. ————————————————— P--CDASRPP-KDW--- - - COBl- Y - - - - ITKK-4--RRML---- -

- - - - - - ATIIRR ------- FPKYVRSVYELKE -GEP-HF---ADFMLYPDGW- - GG-%Y-YPWI-----
------ E M IRER - ------FPFFRESIFEIEK-GEP-HF---480FMINEPDG - - i - W-FPWIAE- - -

[IR1_catkon

Figure S6. Sequence alignment of (A) VHL-box, SOCS-box and (B) F-box proteins.



