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Figure 1. Interaction energy variables that enter the PLS analysis leading to the
COMBINE model for the whole set of AChE inhibitors studied. Each diamond
represents a value from the energy matrix. On the horizontal axis, the variables are
ordered sequentially and correspond to van der Waals (top) and electrostatic (bottom)

interactions between the ligands and the protein residues.
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CLUSTAL FORMAT for T-COFFEE Version_1.41,

SCORE=69, Nseg=3, Len=614

http://igs-server.cnrs-mrs.fr/~cnotred/Projects_home_page/t_coffee_home_page.html

sp|P04058 |ACES_TORCA
sp|P23795|ACES_BOVIN
sp|P22303 |ACES_HUMAN

sp|P04058 | ACES_TORCA
sp|P23795 | ACES_BOVIN
sp|P22303 | ACES_HUMAN

sp|P04058 | ACES_TORCA
sp|P23795 | ACES_BOVIN
sp|P22303 | ACES_HUMAN

sp|P04058 | ACES_TORCA
sp|P23795 | ACES_BOVIN
sp|P22303 | ACES_HUMAN

sp|P04058 |ACES_TORCA
sp|P23795|ACES_BOVIN
sp|P22303 |ACES_HUMAN

sp|P04058 |ACES_TORCA
sp|P23795|ACES_BOVIN
sp|P22303 |ACES_HUMAN

sp|P04058 | ACES_TORCA
sp|P23795 | ACES_BOVIN
sp|P22303 | ACES_HUMAN

sp|P04058 |ACES_TORCA
sp|P23795|ACES_BOVIN
sp|P22303 |ACES_HUMAN

sp|P04058 | ACES_TORCA
sp|P23795 | ACES_BOVIN
sp|P22303 | ACES_HUMAN

sp|P04058 | ACES_TORCA
sp|P23795 | ACES_BOVIN
sp|P22303 | ACES_HUMAN

sp|P04058 | ACES_TORCA
sp|P23795 | ACES_BOVIN
sp|P22303 | ACES_HUMAN

777777777 MNLLVTSSLGVLLHLV---VLCQADDHSELLVNTKSGKVMGTRVPVLSSHI
—MRPPWCPLHTPSLTPPLLLLLFLIGGGAEAEGPEDPELLVMVRGGRLRGLRLMAPRGPV
MRPPQCLLHTPSLASPLLLLLLWLLGGGVGAEGREDAELLVTVRGGRLRGIRLKTPGGPV

kg Kk K LRk ok ok sk K k.

SAFLGIPFAEPPVGNMRFRRPEPKKPWSGVWNASTYPNNCQQYVDEQFPGFSGSEMWNPN
SAFLGIPFAEPPVGPRRFLPPEPKRPWPGVLNATAFQSVCYQYVDTLYPGFEGTEMWNPN
SAFLGIPFAEPPMGPRRFLPPEPKQPWSGVVDATTFQSVCYQYVDTLYPGFEGTEMWNPN

kokkkkkkkkkkk ok ** kokkkokk kK ook * kK k Kk sk kok ko okokokokokok

REMSEDCLYLNIWVPSPRPKSTT-VMVWIYGGGFYSGSSTLDVYNGKYLAYTEEVVLVSL
RELSEDCLYLNVWTPYPRPSSPTPVLVWIYGGGFYSGASSLDVYDGRFLTQAEGTVLVSM
RELSEDCLYLNVWTPYPRPTSPTPVLVWIYGGGFYSGASSLDVYDGRFLVQAERTVLVSM

Kk ekkhkhkhhkhk ek Kk hhk Kk Kk hokhhkhkhkhhhkhkhh ok o hhhk o ko ok .k Kk KK .

SYRVGAFGFLALHGSQEAPGNVGLLDQRMALOWVHDNIQFFGGDPKTVTIFGESAGGASV
NYRVGAFGFLALPGSREAPGNVGLLDQRLALOWVQENVAAFGGDPTSVTLEGESAGAASV
NYRVGAFGFLALPGSREAPGNVGLLDQRLALOWVQENVAAFGGDPTSVTLEGESAGAASV

KA KKk khkkhkhkhk hok e hkhhkhkAkAkhkhhk e hkkhk o o ko KA KKk ekkekhhkhkhkk KKKk

GMHILSPGSRDLFRRAILQOSGSPNCPWASVSVAEGRRRAVELGRNLNC-—---NLNSDEEL
GMHLLSPPSRGLFHRAVLQOSGAPNGPWATVGVGEARRRATLLARLVGCPPGGAGGNDTEL
GMHLLSPPSRGLFHRAVLQSGAPNGPWATVGMGEARRRATQLAHLVGCPPGGTGGNDTEL

kkkgkkk kk kkgkkgkkkkakk kkkgk o ok Kkkx ok LR kK

IHCLREKKPQELIDVEWNVLPFDSIFRFSFVPVIDGEFFPTSLESMLNSGNFKKTQILLG
VACLRARPAQDLVDHEWRVLPQESVFRFSFVPVVDGDFLSDTPEALINAGDFHGLQVLVG
VACLRTRPAQVLVNHEWHVLPQESVFREFSFVPVVDGDFLSDTPEALINAGDFHGLQVLVG

* Kk k K Kkes Kkk _Khkhkk ke kKKK KAKAKK o hKk ok e ke s ke koK. K.k ek

VNKDEGSFFLLYGAPGFSKDSESKISREDFMSGVKLSVPHANDLGLDAVTLQYTDWMDDN
VVKDEGSYFLVYGAPGF SKDNESLISRAQFLAGVRVGVPQASDLAAEAVVLHYTDWLHPE
VVKDEGSYFLVYGAPGF SKDNESLISRAEFLAGVRVGVPQVSDLAAEAVVLHYTDWLHPE

K Kk kkkoekk ok hkhkAKAAKAKAK KKk Khkhkk oKkeohkkes KKk ** ckk ke kKKK

NGIKNRDGLDDIVGDHNVICPLMHFVNKYTKFGNGTYLYFFNHRASNLVWPEWMGVIHGY
DPARLREALSDVVGDHNVVCPVAQLAGRLAAQGARVYAYIFEHRASTLSWPLWMGVPHGY
DPARLREALSDVVGDHNVVCPVAQLAGRLAAQGARVYAYVFEHRASTLSWPLWMGVPHGY

ko ok kekkkkkkgkke o . * K Kk kekkkok ok kk kkkk Kk Kk

EIEFVFGLPLVKELNYTAEEEALSRRIMHYWATFAKTGNPNEPHSQES-KWPLFTTKEQK
EIEFIFGLPLEPSLNYTIEERTFAQRLMRYWANFARTGDPNDPRDPKAPQWPPYTAGAQQ
EIEFIFGIPLDPSRNYTAEEKIFAQRLMRYWANFARTGDPNEPRDPKAPQWPPYTAGAQQ

KAk KK o kK o KK * kK Kk cekekekhkhk KKk ekkohkko ko ce ekKk ek * .

FIDLNTEPMKVHQRLRVQMCVEWNQFLPKLLNATACDGELSSSGTSSSKGIIFYVLFSIL
YVSLNLRPLEVRRGLRAQACAFWNRFLPKLLSATDTLDEAERQWKAEFHRWS SYMVHWKN
YVSLDLRPLEVRRGLRAQACAFWNRFLPKLLSATDTLDEAERQWKAEFHRWSSYMVHWKN

* . hagke s Kk Kk ok kkkgokkkkokk koK * . * ..

QFDHYSKQDRCSDL
QFDHYSKQDRCSDL

Figure 2. Sequence alignment of Torpedo californica (ACES_TORCA), bovine

(ACES_BOVIN), and human (ACES_HUMAN) AChE enzymes, as performed by T-Coffee

(Notredame, C.; Higgins, D.; Heringa, J. T-Coffee: A novel method for multiple

sequence alignments. J. Mol. Biol. 2000, 302, 205-217). Phe330 (bold type) in Torpedo

californica (blue) is replaced in the mammalian enzyme by a Tyr (red).
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