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‘About the Toolbox Server
Version: 4.4 Server Mode:
Listening on
Database:

Service State: Initialization...

Execution Statistics
Sessions:
Documents:
Lists. Errors: 0
Tasks: Server Uptime:

Tree nodes: Used Memory:
System Information

Operating System: Microsoft Windows 10 Enterprise

Processor: Intel(R) Core(TM) i5-8250U CPU @ 1.60GHz
Platfarm: 64-bit System Memory: B GB
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QSAR Toolbox Server

About the Toolbox Ser
Version: 4.4 Server Mode: SingleUser

Listening on: nettcpy//localhost8801/WefRequestProcessor

Dataligs

Service Stat

Sessions:
Documents: 0/0
Lists: 0/0 Errors: 0
Tasks: 11 Server Uptime:  00:00:31
Tree nodes: 0/0 Used Memory: 1,306 MB
System Information
Operating System: Microsoft Windows 10 Enterprise
Processor: Intel(R) Core(TM) i5-8250U CPU @ 1.60GHz
Platform: B4-bit System Memory: 8 GB

Version 4.4, 2020
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QSAR Toolbox Server e

QSAR Toolbox Version 4.4.1, 2020

Start with: Jcessor

& New QSAR Toolbox interface
Simplified User Interface developed to perform basic tasks in

a simplified environment

The classical QSAR Toolbox interface
Classical User Interface with full finctionalitios

B Remember the choice

After you select one of the interfac es from above, you can still switch
= between the two option: later within the Toolbox GHz

Platform: B&4-bit System Memory: 8 GB
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¥ Profiling P Data ¥ Category definiion P Data Gap Flling P Report

Dacument Single Chemical Chemical List Search Target Endpaint

BEXE oo ! =280 ENK H ¢ O

New Open Close Save Name Structure Composition  Select ChemiDs Database Inventory List Substructure (SMARTS)  Query Define

Developed by LMC. Bulgaria

° Documents
® Document 1
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¥ Profiling » Category definifion  » Data Gap Filling P Report

Document Single Chemical Chemical List Search Target Endpoint

B XS mm> § &.-8 | H ¢ ©

New Open Close Save CAS#  Name Stucture Composition  Select Substructure (SMARTS)  Query Define od by LMC, Bulgaria

L ()1)y 5 (CASE 2=k B ANERR)

O sexchbycass (3)A1 )y 4 @9y - B X |
@AA 5856779
5856—77—9

Select All | Unselect All || Invert Selection | Selected 10f 1

5856-77-9
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¥ Profiling » » Category definiion  » Data Gap Filling P Report
Document Single Chemical Chemical List Search Target Endpoint

e v 1 458 EE- H ¢ O

New Open Close Save Name Stuclure Composition  Select ChemiDs Database Inventory List Substructure (SMARTS)  Query Define

° xicimers Filter endpoint tree..

& Document 1
# [C:1;Md: 0;P: 0] CAS: 5856779

sed by LMC, Bulgaria

Structure

Additional Ids EC Number2274...
CAS Number 5856-77-9
CAS-SMILES relation High

Chemical name(s) 2 2-dimethylbut...,
Composition

Molecular formula CeH11CIO
Predefined substance type Mano constituent
SMILES =0
[#] Parameters

Physical Chemical Properties
Environmental Fate and Transport
Ecotoxicological Information
Human Health Hazards
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» Input ® Profiling » P Category definifion  » Data Gap Filling * Report

Prafiling Custom profile
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[ Environmental Fate
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— Carcinogenicity
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' fotein binding by OASIS — Photoinduced toxicity
W rotein binding by OECO —— Repeated Dose Toxicity
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Selen Al |  Unselect All —— Protein binding by OASIS
B Documented ~

m bserved Mammalian metabolism

W )bsarved Microbial metabolism

W bserved Rat In vivo metabolism

W bserved rat liver metabolism with qua
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P Category definifion  » Data Gap Filling * Report
Prafiling Custom profile

°F i

Apply View New Delete

T r - v igaria
Fi = egories Definition | Properties | Training 5 iterature Wetalnfo Table | Custom Captions | Scheme =
ilter endpoint tree... | l
° Documents P Fiter | ]

The reliability of the transformations 2, 3 and 4 is supported by Dr D. Roberts,

.| Explanation for: Protein binding by OASIS -> Acylation >> Direct acylaW leaving group >> (Thi...

& Document 1 binding by OASIS
# [C:1,Md: O;P: 0] CAS: 5856779 i Hation

~ (Tio)carbamoylation of protein | School of Pharmacy and Biomolecular Sciences, Liverpool John Moores

Isothiocyanates, Isocyanates

Acyl transfer via nucleophilic ad
Carbodiimides

Structure
University,

() Profiling results : O % DiTe(cTt| acylation involving a leav Liverpool, England L3 34F
hio)Acetates
T 1 (Thio}Acyl and (thio)carban
4 Acylation Anhydrides (sulphur analog! Mechanistic Domain: Acylation
4 [Dir Azlactones and unsaturated
Carbamates

Diacyl peroxides, anhydride: _ Mechanistic Alert: Direct acylation involving a leaving group

@@j}bo |J ‘y7 - : Structural Alert: (Thio)Acyl and (thio)carbamoyl halides, cyanides, azides, etc.

Explanation

=G

The chemical is a strong sensitizer as a result of Protein acylation by (thio)acyl

2
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N

H35\/ S halides and (thio)carbamoyl derivatives:
\CH3

Map 1
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» Input * Profiling

» Category definiion P Data Gap Filling » Report

Impart Export Delete

Pimia

Gather Impart  IUCLIDE UCLIDE  Database Inventory

° N Filter endpoint tree..
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# [C:1,Md: O;P: 0] CAS: 5856779
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Structure info
Parameters
Physical Chemical Properties

Environmental Fate and Transport
Ecotoxicological Information

[ Human Health Hazards

—— Acute Toxicity
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QSAR TOOLBOX

* Input

Data Impart Export

Gather Import  IUCLIDG |UCLIDG

° Documents
& Document 1
# [C:1,Md: O;P: 0] CAS: 5856779

Databases

.

* Profiling

Delete

Database Inventary

Filter endpoint tree..

Structure

Structure info

Parameters

Physical Chemical Properties
Environmental Fate and Transport
Ecotoxicological Information

[ Human Health Hazards

—— Acute Toxicity
%] ADME

—— Bioaccumulation

— ¢

Unselect All
W Repeated Dose Toxcity HESS
odent Inhalation Toxicity Database
W Skin Irritation

ity Japan MHLW
ity to reproduction (ER)
(RefDB US-EPA
B Transgenic Rodent Database
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Inventories
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M REACH ECE

W TSCA
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— DevelopmentalToicty / Teratogeniciy
—— Genetic Toxicity i
— Immunotoxicity
+—— Imritation / Corrosion
—— Neurotoxicity |
—— Photoinduced toxicity
—— Repeated Dose Toxicity
—— Sensitisation

— ToxCast

— Toxicity to Reproduction

dookinatics. Metabok

AW SWAOP

Profiling
General Mechanistic

Protein binding by OASIS Acylation

¥ Category definiion Data Gap Filling
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61010
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10100

¥ Report

sed by LMC, Bulgaria

\* | Read data?

® All endpoinits

Choose...
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Cancel
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» Input * Profiling Category definition & Data Gap Filling

Categorize Category consistency

E B b S0 B

Define  lefine with metabolism Subcategorize Combine Clustering  Category elements

° s Filter endpoint tree..

& Document 1
# [C:Md: O;P: 0] CAS: 58567+

Structure

Physical Chemical Properties
Environmental Fate and Transport
Ecotoxicological Information

Human Health Hazards
Acute Toxicity
ADME
Bioaccumulation
Carcinogenicity
Devel | Toxicity / Teratogenicity
Genetic Taxicity
= Immunotoxicity
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Hydrolysis half-life (Ka, pH 8)(Hydrowin) Taxicity to Reproduction

Hydrolysis half-life (Kb win) Toxicokinetics, Metabolism and Distributi

Hydrolysis half-life (Kb win) Profiling

Hydrolysis half-life (pH 6.5-7.4,

ot J Iil?itﬂml Mechanistic
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Tonization at pH = 4 Protein binding by OASIS Acylation
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Tanient

T
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FHE RMEOELUMEDHERT —
SEMFEITH(EUME EBRL-TO
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Protein binding by OASIS
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Protein binding potency Lys (OPRA 13%)

Touic hazard classification by Cramer

Touic hazard dlassification by Cramer (extent
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Uncauplers (MITOTOX)
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» Input * Profiling Category definiion W Data Gap Filling * Report

Categorize Category consistency

E B K R0 B

Define  Define with metabolism Subcategorize Combine Clustering  Category elements

° Documents
@& Document 1

# [C:1;Md: 0;P: 0] CAS: 5856779

. Grouping opticns (Protein binding by OASIS)

Target categories
Acylation

Acylation > > Direct acylation involving a leaving group =h § >
Acylation » > Direct acylation involving a leaving group > > (ThiolAcyl and (thio)carban MG) n;{ﬁﬁ%%;ﬁt Ei-d-éa
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@ Options

Down Up Reseat Options
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(N/A)

Acylation > > (Tiojcarbamoylation of protein nucleophiles

Acylation = > (Tiojcarbamoylation of pratein nucleophiles > > lsothiocyanates, lsocy
] Protein binding by OASIS Acylation > > Acyl transfer via nucleophilic addition reaction

Acylation > > Acyl transfer via nucleophilic addition reaction > > Carbodiimides

Extrogen Receptor Binding Acylation > > Direct acylation involving a leaving group = > (Thio)Acetates
LSRR GEE Acylation > > Direct acylation invoiving a leaving group > > Anhydrides (sulphur ani
Hydrolysis half-life (Ka, pH 8)(Hydro|
Hydrolysis half-life (Kb, pH
Hydrolysis half-fife (Kb, pH 8)(Hyt Acylation > > Direct acylation involving a leaving group > > Carbamates

Hydrolysis half-life (pH 6.5-7.4) : . p ; - X ) :

Tonization at pH = 1 Acylation > > Direct acylation involving a leaving group >> Diacyl peroxides, anhyd

Acylation > > Direct acylation involving a leaving group > > Azlactones and unsaturi

4

lonization at pH =9 Combine profiles
Protein binding by OASIS __| Invert result

[ ] strict
[] Sort results
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* input ® Profiling Categ ifion & Data Gap Filling P Report

Categorize Category consistency Ch
rouping Lhem

i ﬁ h H \'r; - into Categories

Define  Define with metabolism Subcategorize Combine Clustering  Category elements

° xicumerts Filter endpoint tree.. ? 1 [target] 2 3 4 5 & 7 P 9

& Document 1 " | Grouping results - O X
# [C: 1:Md: 0P 0] CAS: 5856779 "

1 [C: 5:Md: 9P- 0] Acylation y B

1 [C: 9:Md: 0:P: 0] Acylation < AND> Acyli
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Structure info
Parameters
Physical Chemical Properties
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Ecotoxicological Information \ ) -
[ Human Health Hazards i Eﬁ)
—— Acute Toxicity |
] ADME )
—— Bioaccumulation I
— Py ) " Read data? > ‘
— Devel I Toxicity / Teratogenicity
— Genetic Toxicity ] ® All endpoints () Choose..
— Immunotoxicity ;i
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Hydrolysis half-life (Kb, pH 7) icokinetics, Metabolism and Distrib
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Tonization at pH = 9
Protein binding by OASIS
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» Input * Profiling » tegory definifion W Data Gap Filling * Report

Categorize Category consistency

E B b R0 B

Define  Define with metabolism Subcategorize Combine Clustering  Category elements

° xicumerts Filter endpoint tree..

& Document 1
# [C:1:Md: O 0] CAS: 5856779
[ [C: 9:Md: 9P: 0] Acylation<AND>Acyli  |[RSRA
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—— Bioaccumulation
v
M: 88 % (Skin sensitization EC3 -
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—— Genetic Tnxmty . @ IJ ‘y 7

—— Immunotoxicity

+—— lrritation / Corrosion | [ Hierarchical mode:
—— Neurotoxicity i
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Hydrolysis half-life (Kb, pH 8)(Hydrowin)
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Hydrolysis half-life (pH 6.5-7.

— ToxCast
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Protein binding potency GSH T
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Toxic hazard classification by Cramer

Touic hazard dlassification by Cramer (extent

Ulimate biodeg
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[ Ihpnhd Dose Toxicity

Estrogen Receptor Binding
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Trend analysi Read acros=  {Q)SAR Standardized Automated

° Docaments Filter endpoint tree...

& Document 1
# [C: 1Md: 0P: 0] CAS: 5856779 A : - -
T [C: 9:Md: 97 0] Acylation<AND>Acyli |REES. N Q) A ~| 1=} Possible data inconsistency — O ¥
Metadata
4 Assay

Structure info .
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L1 Phyviel Chaisical Fropersis @ 9 IJ “J7 ( 7_-\\_9#:*' ‘yj’ = E“dli‘;iEnCt3 (8 chemicals; 9 data}

Environmental Fate and Transport . N B i a < x
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1] ADME
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[~ Carcinogenicity ' v |in Vivo (B chemicals; 9 data)
— Devel I Toxicity / Teratogenicity
+— Genetic Toxicity
—— Immunotoxicity
+—— Imritation / Corrosion
— Neurotoxicity !
— Photoinduced toxicity
—— Repeated Dose Toxicity
|1 Sensttisation AN SWAOP | _) Skin Sensitization (Danish EPA) [0 native data and 9 converted]
() Skin sensitization | (Dasis) [2 native data and 7 converted]|

@ Skin sensitisation || (ECETOC) [0 native data and 9 converted]
_) Skin sensitization EC3{ratio) [7 native data and 0 convertad]

—— Bioaccumulation

° Data Gap Filling Settings

Select scale/unit to use
Only endpaint relevant
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Select a cell with a rigid (bold) path
Automated workflows 0

Standardized workflows 0 a;-«.- oo P U N18% s L Skin sensitization GHS (ordinal) [0 native data and 7 converted)]
—— ToxCast 3
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Structure info
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Ecotoxicological Information

[ Human Health Hazards
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» Prediction accepted successfully
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