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o BAS (basic active structure) 31 H & D #34t
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BHEMBERT —IN—APOERILEYW1417E

GOT Increase Normal Decrease
Male Rat 9 128 4
Female Rat 4 128 9
GPT Increase Normal Decrease
Male Rat 23 114 4
Female Rat 24 113 4
HHENES Increase Normal Decrease
Male Rat 72 68 1
Female Rat 84 57 0
FERE M-36R— [EHE £ 9/35
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73 *ﬁ = h Compounds and activities
ﬁq: 0) JIL (SDF fromat)
‘uv 141 compounds

Extraction and selection of

List of BASs linear fragments (i)
H U
7 Compound |RBC|HGB| HCT | frag-1 | frag-2 | ... | frag-158
' : : 1 nor | nor | nor Y Y N
O RO - 2 dec | dec | dec N Y N
T 1 (iv) Rule generation by Ny
% Set a BAS candidate cascade model (i1)
and refinement (iii) -y .

ﬂ Refinement of a
i Rules

seed structure in a rule T e

Rule map S e e
By SOM G s L e

3upport|ng structures chart e .
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co 60 40 —
acid: BRIZ
OH: y Me | 50
COO| 60
acid | 60 b s
BSS IF [CO: y] added on [OH: y]
co |9.60 Cases: 100 = 60
Me |0.00 THEN
COO |6.67 [acid: y] 60% = 90%, BSS = 5.40
acid |5.40 [COO: y] 60% > 93%, BSS = 6.67
y n
JL—ILBRRE
CO | 60 | O fh0%ARS

Between_

Groups sum of
squares

OH: y, CO y Me | 30 | 30

COO| 56 | 4

acid | 54 6

EXRE M-38R—2 MR % 13/35

HESYRDGOTTEELRLNL—IL

Rule 1; Cases: 60 -> 3 MLIUHEETIEEY ]
7

IF [C4H-c3: y]
added on [C4H-c3::c3H:c3: n] [N3H-c3::¢c3:c3H: n] [O1: n] [c3H:c3:c3H:c3H: n]
Then GOT_FR: 0.93 0.00 0.07 ==> 0.00 0.00 1.00 ( none inc dec)
then LIVER_Wt_FR: 0.55 0.45 ==> 1.00 0.00 (inc none)
then C4H-c3:c3: 0.050.95 ==> 1.00 0.00 (yn)
AT TIEATHRE LA OO EERRE ! i ES
/ BROATLEFE-THEEEZRSE h
orthofizl ? LM
OH OH Me
t-Bu t-Bu NH
SRS e
Me Me Me
# 34 (dec) #36 (dec) #1 18 (dec)

CORIZLTIEZEABASIEHZRELTLK
COBIFCOTEL THHYBASEL TR ERA.
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Supporting Structures Chart of Aniline

ANESOEVEEADIEEY  compounds showing hemoglobin decrease

u CHg
[ by ) u ’/ o -
o A ! Eliji =2
| T I ‘ CHs e MH P L A *7\/
DNumber: 1 Number 2 Dumber 3 Number: 5
I/CHJ o, . Hat MH,
Il
o HaC . MH 0.«"-T "
Hah Chy
Mumber: 7 Number: 47 Number: 40 Number: 53
|
N
e TR [ 1:
m : This cell infentionally left
e blank
1o SN ij
Number: 34 Mumber- 30 Number- 106

ANESTOEVHAEILEEY compounds with no changes in hemoglobin

.
e M =
5y T Lo e Cha
s Gh B

e This cell intentionally left || This cell intentionally left

@ - u blank. Blank.

- o .
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SykD28HEI R EIREE=H
FERNICUTOEEZXNREL-FBAA—R{ERK
n FE% i idan

liver toxicity still on going
o FFEE (LIVER_MR/FR)
o GOT_MR/FR
o GPT_MR/FR
- BEE fRAT
kidney toxicity working
O ‘§JI[[|$§ZJI[L£'|€E —Iu5E T BASICTZAH

Frm¥k (RBC_MR/FR)
red bI(\)od‘ceII count depression #=#2L, EndopointSEflicras ok
a AETOE (HEB_MRIFR) AEEBEENBY, HIGESER

hemoglobin

a ANYKY)yk (HCT_MR/FR)
hematocrit

o #@RFMmMER (RC_MR/FR)
reticulocytosis
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BASICHIZER—X  http://www.dm-lab.ws/BASiC/
o Basic Active Structures in Chemicals

o Tk, HEREEREXRICEARE, RERGSMEZEMN

o BEATEHAOEEMOARSE, HFEEIEIERNRESR

kS
2 Y—RT—R2&I)L—JL
o BAS table T—
&R, SMARTSERERR, BRMEE, | .
&Y ES!
—ﬁ@BAsaMlsc TIRTOHR [ [T
i?#ﬂ:A%O)E?;Uli’C%%)BEUIEI:&
aAVE
o BASEOEER—
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>y hTANETOEVZRD S H4TEDBAS

H)a—)LI—FILDEH
(FEMBIERY IL—TT
HGB_FR-dec (29) '
NHR
N . _.OH 0
X Y

I ICHERR SN

X=NH,0O
HGB_FR-dA (0,2,11) HGB_FR-dB (0,12,4) HGB_FR-dC (0,0,3) HGB_FRdD (1,26,5)
(I, m, n) [X(#Em, BLEIL, BL) L&Y dBtdQ")BASm@Eﬂ"ﬁﬁﬁﬂ
[CEBET HHZEELHY ?
i-Pr Me AN
Br Br
\©\ e 0" LBuLG  Me #108
o) OMe e H o o H
0.5.0 # 31 0.0 HN" S S, "NH,
i-Pr i-Pr Me 0
#22 #41 # 98 #116

LEEDBASTHN—ENGEHRLEY6TRE.
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Sy FTAESTOEZRADSELULNAFEDBAS

( HeB_FR-n (109))

g N B T RPE
Ar—S—X s J ok ~ X
él) ! = X O > =

n=7
HGB_FR-nA (1,14,0) HGB_FR-nB (0,21,1) HGB_FR-nC (1,16,1) HGB_FR-nD (0,6,0) HGB_FR-nE (0,9,0)
- . N CN
NH QN YI P He
)I\ X o/P\oi Halogen Derivatives X X~~on
N N g . X=C,N
N N X=C,N
HGB_FR-nF (0,2,0) HGB_FR-nG (0,3,0) HGB_FR-nH (0,7,1) HGB_FR-nl (0,4,0) HGB_FR-nJ (0,2,0)
X Y—2z
— X=C,0 Y=CN
X = C NH Y c.s
Z=
HGB_FR-nK (0,6,1) HGB_FR-nL (o 4,0) HGB_FR-nM (0,2,1) HGB_FR-nN (0,2,1)
e
(o] N O OH :
y :
@[ s | S N Me OH  Me Me : e)koeo>(© T T e E |
\©\ M 2CH> Me Me Me Me Me Me HZCA/ \n/ WCHZ 4146 E
: #51 #62 #74 #76 o !
. #124 i
= - S ~ = N
L EDBASTHN—NLZWEEHILEYITE.
FERE M- 4R—2 @A 2 19/35

BASICEIFZEAN—X

HMEBOEBICEVNEEZS
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X FEEDIRT
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o FEA—XBE

0 ART—FETIVERBRBER AT LIZESRA=UT &
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a
a
a
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NADT T —D &I

KR D:EHFFRIA RRDEEZRIT FHAM
0 RETTI—LIZES =R ( CPT: Conditional
0 HETTI—LIRBS probability table)Z {E Ak
0 TI—LIFRY—IZEEESED

0 PI—LIFDavICEEEZSED

&
(o) (i) BERSANORRUEES [ewrmri
N~ J N >/ P(AIBE) |A=T |A=F EMNRE-LE
B=T, E=T 0.95 |0.05
B=T, E=F 0.94 |0.06 $EE |
B=F, E=T 0.29 |0.71 0.95DFEET
X ™ [B=F E=F |0.001 |0.999 FS5—LAIED
~ s )
Quamcae) Gt
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CPT (conditional probability table)

P(B) = .001 P(E)=.002 SHHIfER
.Burglary .Earthquake
. ! !- B E P(A)
FRIERLERTE T T 95
"-_ T F 94
F T 29
NRED A |PM) FHfTEHEER
T 90 T 70
F 05 F 0l IXR/S—RRT

LDOBRRHIEEIR

HERHERTRINTES?

& 'MaryWEEL TET-1&LV Sevidenceh DB, EHEDHER(L ?
P(Burglary|Mary_calls) =0.056 ERIEEDEZETEISNEEN

& BRT—EN0DEMT LI X LIZKSCPTIENDFEE

FEREE M-4R—2 fEHE & 22/35




MEAR YR —OEE
Initial network EEMED

BRKHE

uanine adduc

detoxification
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FIERRITICKOEMARN o DIFEINIER

T |F T |F
RETDFYE  [T190 | 10 T | .80 | .20
10 | .90 F | .20 |.80

EZRA > | E%B »| E%C

A, ClZevidencehN 5z 5 =B,
hig, e

T |— | 2 |7/ | 71 i
! Plausible path
T l— S — ‘54:0_&&"?‘7’3%,(,\
Conflicting path

Conflict measureZ&tELFFELTLINIE 1. evidenceAMERATEALY
2. FYRHEHALLY

SHEMROERZRFHLT, RERESIESHT
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=R R ER

» FETECLI-3YE (FEET7IVI4AMES)
EDESnetzZEBLTH, WINHhDILEMTFEMNEZS,

Evidences
Compounds AromAmine | RBC decrease Liver
LogP toxicity
3,4-Dimethylaniline High —24~0 High
2,3-Dimethylaniline High —48~—24 Low
3-Nitrobenzenamine Low ~—16.8 High
) FELEEROEMALETHD
FERE M-45-— EH % 25/35
|
SHERINTI—IETILOBEE R AL 1 O B
AromAming il ogP o oxidized fo N
High ew
AromAmine

LogP(N-oxi)

romAmine N-oxi
orm preparation

AromAmine
para oxi reactivity
Low Fgan
/ Middle istribution ngh

ucur@ . i
onjugatio : ruin ruin
= Sthemoion rotein(blood rotein(liver

formation .
uanine adduc

lood toxicity

v

= RBC iver toxicity

detoxification
ecrease
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Path{Z#
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