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pK. prediction of ALBENDAZOL
Database: c:Wpallaszoidatabaselcompdb

H 0 CH

[ [ — NA

Acidic groups:
Group pK,
2,5-SUBST.-BENZIMIDAZOLE 13.11

Basic groups:
Group pK.
2,5-SUBST.-BENZIMIDAZOLE 5.54

PREDICTION DETAILS

2,5-SUBST.-BENZIMIDAZOLE
Type: Acidic
Predicted pK, - 13.11
pK,? - 12.90

Modifying substituents:

rho, - 4.00
Name of substituent factor const
OCH3 0.160 -0.28
NHCHO 1.000 — O.00

rho, - 2.80
Name of substituent factor const
CH2CH2CH3 0.400 — -O.15
SR 1000 — 0O.05

2,5-SUBST.-BENZIMIDAZOLE
Type: Basic
Predicted pK, - 5.54
pK,) - 5.30

Modifying substituents:

rho, - 4.72
Name of substituent factor const
OCH3 0.160 — -O.28
NHCHO 1.000 — 0O.00

rho, — 3.00
Name of substituent factor — const
CH2CH2CH3 0.400 -0.15
SR 1.000 0.05

M/1. ábra

sigma
-0.04
0.00

sigma
-0.06
0.05

sigma
-0.04
0.00

sigma
-0.06
0.05

A Pallas 2.0 program PKalc moduljával számított pK, értékek albendazol esetén

PALLAS

II
CompubDrug



logP prediction of ALBENDAZOL

Database: c:Wpallaszoidatabaselcompdb

H O CH

! I D—NH

logParomcs 7 3.17
logPepn 7 2.83
logP.ombinea 7 0. 733 logParomics t 0.267 logPcpp — 3.08

PREDICTION DETAILS

Fragment database ATOMICS

Öce: Name of contributor Value
1 001. C: CH3R, CH4 0.00
1 002 C: CH2R2 0.02
1 005 C: CH3X -0.10
1 006 C: CH2RX -0.38
3 024 C: RICHIR 0.32
1 026 C: RICXIR -0.08
2 034 C: RICRAX -0.03
1 041. C: X-C(sX)-X -0.75
1 044 C: XICXAX 0.10
5 046 H: H-CO(SP3) 0.24
8 047 H: C1(SP3), CO(SP2) 0.00
2 050. H: H-HETEROATOM -0.29
1 060. O: AL-O-AR, AR2O, RAOV6R, R-O-C-X 0.58
1 070. N: AR-NH-AL 0.54
1 107 S: R2S, RS-SR 0.97
1 125. N: RINIR 0.08
1 130. N: PYRROLE N, N:O 0.65
1 131. O: X-OX, X-SX 0.00

logParomcs 7 3.17

Fragment database CDR

Occ. Name of contributor Value
K. (ARJNNH CONNECTION 053
2 (AR)JX-BRANCHING 012
1 AR-CROSSCONJ.-AR III. 0.29
2 (ARJN -1.03
3 -CH- 0.34
2 -CH2- 0.52
2 -CH3 0.70
1 AL-S-AR 0.08
1 AR-NH-CO-O-AL -0.80
4 C-ATOM 0.16
1 H-NEG. 0.47

logPecpye 7 2.83

M/2. ábra
A Pallas 2.0 program PrologP moduljával számított logP értékek albendazol esetén

PALLAS

III
CompubDrug



logD prediction of ALBENDAZOL
Database: c:Wallaszoldatabaselcompdb

H O CH
I x]/,N XXFO
! I 7 —NH

pH logD
1.00 1.08
2.00 1.09
3.00 1.19
4.00 1.66
5.00 2.44
6.00 2.95
7.00 3.07
8.00 3.08
9.00 3.08
10.00 — 3.08
1100 — 3.08
12.00 — 3.05
1300  2.83
1400 — 2.14

Species pK, logP
1 -1.35

13.11
2 3.08

5.54
3 1.08

[K"] 4 [Nat] - 0.050M
[cr - 0.050M

logP prediction of neutral microspecies:
logParomics 7 3.17
logPcpn 7 2.83
logPeombinea 7 0.733 logParomics t 0.267 logPcpye — 3.08

M/3. ábra:
A Pallas 2.0 program PrologD moduljával számított logD értékek albendazol esetén

IV



pK. prediction of ALBENDAZOL-SZULFOXID
Database: c:Wpallaszoldatabaselcompdb

H O CH

. [ 2NA
I

O

Acidic groups:
Group pK.
2,5-SUBST.-BENZIMIDAZOLE 13.11

Basic groups:
Group pK.
2,5-SUBST.-BENZIMIDAZOLE 5.54

PREDICTION DETAILS

2,5-SUBST.-BENZIMIDAZOLE
Type: Acidic
Predicted pK, - 13.11
pK.) - 12.90

Modifying substituents:

rho, - 4.00
Name of substituent factor — const
OCH3 0.160 — -O.28
NHCHO 1.000 — 0O.00

rho, - 2.80
Name of substituent factor const
CH2CH2CH3 0.400 — -O.15
SR 1.000 — 0O.05

2,5-SUBST.-BENZIMIDAZOLE
Type: Basic
Predicted pK, — 5.54
pK,) - 5.30

Modifying substituents:

rho, - 4.72
Name of substituent factor — const
OCH3 0.160 — -O.28
NHCHO 1.000 — 0O.00

rho, - 3.00
Name of substituent factor const
CH2CH2CH3 0.400 — -O.15
SR 1.000 — O.05

M/4. ábra

sigma
-0.04
0.00

sigma
-0.06
0.05

sigma
-0.04
0.00

sigma
-0.06
0.05

A Pallas 2.0 program PKalc moduljával számított pK, értékek albendazol-szulfoxid esetén

V



logP prediction of ALBENDAZOL-SZULFOXID

Database: c:Wpallaszoldatabasetlcompdb

H O CH
N 0
l NAE

logParomcs 7 1.50
logPecpe 7 0.70
logPcombpinea 7 0. 733 logParomics t 0.267 logPeopy - 1.29

PREDICTION DETAILS

Fragment database ATOMICS

Occ. Name of contributor Value
1 001. C: CH3R, CH4 0.00
1 002. C: CH2R2 0.02
1 005 C: CH3X -0.10
1 006 C: CH2RX -0.38
3 024 C: RICHIR 0.32
1 026  C: RICXIR -0.08
2 034 C: RICR1AX -0.03
1 041. C: X-C(sX)-X -0.75
1 044 C: XICX6X 0.10
5 046 H: H-CO(SP3) 0.24
8 047 H: C1(SP3), CO(SP2) 0.00
2 050 H: H-HETEROATOM -0.29
1 060. O: AL-O-AR, AR2O, RXOÁR, R-O-CzX 0.58
1 070. N: AR-NH-AL 0.54
1 109. S: R-SO-R : -O.71
1 125. N: RINIR ! 0.08

:1 130 N: PYRROLE N, N:O 0.65
1 131. O: X-OX, X-SX 0.00
1 133. O: S-O 0.00

logParomcs 7 1.50

Fragment database CDR

Occ. Name of contributor Value
1 (ARJNNH CONNECTION 0.53
2 (AR)JX-BRANCHING 0.12
1 AR-CROSSCONJ.-AR III. 0.29
2 (ARJN -1.03
3 -CH- 0.34
2 -CH2- 0.52
2 -CH3 O.70
1 AL-SO-AR -2.05
1 AR-NH-CO-O-AL -0.80
4 C-ATOM 0.16
1 H-NEG. 0.47

M/5. ábra
A Pallas 2.0 program PrologP moduljával számított logP értékek albendazol-szulfoxid esetén

VI



logD prediction of ALBENDAZOL-SZULFOXID

Database: c:Wpallaszoidatabaselcompdb

H O CH

! ! /)—NH

pH logD
1.00 -O.71
2.00 -0O.70
3.00 -0.61
4.00 -0.14
S.00 0.65
6.00 1.16
7.00 1.27
8.00 1.28
9.00 1.29
10.00 1.29
11.00 1.28
12.00 1.25
13.00 1.04
1400 — 0O.34

Species pK, logP
1 -3.14

13.11
2 1.29

5.54
3 -O.71

[K"] 4 [Nat] - 0.050M
[CH - 0.050M

logP prediction of neutral microspecies:
logParomcs 7 1.50
logPcpoy 7 0.70
logP.ombinea 7 0. 733 logParomics t 0.267 logPepe 7 1.29

M/6. ábra :
A Pallas 2.0 program PrologD moduljával számított logD értékek albendazol-szulfoxid esetén

. :
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pK. prediction of ALBENDAZOL-SZULFON

Database: c:Wpallaszoldatabaselcompdb

H:C

Acidic groups:
Group
2,5-SUBST.-BENZIMIDAZOLE

Basic groups:
Group
2,5-SUBST.-BENZIMIDAZOLE

PREDICTION DETAILS

2,5-SUBST.-BENZIMIDAZOLE
Type: Acidic
Predicted pK, - 11.20
pK,? - 12.90

Modifying substituents:

rho, - 4.00
Name of substituent
OCH3
NHCHO

rho, - 2.80
Name of substituent
CH2CH2CH3
SO2R

2,5-SUBST.-BENZIMIDAZOLE
Type: Basic
Predicted pK, - 3.50
pK,? - 5.30

Modifying substituents:

rho, - 4.72
Name of substituent
OCH3
NHCHO

rho, - 3.00
Name of substituent
CH2CH2CH3
SO2ZR

M/7. ábra

O CH;
N

pk.
11.20

p.
3.5

factor — const sigma
0.160 — -0O.28 -0.04
1.000 — 0O.00 0.00

factor — const sigma
0.400 — -O.15 -0.06
1.000 — 0.73 0.73

factor — const sigma
0.160 — -O.28 -0.04
1.000 — 0O.00 0.00

factor — const sigma
0.400 — -O.15 -0.06
1.000 — 0O.73 O.73

A Pallas 2.0 program PKalc moduljával számított pK, értékek albendazol-szulfon esetén

VIII



logP prediction 0f ALBENDAZOL-SZULFON

Database: c:AWpallaszoldatabasetlcompdb

H O CH
e) N —9! I. 2NA

I
o

logParomics 7 1.24
logPepn 7 0.88
logP.-ombinea 7 0. 733 logParomics t 0.267 logPepR - 1.14

PREDICTION DETAILS

Fragment database ATOMICS

Occ. Name of contributor
001. C:
002 C:
005 C:
006 C:
024 C:
026 C:
034 C:
041. C:
044 C:
046 H:
047 H:
050. H:
060. O:
070 N:
110..S:
125 N:
130 N:
131..0:
133. 0"Neaádáaá-íktANOUAAN

A

(J

A

A

A

- CH3R, CH4
CH2R2
CH3X
CH2RX
RICHIR
RICXIR
RICRP6X
X-C(EX)-X
XICX96X
H-CO(SP3)
C1(SP3), CO(SP2)
H-HETEROATOM
AL-O-AR, AR2O, R6O96R, R-O-C-X
AR-NH-AL
R-SO2-R
RINIR
PYRROLE N, N:O
X-OX, X-SX
S-Oo

logParomics 7 1.24

Fragment database CDR

Occ. Name of contributor
1 (ARJNNH CONNECTION

(AR)X-BRANCHING
AR-CROSSCONJ.-AR III.
(ARJN
-ŐH-
-CH2-
-CH3
AL-SO2-AR
AR-NH-CO-O-AL
C-ATOM
H-NEG.A—

-A--DIVOPWVD-N

M/8. ábra

Value
0.00
0.02
-0.10
-0.38
0.32
-0.08
-0.03
-O0.75
0.10
0.24
0.00
-0.29
0.58
0.54
-0.97
0.08
0.65
0.00
0.00

Value
0.53
0.12
0.29
-1.03
0.34
0.52
O.70
-1.87
-0.80
0.16
0.47

A Pallas 2.0 program PrologP moduljával számított logP értékek albendazol-szulfon esetén

IX



logD prediction of ALBENDAZOL-SZULFON
Database: c:AWpallaszoidatabasetlcompdb

H O CH
N X)—O

HzC (l)l [ I -
3 J/*xs ZI —N

pH logD
1.00 -O.74
2.00 -0.25
3.00 0.54
4.00 1.02
5.00 1.13
6.00 1.14
7.00 1.14
8.00 1.14
9.00 1.14
10.00  1.12
11.00 —0.93
1200 — 0.28
13.00 — -O.66
1400 — -1.64

Species pK, logP
1 -3.28

11.20
2 1.14

3.50
3 -0.86

[K"] - [Nat] - 0.050M
[CH - 0.050M

logP prediction of neutral microspecies:
logParomics 7 1.24
logPcon 7 0.88
logP-ombinea 7 0.733 logParomics t 0.267 logPcpy 7 1.14

M/9. ábra
A Pallas 2.0 program PrologD moduljával számított logD értékek albendazol-szulfon esetén

X



pK, prediction of FUMAGILLIN
Database: c:Wpallaszoldatabaselcompdb

Acidic groups:
Group
RCOOH
CH-CHCOOH

Basic groups:
Group
ROR
ROR
ROR
ROR

PREDICTION DETAILS

RCOOH
Type: Acidic
Predicted pK, - 3.19
pK, - 4.66

Modifying substituents:

rho, - 1.62
Name of substituent
CH-CH2
CH-CH2
CH-CH2
CH-CH2

CH-CHCOOH
Type: Acidic
Predicted pK, — 4.39
pK," - 4.39

Modifying substituents not found

ROR
Type: Basic
Predicted pK, -— -3.34
pK, - -3.49

Modifying substituents:

rho, - 1.80
Name of substituent
OR

s OH

pK.
3.19
4.39

pKa
-3.3
-3.79
-4.04
-4.32

factor const
0.064 — O.56
0.160 — O.56
0.400 — O.56
1.000 — O.56

factor const
0.064 1.69

sigma
0.04
0.09
0.22
0.56

sigma
O.11

XI



CH3 0.064 — 0O.00 0.00
OCH3 0.064 1.61 0.12
CH2-CYCLO-CGH11 1.000 — -0O.31 -0.31

ROR
Type: Basic
Predicted pK, - -3.79
pK.,? - -3.49

Modifying substituents:

rho, - 1.80
Name of substituent factor — const sigma
CH-C(CH3)2 0.064 — 0O.19 0.01
OCH3 0.064 — 1.81 0.12
OR 0.064 — 1.69 011
CH-C(CH3)2 0.160 — 0O.19 0.03
CH3 0.160 — 0.00 0.00
CYCLOHEXYL 0.160 — -O.18 -0.03
CH3 0.400 — 0.00 0.00
CYCLOHEXYL 0.400 — -O.18 -0.07

ROR
Type: Basic
Predicted pK, -— -4.04
pK,? - -3.49

Modifying substituents:

rho, - 1.80
Name of substituent factor — const sigma
OR 0.064 1.69 0.11
CH3 0.064 — O.00 0.00
OR 0.064 1.69 O.11
OR 0.160 1.69 0.27
CH3 1.000 — 0.00 0.00
CYCLOHEXYL 1.000 — -0O.18 -0.18

ROR
Type: Basic
Predicted pK, — -4.32
pK.? - -3.49

Modifying substituents:

rho, - 1.80
Name of substituent factor — const sigma
CH-CH2 0.064 — 0O.56 0.04
OCH3 0.160 —1.81 0.29
CH-CH2 0.160 — O.56 0.09
CH-CH2 0.400 — 0O.56 0.22
CYCLOHEXYL 1.000 — -O.18 -0.18

MV/10. ábra
A Pallas 2.0 program PKalc moduljával számított pK, értékek fumagillin esetén (folytatás)

3
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logP prediction of FUMAGILLIN

Database: c:Wpallaszoidatabasetlcompdb

l__O CH; CH;

(
Y "0-cH,

6] ! , IÉRSLZÉR ZS OH

logParowics 7 3.40
logPepn 7 3.78
logPcombpinea 7 0. 733 logParomwcs t 0.267 logPcppe 7 3.50

PREDICTION DETAILS

Fragment database ATOMICS

Occ. Name of contributor Value
3 001. C: CH3R, CH4 0.00
1 002 C: CH2R2 0.02
1 005. C: CH3X -0.10

2 006 C: CH2RX -0.38
3 008 C: CHR2X -0.56
2 011. C: CR3X -0.96
9 016. C: -CHR 0.27
1 017.  C: -CR2 0.01
1 040. C: R-C(sX)-X, R-CÉX, X-C-X -0.69
16 046 H: H-CO(SP3) 0.24
19 047 H: C1(SP3), CO(SP2) 0.00
1 050. H: H-HETEROATOM -0.29
1 057. O: IN PHENOL, ENOL, CARBOXYL OH 0.31
1 058 O:-O 0.30
4 059 O: AL-O-AL 0.52
2 122 C: CH2R2 0.01
1 123 C: CHR3 -0.14

logParomics 7 3.40

Fragment database CDR

Occ. Name of contributor Value
4 CONJUGATION II. 0.29
2 ENEG. FACING ALKYL BULK I. -0.46
1 PROXIMITY: 2C SEPARATION 0.58
13 -CH- 0.34
5 -CH2- 0.52
4 -CH3 O.70
1 AL-COOH -0.95
4 AL-O-AL -1.58
3 C-ATOM 0.16

logPcpy 7 3.78

M/11. ábra
A Pallas 2.0 program PrologP moduljával számított logP értékek fumagillin esetén

PALLAS CXHI ompuDrug



logD prediction of FUMAGILLIN
Database: c:Wpallaszoidatabaselcompdb

-9 A3 crli3

ÉAR

( "0-CR; e)
O.. s _l.l_OH

pH logD
1.00 3.51
2.00 3.48
3.00 3.28
4.00 2.50
5.00 0.99
6.00 -0.86
7.00 -2.26
8.00 -2.56
9.00 -2.58
10.00 — -2.59
11.100 — -2.59
1200 — -2.59
13.00 — -2.59
1400 — -2.59

Species pK, logP
í -2.59

4.39
2 -O.17

3.19
3 3.51

-3.34
4 1.51

-3.79
5 -0.49

-4.04
6 -2.50

-4.32
7 -4.50

[K"] - [Na:] - 0.050M
[CH - 0.050M

logP prediction of neutral microspecies:
logParomcs 7 3.40
logPcpye 7 3.78
logP-ombinea 7 0. 733 logParomwcs t 0.267 logPepp - 3.50

M/12. ábra
A Pallas 2.0 program PrologD moduljával számított logD értékek fumagillin esetén

PALLAS CompubDrug

XIV



log D

3 L

2-F

14

0

-1

-2
—4—AIb —0—BSO — 8— ASO

M/13. ábra
log D-pH diagram (Alb: albendazol, ASO: albendazol-szulfoxid, BSO: albendazol-szulfon)

Igk
0,2
A alönlnlnénén LEE , enászsnáeezázzémeén, 28
A 7./_5É oo éjn
0 ; i t t t t !

p 5 3 3,5 4 45 5 PpHSS

-0,2 . . a
_0l3 há h

-0,4 " — —
-0,5
-0,5

A  [9kAlb m — IgkASO € — IgkBSO
— $ — lgk MI — A— Igk M2

M/14. ábra
Ig k-pH diagram (Alb: albendazol, ASO: albendazol-szulfoxid, BSO: albendazol-szulfon, M1

és M2: mátrixkomponensek) eluens: 60:40 acetonitril / 0,0SM KH.PO,

19K 96 —
05 —
0,4 —
0,3 —
02
01

0

-0,2 L
-0,3 L

-0,4 - mN lgkASO
Polinom.

45 PH 5

€ IgkBSO
Polinom. (Igk BSO)

M/15. ábra
Ig k-pH diagram (ASO: albendazol-szulfoxid, BSO: albendazol-szulfon)

eluens: 20:80 acetonitril / 0,.0OSM KH.PO,
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M/16.A. ábra
Albendazol, albendazol-szulfoxid és albendazol-szulfon standard

eluens: 50/50 acetonitri[/KH,PO, 0,05 M pH 2,5
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M/16.B. ábra
Szarvasmarha kontroll vér minta

eluens: 50/50 acetonitri[/KH.PO, 0,05 M pH 2,5
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