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A Concept of the Lead Retrieval
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Flow Chart of the Lead Retrieval System
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LEADS System for the Lead Retrieval
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Antibacterial Agents

{-Pyridone-3-carboxylic acid

. .H.Narita, Y. Konishi, J.Nitta, H Nagaki, I.Kitayama
-~ Y. Watanabe, and I. Szaikawa, YAKUGAKU ZASSHI,
106, 775 (1986)




Used Compounds

Total 1 08 Compounds were Used for the
Pattern Recognition Study

S 6 Active Compounds

5 2 Not Active Compounds-

Antibacterial Activity

0 Staphylococcus aureus FDA 209P
MIC . «g/ml

0. 5 > Active compounds
0. 5 < Not active compounds




Used Descriptors

63 Descriptors were Generzted by ADAPT

et
1N

. Various Featur%.SeLection.Methods;

were

used to Select Descriptors

Descriptors were Finally Selected

> = OWo 1M UTH. O —

Pt pd frnd pod i

FRAG
FRAG
FRAG
ALLP
ALLP
MOLC
MOLC

BOMX
EDMX
LUMO
FVMX
SNMN

STRA

STRA

Number of Nitrogen Atoms
Number of Aromatic Bonds
Number of Ring Atoms .
Total Number-of Paths (0~5)
Total Number of Paths (20~46)
Path—-4 Molécular Connectivity
Path—Cluster—4

: Molecular Connectivity

‘Maximum Bond Order

Maximum Electron Density
Lowest Unoccupied M O.
Maximum Free Valence Value
Minimum Nucleophilic
Superdelocalizability
Bond Strain Energy ‘
Tortional Strain Energy




Results of Pattern Recognition Methods

Methods Active . Not Active Total
L. L. M. 100. 0 130. C 100. 0
SIMPLEX 94. 2 '92. 0 93. 1
TILSQ 100. 0 100. 0 100. 0
BAQ 100. 0 82. 0 91. 2
BAL 94. 2 - 92. 0 93. 1
KNN
i, K=1 80. 8 T 780. 0 80. 4
k=3 T 86. 5 18 0 g2 4

* 6 Compounds were Removed from the
Initial ( 108 Compounds ) Data Set

Active Class=50(2 Compounds were Removed )
Not Active Class=52 (4 Compounds were Removed )
Total=102 Compounds
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Test Results by the Lead Retrieval System

B Compounds XN

8§ 2 0 OCompounds.from the ALDRICH DATA.BASE . .....

O Selected at Random
=] Discriminant Function =

0 Generated by the Linear _
Learning Mach{pe in ADAPT

Y= 0. 164W, —0. 052W. —0. 518Ws +0. 193W, +0. 166Ws
0. 245W5 —‘0'. 40’7\”7 +0. 506‘”3 '—0. 144‘”9 _0. 098‘”10
0, 112Wi—0. 07 TWiz=0. 081Wis—0. 315W,a+0. 019Wu.,

H 2 O Compounds were Finally Selected as
the New Lead Compounds (Antibacterial Agents)

0 Discriminant Values of the

T New Lead Compounds
000 = Discriminant Value 2-2000 16 Compounds
000 = Discriminant Value 4 Compounds

—-100
=200




( o | (

VRS 13705-7 754 BIS-(TRIPHEMYLTIN) 67 13118-0 918 11478-2 PT? L2VE6-S
. \\\f/
P - - - - i !
\\ J, AN ST ﬁa . w m\\\/.. - . .
f ) - ! 4 (" ol
v n_w 4 am..l)m ;D Lol P
.. vA. _ h - X ...A. " ! et N \/| I‘\\
RN f \\l J’. \\-\.); m m\m—l N \\V\u S ’ ﬂ\
! ,N.\l\.... " \v ¢ ' ' + “ z“\ W /4 TR N
) -... ..s (SR Moo m I-)’ FI A ¢ iJ» “x ." .. ...
- Pl A\ \v - ﬁt ) _i‘\v '.Jc\.\
o e

T3 132134 e 10143-5 741 DEOXYCHOLIC ACID, ¢ 901 mﬁﬁ.‘.__u_.)m.mmmo_: GREENH. Q&3 DEM) LRO ISR CRISTER

| 4 ﬂxr -
" Wﬁ\w\u\ra \.»i,\r% . ; »;J
AW . ER ..,“.5 ,.x\ o /e

W57 ZEETA-HIDROXY=15-ME 5 BROMOTHYMOL BLUE, N 2 ETHYL 4-C I-DDDIOI« P 902 EROMICFESOL SRERN, van T.u.\_@lam

. . '
4 .J‘\ Y -.\ .IJ\\ . ﬂm\. § [ Ey
] ey - ST | K *
T W | Lo B SN lw,a.a P I A R Wy
...w p'l. =N ../—\0‘_ s Ry /\\\ - \\.lcl/ ww(\pvl\~ P L. N = .\“ffl.ﬂ.\ =~ . e T t ‘.. ;..-
T TN __ [ g = WS e SR R
A gl . . , L S, s o
A e d N
“ -.—"I‘ ,-»" . - r \\' ™ : . - —
- ! : A ] s H [
) : [ -
~ S~ P ] \ W& /]
2
YT 2RIV FE 104187 GY 12755-8 i . @ CEFQT TR I o RERE
EN - . .
.—... .
) i
s L o~
' t. i - . 4 " . B
(o L L . .
a - NP N PS. oM ; i
J— .|I /.;k» “fags’ - f \ \.....J H ' : ”v ~s. o .%., L8 CL .:i / » ....r... vf._
. St L R 7 (4 . LU L. b) e Yot .
W J ' w .\\ IJ _‘... 4 | - 15 4 N o, \~
I EAN .
! \ T ! 1" ! : -
[N A o
-~ - - -

//




