Modele de calcul si baze de date ale activitatilor biologice ale fenotiazinelor si fotoprodusilor identificati ai

flufenazinei

Structurile chimice ale derivatilor de fenotiazina si ale fotoprodusilor identificati din literatura ai flufenazinei *

compus

SMILES

Structura chimica 3D optimizata

clorpromazina (CPZ)

CN(C)CCCN1C2=CC=CC=C2SC3=C1C=C(C=C3)Cl

ciamemazina (CYA)

CC(CN1C2=CC=CC=C2SC3=C1C=C(C=C3)C#N)CN(C)C




flufenazina (FLU)

C1CN(CCN1CCCN2C3=CC=CC=C3SC4=C2C=C(C=C4)C(F)(F)F)C
co

mequitazina (MEQ)

C1CN2CCC1C(C2)CN3C4=CC=CC=C4SC5=CC=CC=C53




levomepromazina CC(CN1C2=CC=CC=C2SC3=C1C=C(C=C3)0C)CN(C)C
(LEV)

proclorperazing CN1CCN(CC1)CCCN2C3=CC=CC=C3SC4=C2C=C(C=C4)CI
(PCPZ)




tioridazina (TZ)

CN1CCCCCICCN2C3=CC=CC=C3SC4=C2C=C(C=C4)SC

trifluoperazina
(TFPZ)

CN1CCN(CC1)CCCN2C3=CC=CC=C3SC4=C2C=C(C=C4)C(F)(F)F




Fotoprodus

SMILES

Structura chimica 3D optimizata
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F2

S1c2c¢c(N(c3clcecec3)CCCIN+]1(O)CCN(CC1)CCO)cc(cc2)C(F)(F)F




Cele mai mici energi de legare prezise utilizdnd andocarea moleculara pentru derivatii de fenotiazina si fotoprodusii identificati ai
FLU, F1 si F2 in interactie cu tintele terapeutice evaluate.

tinta PDB CPz CYA FLU F1 F2 MEQ LEV PCPZzZ TZ TFZ
(kcal/mal) | (kcal/mol) | (kcal/moal) | (kcal/mol) | (kcal/mol) | (kcal/moal) | (kcal/mol) | (kcal/mol) | (kcal/mol) | (kcal/mol)

REa 3ERT -9.26 -10.23 -12.24 -12.24 12.34 -10.62 -9.95 -10.51 -10.59 -10.97
RA 1E3G -10.37 -11.17 -13.60 -14.13 -13.29 -10.54 -10.57 -12.37 -11.63 -12.63
Tl S5GWK | -7.00 -8.07 -8.56 -9.37 -8.21 -7.65 -7.35 -8.34 -7.98 -8.50
RP 40AR -8.78 -9.75 -11.51 -11.83 -11.32 -9.01 -10.07 -10.30 -9.79 -10.60
CDK2 2FVD -8.44 -8.98 -10.23 -11.02 -10.60 -9.08 -9.59 -9.59 -9.25 -9.95
EGFR 3W2Ss -8.50 -8.78 -11.19 -11.61 -10.86 -9.08 -8.88 -9.77 -9.22 -10.13
HER-2 3PPO -8.97 -9.36 -11.56 -13.53 -12.16 -10.25 -10.10 -11.66 -10.44 -11.74
PI3K 1E8Z -8.85 -8.99 -11.29 -11.91 -11.29 -9.42 -9.00 -10.95 -10.13 -11.27
p38a 1YQJ -9.22 -9.81 -11.73 -12.28 -12.38 -9.60 -9.36 -10.77 -10.51 -11.28
BCL-2 600k -8.13 -8.66 -10.04 -10.60 -10.31 -9.02 -8.26 -8.99 -8.93 -9.37

Tintele terapeutice:

receptorul de estrogen alpha uman =REa

receptorul androgen =RA

topoisomeraza Il = Tl

receptorul de progesterone =RP

receptorul al factorului de crestere epidermal =EGFR

phosphoinositide 3-kinase =PI
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