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apoPDZ3-like detachment of F%-hairpin from B-hairpin un.foIFis and gets closer
B-sandwich core to binding groove
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Figure S1: The inter-domain conformational change in PDZ3 upon CRIPT binding. Left:
the initial structure of apoPDZ3. Center: the [-hairpin detachment (Akggio.vsee off) from
the B-sandwich core. Right: the unfolding of the 5;-5 hairpin that comes close to the peptide
binding groove. The f7-fs hairpin is colored in gray, while the other secondary structures
displayed in transparent silver. The three mechanical relay systems are also shown following
the coloring scheme in Fig. 4 and Fig. 6(b). The CRIPT peptide is colored in ice-blue. The
important Y397-S339 interaction persisting throughout the conformational change is shown
in black.
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1BE9 Rattus REPRRIVIHRGST--GLGFNIIGGEDGE GIFIS FILAGGPADLSGELRKGDOILSVNGVDLRNn. {EQAATALKNAGOTVTITAQYKPE- - - - - - - EYSRFEANSRV- - --------- NS-SG-RIVIN-------
EJY57327.1 VIOKGPS - -GLGFNIVGGEDGO - GIFVSYVLAGGAADLGGELKRGDOLLSVNGYSLAGASHEQAAEALKNAGGTVTLLAOYRPE - - - - - - - DYNRFEORIQELKQOOVV - - - - - - AGTGTLLRT SOKRTLYV
EAA06750.6 RVPZTIVIRKGAS--GLGFNIVGGEDGO GIFV! YVLAGGMDLGGELKRGDOLLSVNGISLA.‘-‘A {EDAAOALKNAGGTVTLVVOYRPE- - - - - - -DYNRFEORIQELKOAVA- - - - - - AGTGTLLRTTOKRTLYV
KFB42004.1 RLPRTIVIRKGAS - -GLGFNIVGGEDGO-G: YV YVLAGGAADLGGELKRGDOLLSVNGTSLTDASHEDAAQAI E QELKOAVA- - --- - TGTGTLLRTSOKRTLYV
SPP86780.1 REPRTITIOKGPO- -GLGFNIVGGEDGO-GIYVSFILAGGPADLGSELKRGDOLLSVNNANLTHATHEEAAQAI E OELKOOAALG-AG- - GSGTLLRTTOKRSLYV
AAB04949.1 GEPRKVVLHKGST - -GLGFNIVGGEDGE - G: FV F .AGGPADLSGELORGDOILSVNGIDLRGA HEQAAAALK HDLREQMMNH - SMSSGSG - SLRTNOKRSLYV
CRLO4553.1 REPRTIVIHKGNS - - GLGFNIVGGEDGOVGIYVSFILAGGPADAGGEL! GDOLINVNGVSLKNA {EEAGOA| RVHELKO -GSTGTLLRTSOKRSLYV
CAD5116542.1 REPRRIILKKONT--ELGFNIVGGEDGE-GIFISF .AGGCADL GELRRGDOLLSVNGRDL ATHEEAAAALKSS HDIRE -S----TG- KRTLYV
KAF6455646 . 1 REPRRIVIHRGST - - GLGFNIVGGEDGE - GIFISFILAGGPADLSGELRKGDOILSVNGVDLRNASHEQAATA HDLREOLMNS - SLGSGTA- SLRSNPKRGFYI
EDL12524.1 REPRR VIHRGST- -GLGFNIVGGEDGE - GIF LAGGPADLSGELRKGDOILSVNGVDLRNASHEQAATAI HDLR.OLMNS SLGSGTA- SLRSNPKRGFYI
28468.1 REPRTITIOKGPO- -GLGFNIVGGEDGO-GIYVSFILAGGPADLGSELKRGDOLLSVNNVNLTHATHEEAAQALI OEL -AG- -GSGTLLRTTOKRSLYV
VFV45094.1 REPRR VIHRGST - -GLGFNIVGGEDGE SFILAGGPADLSGELRKGDO! VDLRSASHE! LI K: HDLR'OLMNS SLGSGTA SLRSNPKRGFYI
AUG84417.1 REPRKILLKKGGS - - GLGFNIVGGEDGE SFILAGGAADLSGELHKGDOLLSVNGIDLRDATHE! LK SDLREOLMDK-S- - - - TG- SLRTTOKKSMYV
NXJ04390.1 REPRKVVLHRGST - - GLGFNIVGGEDG! < _AGGPADLSGELRKGDRIISVNGVDLKAA THEQAATAI HDLREOMMNS - SISSGSG- SLR SOKRSLYV
ALC49433.1 REPRTITIOKGPO- - GLGFNIVGGEDG! YVSFILAGGPADLGSELKRGDOLLSVNNVNLTHATHEEAAOA OELKOOAALS-AG- -GSGTLLRTTOKRSL!
NXH77209.1 GEPI LHKGST - - GLGFNIVGGEDG! FVSF .AGGPADLEGELORGDO LSVNGIDLRGATHEO! HDLREOMMNH - SMSSGSG - SLRTNOKRSL
NXF87964.1 RDPRKIILHKGST - - GLGFNIVGGEDGE - GIFVSFILAGGPADLSGELRRGDRILSVNGVNLRNATHEOAAAA HDLREOMMNS - SMSSGSG - SLRTSEKRSLYV
H40533.1 REPRRIVIHRGST - - GLGFNIVGGEDGE SFILAGGPADLSGELRKGDOILSVNGVDLRNASHEQAAIAL HDLREOLMNS - SLGSGTA- SLRSNPKRGFYI
AAC31653.1 REPRKVVLHRGST - -GLGFNIVAGEDGE LAGGPADLSGELRKGDRIISVNSVDLRAASHEQAAAALK| HDLREOMMNS -RVSSGSG- SPRTSOKRSLYV
H14807.1 REPRRIVIHRGST - -GLGFNIVGGEDG! LAGGPADLSGELRKGDOILSVNGVDLRNASHEQAATAI HDLREOLMNS - SLGSGTA-SLRSNPKRGFYI
CFW94235.1 REPRKVVLNKGTT - - GLGFNIVGGEDGE - GIFISFILAGGPADLSGELRRGDOILSVNGVDLRNATH! HDLREQMLNT-S- - - - TG- SLRTSOKRSLFV
AAN8B7264.1 REPRKVVLRRGST - - GLGFNIVGGEDG FISFILAGGPADLSGELRKGDRIISVNSVDLRAASHEQAAAALKI HDLREOMMNS - SVSSGSG - SLRTSOKRSL'
EDV99837.1 REPRTITIOKGPO- -GLGFNIVGGEDGO-GIYVSFILAGGPADLGSELKRGDOLLSVNNVNLTHATHEEAAQAL QELKQQAALS-AG- - GSGTLLRTTQKRSLYV
EDW29768.1 REPRTITIOKGPO- -GLGFNIVGGEDG YVSFILAGGPADLGSELKRGDOLLSVNNANLTHATHEEAAQA Bt --
50598.1 REPRKVVLHRGST - -GLGFNIVGGEDG FISFILAGGPADLSGELRKGDRIISVNSVDLRAASHEQAAAAI HDLREOMMNS - SISSGSG- SLRTSOKR‘ LYV
ABE01189.1 REPRTITIOKGPO- -GLGFNIVGGED YVSFILAGGPADLGSELKRGDOLLSVNNVNLTHATHEEAAQA TOELKOOAALG-AG- - GSGTLLRTTOKRSL'
AAB48562.1 GEPRKVVLHKGST - -GLGFNIVGGEDG FVSF. AGGPADLSGELORGDO LSVNGIDLRGASHEQAAAALKG: HDLREOMMNH - SMSSGSG- SLRTNOKR LYV
VFV19475.1 EPRKIILHKGST - - GLGFNIVGGEDG FVSFILAGGPADLSGELRRGDRILSVNGVNLRNATHEQAAAA HDLREOMMNS - SMSSGSG- SLRTSEKRSLYV
VFV45093.1 REPRRIVIHRGST - - GLGFNIVGGEDGE ISFILAGGPADLSGELRKGDOILSVNGVDLRSASHEQAATA KIHDLREOLMNS - SLGSGTA- SLRSNPKRGFYI
BAD90374.1 REPRKVVLHRGST - - GLGFNIVGGEDGE e .AGGPADL‘GELRKGDR ISVNSVDLRAA HEQAAAA| HDLREOMMNS - SVSSGSG- SLRTSOKRSLYV
AAB61453.1 REPRKIILHKGST - - GLGFNIVGGEDGE - GIFVSFILAGGPADLSGELRR! LSVNGVNLRNATHEQAAAALKRAGOSVTIV, HDLREOMMNS SMSSGSG- SL lbtK
0UC49337.1 RSPRRVTLNKGGAGGGLGFNIVGGEDGE YILPGGVADV! GLLHKGDOLLEVNGVDLRNATHEFAMA LKSGGOKI RPE EOLRNVMIDO-N--------- YV
AAD56173.1 REPRRIVIHRGST - - GLGFNIVGGEDGE SFILAGGPADLSGELRKGDOILSVNGVDLRNASHEQAATALKNAGOTVTIIAQYKPE- - - - - - - EYSRFEAK! HDLREOLMNS- LGSGTA- SLRSNPKRGFYI
BAD92773.1 REPRKVVLHRGST - - GLGFNIVGGEDGE LAGGPADL! GELRKGDRIISVNSVDLRAASHE JAAAALKNAGOAVTIVAQYRPE- - - - - - - EYSRFEAKIHDLREOMMNS - STSSGSG- SLRTSQKRSLYV
AW097404.1 REPRRVCVORGST - - GLGFNIVGGEDGE SFILAGGPADLSGELRKGDOILSVNGVDLRYATHEQAAAALKNAGOTVTIVAQYRPE- - - - - - - EYSRFEAKIHDLREOMMNS-S- - - -SG- SLRTN- -RSFYI
ACV53090.1 REPRTITIOKGPO- -GLGFNIVGGEDG YVSFILAGGPADLGSELKRGDOLLSVNNVNLTHATHEEAAOALKTSGGVVTLLAQYRPE- - - - - - - EYNRFEARIOELKOOAALG- AG--GSG LRTTOKRSLYV
063622.1 GEPRKVVLHKGST - - GLGFNIVGGEDGE - GIFVSF: .AGGPADLSGELORGDOILSVNGIDLRGASHE JAAAALKGAGOTVTIIAQYOPE- - - - - - - DYARFEAK HDLREOMMNH SMSSGSG-SLRTNOKRSL!
AAV68499.1 EPRKIVLHRGTT - - GLGFNIVGGEDGE SFILAGGPADLCGELRKGDRIVSVNGVDLRSATHE! AAAALKNAGOTVTIIAOYRPE ------- EYSRFEAKIHDLREOMMNS - STSSGSG- SLRTSOKRTLYV
CAA47103.1 REPRRIVIHRGST - - GLGFNIVGGEDG! 1.AGGPADLSGF-RKGDOILSVNGVDLRNASHE LKNAGOTVTIIAQYKPE------- EYSRFEAKIHDLREOLMNS - SLGSGTA- SLRSNPKRGFYI
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AA33404 1 REPRKVVLHRGST - -GLGFNIVGGEDG F EYSRFEAKIHDLREOMMNS-SISSGSG-SLRTSOKRSLYV
TFK14261.1 GEPRKVILHKGST - - GLGFNIVGGEDG F LAGGPADL! GELGRGDOLLSVNGIDLRGA'I'\HE LKGAGOIVTIVAQYO - RFEAKIHDLRI TNOKRSLYV
TFK00941.1 REPRKVVLHRGST - -GLGFNIVGGEDG F LAGGPADLSGELRKGDRIISVNGVDLKAATHEQAAAAI "“"' KNAGQAVTIVAQYRPE ------- EYSRFEAKIHDLREQMMNS SISSGSG SLRTSQKRSLYV
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Figure S2: Multiple sequence alignment for the PDZ3 sequences containing the CT-extension
a3. The prominent rigidity modes that contain residues involved in the mechanical com-
munication with a3, i.e., inter-domain allostery, are highlighted to illustrate their very high
levels of conservation. The asterisk label at bottom indicates the fully conserved residues in
the MSA.



