28

( )
H27- - -005
In vivo QSAR invitro
in vivo
in vivo in vitro
in slico
Nexus in vitro in vivo
in vivo
MN
TG
in vitro
Derek Nexus invivo
invivo
in vivo
A.
In vitro
in
vitro invivo invitro
In vitro in vivo

in vivo
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in vivo
Derek



in vivo

invitro

in vivo

vitro invivo

invivo

invivo

in vivo

invitro invivo

In vitro

invitro

invivo

in vivo

Derek Nexus
20 invitro
Derek Nexus
invitro invivo

Derek Nexus invitro

91 invivo
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B.1

MN
CA

10

in

in vivo

in vivo

invivo

invitro

in vivo



MMS MMS

invivo MN
255
equivocal
equivocal
112 129
14 inconclusive 241
503 3
FDA FDA 25 equivocal 32
invivo inconclusive
invivo MN
CA 939 3
MN CA
FDA CAS 2
Leadscope Enterprises
invivo
equivoca
equivocal equivocal
equivocal
288 625
13 equivocal inconclusive
13 inconclusive
Vitic Nexus
Vitic Nexus version 1.75
invivo MN 484
804 977 1461
invitro

-29.



B.2.

Derek Nexus version

2.0 invitro

PP
PP

In vivo

Derek Nexus invivo

insilico

50% 3

invitro

21

24

invivo

B.3. Invivo
32

invivo

ChemlDplus

PubMed CCRIS

Invivo
ADME
in vivo
DNA
invitro invivo
In vitro
vivo
plausible
In vitro
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equivocal

invivo



In vivo invitro

invivo
1 Invivo
Carry out human analysis of the available
irrvive data relating to the in vitro aler.
‘What is the overall comrelation?
Good overlap between fr vive Average overlap between it vive Poor overlap between in vivo data and
data and invitro alert data and #i virre alert in vitro alert
PPV > T0% PPV = 5(% < T0% PPV <50%

| | [

Is there a sub-class of compounds which comelate || Ts there a sub-class of compounds which comelate Can the poor overlap be attributed to
better with in vive activity? better with ir vivo activity? protocol specific activity?

Nol Yes Yes [ No Yoz L No

Extend alert to predict in vive ai reasening level of
plansible
Update conmments with relevant knowledge (including

Extend alert to predict in vive at reasoning level of Is there a sub-class of the compounds which
equivocal correlate well with in vive activity?

+  Update comments with relevant knowledge (including
data and protoce] related information)

« Add examples No Yes

v Add references 10 Allerts (+ 3 Existing Alerts)

data and prodocel relaied information)
Add examples
Add references 9 Alerts (+ 4 Existing Alerts)

- Do not implement {r vive alert
Implement new irt viver alert to cover sub-class «  Update commuents with relevant
Update cormments with relevant information (data knowledge (data and protocel
and protocol information) information)
Add examples o Addreferences  PAlerts
Addreferences 4 Alerts (+ 3 Existing Alerts)

Derek invivo 10
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1 Derek
MMS
1 MMS DfW (Ver. 13) CD
DfW invivoCD DfW invivo CD
invivo CD 4 108 112
invivo CD 0 130 130
4/112 = 4% 130/130 = 100% 134/242 = 55%
32 invitro
19 in vivo
1 19 4 + 3
in vivo invitro
invitro invivo invivo
9
invitro in vivo
invivo
plausible
9 + 4 ADME
equivocal 10 + invivo
3 invivo
in vivo invitro
invitro
Derek
Nexus invivo
invivo 33 10
23
2 3 invitro
in
in vivo vivo
invivo
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2 invivo

N-Nitro or N-nitroso compound Alert extended to in vivo Plausible
Epoxide Alert extended to in vivo Plausible
Alkylating agent Comments updated. N/A
New aert implemented
Mono- or di-alkylhydrazine Alert extended to in vivo Equivocal
Azirine or aziridine Alert extended to in vivo Plausible
Nitrogen or sulphur mustard Alert extended to in vivo Plausible
Alkyl carbamate Invivo alert
Aryldialkyltriazene Alert extended to in vivo Plausible
Aromatic nitro compound Alert extended to in vivo Equivocal
Chromium compound Alert extended to in vivo Plausible
Polycyclic aromatic hydrocarbon or Comments updated. N/A
hetero-analogue New aert implemented
Carbodiimide In vivo aert
Vinyl carbamate In vivo aert
Acridine or analogue Comments updated N/A
Phenol Alert extended to in vivo Equivocal
Imidazole nucleoside analogue Invivo alert
Aminocarbazol e analogue Alert extended to in vivo Plausible
Xanthine Alert extended to in vivo Equivocal
Inorganic arsenic compound Alert extended to in vivo Plausible
Di- or tri-phenylethylene Alert extended to in vivo Equivocal
Thymine or cytosine derivative Comments updated. Plausible
New aert implemented
Purine base Comments updated. Plausible
New aert implemented
Vincaakaloid Alert extended to in vivo Plausible
Inorganic cadmium compound Alert extended to in vivo Equivocal
Bisdioxopiperazine In vivo aert
Inorganic selenium compound Alert extended to in vivo Equivocal

Camptothecin or analogue Invivo alert
Taxane derivative In vivo dert
Colchicinoid In vivo dert
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Benzimidazole derivative

In vivo aert

5-Azacytidine or analogue In vivo aert
Dimethyl phosphorothiolate ester Alert extended to in vivo Equivocal
Alkyl sulphate or sulphonate Implemented to extend Plausible

3 invivo

23
in vivo (19

1) N-Nitro or N-nitroso compound,
3) Mono- or di-alkylhydrazine,

5) Nitrogen or sulphur mustard,

7) Aromatic nitro compound,

9) Acridine or analogue,

11) Aminocarbazole analogue,

13) Inorganic arsenic compound,
15) Vinca alkaloid,

17) Inorganic selenium compound,
19) Alkyl sulphate or sulphonate

invivo (4):

1) Alkylating agent,

3) Thymine or cytosine derivative,
invivo 10

1) Alkyl carbamate,

3) Vinyl carbamate,

5) Bisdioxopiperazine,

7) Taxane derivative,

9) Benzimidazole derivative,

2) Epoxide,

4) Azirine or aziridine,
6) Aryldialkyltriazene,

8) Chromium compound,

10) Phenal,
12) Xanthine,

14) Di- or tri-phenylethylene,

16) Inorganic cadmium compound,
18) Dimethyl phosphorothiolate ester,

2) Polycyclic aromatic hydrocarbon or hetero-anal ogue,

4) Purine base

2) Carbodiimide,

4) Imidazole nucleoside analogue,

6) Camptothecin or analogue,

8) Colchicinoid,

10) 5-Azacytidine or analogue

D.

In vivo

18 46%
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24

#1 2,6-

D.1
D.11

invitro DNA

invivo PP

23% invivo

#1 2,46 #2
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D.12

invitro
in vivo PP
3
3
.
D'—<|:|r— 0
O
6
+vie via i.p.
D.1.3. Bay PAH
PAH
vitro invivo
50%
Invitro bay
K PAH
in vivo bay

#7
#8
100%

i i
D-—|C|r— 0 D'—tl:lr—
K 0 K ©

T 8

+ve via i.p. +ve via i.p.
-ve via oral -ve vig oral
in vivo
4
in [a]
PP #9 [ah]
K
invivo
PAH #10
PAH
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4 in vivo

bay-region
9
Benzofa]pyrene
R 7 WL
D.1.4. in vivo
9
invivo
invitro invivo
9
in vivo
invitro
in vivo
invitro
S9 mix
invivo

K-tggion
10
Fyrene
e P e
invitro
in vivo
invitro invivo

invivo invitro

ADME
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Derek

nexus
1 Invivo
Derek
invivo
Derek Nexus invivo
MMS
4% 40% 55% 61%
invitro
invivo 79% 4
invitro
32 19 invivo
4 invivo SAR
in 9
silico Derek Nexus invivo
MMS
4 MMS Derek Nexus 2014 CD
DfW  invivo CD DfW invivoCD
invivo CD 45 67 112
invivo CD 28 102 130
45/112 = 40% 102/130 = 79% 147/242 =61%
E. in vivo
in vitro
in vivo in vivo
MMS
in vivo 4% 40%
in silico
79%
in vivo
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in vivo
invivo
in vivo
F.
In vivo
33
in vitro 9
Derek Nexus invivo
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