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1. PBT-Bewertung bei der Sicherheitsbeurteilung
2. Wiederholung der Grundlagen aus WS 2
3. PBT-Kriterien und Vorgehen bei ihrer Bewertung
4. Read Across und QSAR an einem Beispiel

a. Read Across — OECD QSAR-Toolbox

b. QSAR (EPISuite, VEGA)
5. Anforderungen an die Dokumentation

6. Zusammenfasssung
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Stoffsicherheitsbeurteilung (CSA) (REACH, Anhang 1)

1. Beurteilung Gefahrlichkeit Mensch—»‘ ..Ableitung DNEL-Werte '

2. Physikalisch-chem. Eigenschaften

3. Beurteilung Umwelt —P‘ ..Ermittlung PNEC-Werte

L
4. PBT- und vPvB-Beurteilung 2
T —

5. Ermittlung der Exposition —

Schritt 1: Entwicklung von

6. Risikobeschreibung |  Expositionsszenarien/......

Verwend.-
/ExpoKategorien

* Vergleich Expositionen
Bevdlkerung/Arbeiter — DNELs

* Vergleich PECs — PNECs

Schritt 2: Expositionsabschatzung
=2 PECs
= Modelle

» Bewertung anderer Wirkungen

PEC: vorhergesagte Umweltkonzentration

5
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Sammeln der
verfligbaren
Informationen
(SIEF, Recherche,
ECHA,...)

Beurteilen der
Information

Sammeln der
verbffentlichen
Informationen

Zusammen-
fassen
aller
Informationen

Erwégen von
Analogie- und
Kategorie-

ansatzen E—
e Erwagen des Weight: ‘
‘ of-Evidence-Ansatzes

Erwagen von
QSAR-Analysen,
Abschatzungen

Ermitteln der
entsprechenden
Datenanhange

Ermitteln méglicher
O Abweichungen von
den Anhangen

Ermitteln von
Informationsliicken

Durchfiihren der Abstimmen des . S
- - Auswaéhlen der Informationsliicke
Priifungen oder Priifprogramms/ " P .
N . Priifung, — beispielsweise
Erstellen eines der gemeinsamen Beriicksichtigen o A q—
Priifvorschlags Datennutzung - 9 "
. " verfugbarer in- Prifungen
(Eaa IIEHEIDEES vitro-Priifungen erforderlich
erforderlich) SIEF 9
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Intelligent Testing Intelligente Teststrategie: Flexible und schrittweise

Strategy (ITS) Generierung von neuen Daten durch Tests
Adaptation: Abweichung von Standarddatenanforderungen (Anhang Xl,
Abschnitt 1.1 — 1.5)
Waiving: Verzicht auf die Erfillung von Datenanforderungen (Spalte 2
der Anhange VII-X)
Read Across: Ubertragen von Informationen zu Stoff B auf Stoff A
Grouping oder Zusammenfassen von verwandten Stoffen zu einer Gruppe in
Category Approach: der Informationen tbertragen werden kdnnen
(Q)SAR: (Quantitative) Struktur-Wirkungs-Beziehungen, mathematische
Modelle zur Vorhersage von Endpunkten aufgrund von
Strukturmerkmalen oder anderen Endpunkten

Weight-of-Evidence Gesamtschau aller Daten zum Schliel3en von Datenliicken
(WoE)-Betrachtung:

Umwelt

Bundes

Amt @& 25.09.2012, Bundespresseamt 5

Fiir Mensch und Umwelt



I!EﬂﬂCli

Persistenz Screening-Kriterium nicht leicht biologisch abbaubar

Halbwertszeit in:

Meerwasser, > 60d > 60d
SuRwasser >40d >180d
Meersediment >180d -
SuRwassersediment >120d -
Boden >120d > 180 d
Bioakkumulation Screening-Kriterium Log Kow > 4.5
BCF > 2000 > 5000
Toxizitat Screening-Kriterium LC50/EC50 < 0.1 mg/l -
NOEC < 0.01 mg/l
CMR
Umwelt
Bundes
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BRECHA

Guidance on
information requirements and
chemical safety assessment

Chapter R.11: PBT Assessment

May 2008

Guidance for the implementation of REACH

Screeningkriterien:

PART R11 - PBT ASSESSMENT

Table R. 11-2 : Screening criteria for P, vP. B, vBand T

Short-term aquatic foxieity (alzze,
daphnia, fish)

EC50 or LC50 < 0.1 mg/L.

T

Avian toxicity (subebronic o chrozic

toxicity or toxic for reproduction)

NOEC < 30 mg'kg food

T

Typeof data Criterion Screening assignment | See rection
Persistence
Ready test readily Mot P and not v
. Mot P and ot v
Specified tests on inherext
biodegradsbiliry
270 % minexalisation (DOC
Zabn Wellens (OECD 302B) removal) within 7 d; log phaseno | .1
longer than 3d; removal before
degradation occurs below 15%; no
pre-adapted inoculum
=70% mineralization (02 uptake) RILLIL
within 14 days; log phase no
MITLII test (OECD 302C e
=t ) longer than 3d; no pra-adapted | NotP
inorulum
Biowin 2 (non-linear modal Doe: not biodegrads fast P
prediction) and Biowin 3 (ultimate (probability < 0.5)° and ultimate
biodezradation fime) biodegradation meframe
or prediction: = momhs (vahe < 2.2)
Biowin § (MITI nen-linear model er »
prediction) and Biowin 3 (ultimate | Doss not biodegrads fast
biodegradation time) (probability = 0.5)' and ultimata
biodegradation meframe
prediction: = months (vahie = 2.2}
Bioaccumulation
Convincing evidence that a substance | e.g BMF = 1 B o1 vB, definifive
can biomagnify in the food chain (e.z. assignment pozsible
field data %) R11132
Octanol-water partitioning coefficient | Log Kow = 4.5 Not B and not vB
(experimentally determined or
estimated by valid QSAR)
Toxicity
Short-term aquatic toxicity (alzae, EC50 or LC50 < 0.01 mg/L T. eriterion considered
daphnia, fisk) to be definitely fulfilled
RI11133

3 The probability is low that it biodegrades fast

4 See Guidance on information requirements

14
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PART R11 - PBT ASSESSMENT

Guidance on Read
information requirements and mog|i
chemical safety assessment

Chapter R.11: PBT Assessment

May 2008

Beides aber nur Teilaspekte der Gesamtprifung
| [

Guid

i Frage: Kann ausgeschlossen werden, dass Stoff persistent ist?
Ay

| Quelle: ECHA

25.09.2012, Bundespresseamt
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Ausgangsituation:

* Registrant eines Stoffs

» Hat schon viele Daten,
will aber verantwortlich handeln
und prufen, was noch vorliegt

Beispielanwendungen:

Beispielstoff:

 a.-Hexachlorocyclohexan

* CAS: 319-84-6

* EINECS: 206-270-8

* SMILES: Cl[C@@H]1[C@H](CHh[C@@H]
(CHIC@@H](CH[C@H](CH[C@H]1CI

Read Across: OECD QSAR Toolbox
QSAR: EPISuite 4.1, VEGANIC 1.0.6

25.09.2012, Bundespresseamt
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) Typical actions

performed by the
Toolbox

Describes the structure of a chemical.
Indicates if a chemical is included in
national/regional regulatory inventories or
existing chemical categories.

Searches for available experimental results for
the chemical of interest.

Explores a chemical list for possible similar
chemicals.

Groups chemicals based on mechanism of
action and/or structural similarity.

Groups chemicals based on a common
metabolite.

Enables exclusion of different chemicals from
the group.

Extracts experimental data for similar
chemicals.

Fills data gaps for chemicals using read-across,
trend analysis or QSAR models, where
applicable.

Designs a data matrix of a chemical category
for printing/exporting results.

Connects to IUCLID software for direct data
exchange.

Generates reports.

QSHAR TOOLBOX

(i) The QSAR Toolbox

Facilitates the practical
application of grouping of
chemicals and read-across
approaches for data gap filling.
Serves as a platform that
incorporates various
modules and databases
from other sources.

Is applicable to discrete
organic chemicals.

Is available free of charge.
Download instructions and
free training material are
available online at:
www.gsartoolbox.org

In cooperation:

@) OECD

BETTER POLICIES FOR BETTER LIVES

TECHA

EUROPEAN CHEMICALS AGENCY

© European Chemmicals Agency, 2011

The OECD QSAR Toolbox
for Grouping Chemicals
into Categories

Neue Version 3.0 wird ab Ende Oktober frei verflgbar sein

25.09.2012, Bundespresseamt
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Structure

- w
E. sh Yihod
» Endpaint ¥ Category Definition  » Data Gap Filling

Chemeal Lt

E a

Datsbase  [rventory

1 Substime: ontity
EFhysicel Chermcal Propetties
EEmironmental Fata and Transport
i Ecatoacclogical Information
BHurman Health Hacaeds

5 Detument 2
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Fentnnes

| sesect 2 Jumsescot af imvert ] avout ]

Structure

- b

100
¥ Category Definition  » Data Gap Filling

[stabase

a o
EPhysicsl Chermcal Properties [176) M: 288 °C, T61.3.
OEmironmental Fate and Transpart
ion: Aguatic
HEEAF
QECF
rlobiales)
i }
{111)M. 2.75E3
-1 Aathe ) I & " o0-.
@ Chordata{Venebrates) hl 140, 140, 250, 4. M: 0.1 Likg wet, 0...
Sl Molluscaflmvenabrates | {12)M 105,161
HAMoner (g 0.31-3
@Plantas (1011} M 200(153-267). 2.
~EPratozoa (UM 3422 THE3
L@ Lindefined kengdom (/3] M: 1.45E3 Likg wet
EBCFD (M: 1L5E2
EESAF {15IM- 0 112 kg argani
[ alf Life
HEKM (1) M- 0.0323 1/Days.
EHM HalfLife (R3] M: 1.23 log{Days)
— Blicaccumulation: Terestrial
@ Biodegeadation
DPhotedegradation { M: 1.40E-13 cmdi..
- Stability in Water
port. and Distribution Between Em (12 M. 0.679 Pa-m3m.,
BEcotowcological Information
SiAquatic Taxicity i
HE Accumulation (1M 001 mgfl 01
[~ Beharsar (M 0.2-2 mglL, 10-1.
EDevelopment (15 M 0.6 mgll, 0.1 m.
[z Growth {148 =10 mg 21 m
HEImmabshsation
Eintoxication {1012) M- 0.0(0.6-1.2) mg!.
Moetality
0 03 oo 035
LEC10 (M 0.5 mglL
@Leas (M 1.1 mgll, 1.1 m
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100
¥ Category Definition  » Data Gap Filling

[stabase

endpons free, ..

Structure

a o
EPhysical Chermcal Properties (52r58) M: L M4T2 M: 166 °C. 3.2 -56... M:-5.9°C, 40.1°C_. M: 138 °C M: 161°C, -T0'C M: 102°C, -56'C M: €0 °C, B.88
OEmironmental Fate and Transpart

8 Bicaccumulation: Aguatic J:IZf-lSﬁ}'-‘ 200{153-267). 6. M M -0 314 log{lays) M ADO 3TEI, 27 M1.44 log{Tay
— Bisaccurmutation Terrestnal 5
DBindegradation
(i Diodegradation in Sewage Treatmant Flant N
A Beadigradation m el [y M: 1.41E3 Days
B Esodegradation in Water and Sediment: Simulation.,
@ Biadegradation in Water: Screening Tests {44 M0 M2 %
—HHPhotodegradation 212y M. 1.90E-13 em3/.,
HEB Slabwlly m Water
port and Distribution Between (6/8) M: 0.521 Pa-miim.. M- 8 59E+5 Pa-mil B 0.0446 Fa-rm
EEcoadcological Information (15MA0EIM 14 %, 35% 8. M 101 mgl, 118 M Z2emgl S46m M 20 %, 35% 1
FlHuman Hisalth Hg: 623 M: 0,136 mglkgida,.. 'M: 140 mg'kg/day, . M: Pogitive, Positiv.. | M: Negative
CIPrefile
Biota-Sediment Ac
. Iddatabaze
Detabass Afflition Aruatic US FRA E
Terastrial US-EPA
EINECE
TSCA
— Imventory Affiliation ECHA PR
REACH_ECE
AICE
QECD HPV Chemical Categones ity
L Substance Typs Dscrole chimeal
-— LIS-EPA Mow Cherm (L]
DONA bindng by DASIS Mo alert feund
1.2 Dihala: nen
DNA binding by OECD MA: Episuionium |
Mo i Do
— Estrogen Receptor Binding Mon birder, without
— Pratein binding by OASIS Mo alert found
¥
— Protein binding by OECD A Cpisutionium |
KA SN
Mechanis!
Protein Bnding Potency Mot possitie to cla
— Superfragmants o supurfiagment
L Tanic: hizard elassifcation by Crames (ariginal] High {Class 1)
I t : — Tosae hazard by Crame fwith ) High (Class ) _
Umwelt & e =
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EPISuite for Windows | VEGA

= Estimation Programs Interface Suite = Virtual models for property Evaluation
of chemicals within a Global Architecture

Entwickelt von U.S. EPA Entwickelt u.a. von Istituto Mario Negri
und Politecnico di Milano

Aktuelle Version: 4.10 Aktuelle Version: VEGA NIC1.06
http://www.epa.gov/oppt/exposure/pubs/episuite.htm http://www.vega-gsar.eu/index.php
offline verwendbar offline und online verwendbar
U mwe|t kostenlos kostenlos

Bundes
Amt @& 25.09.2012, Bundespresseamt
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Show
Structure

Functions Batch Mode 1 Dutput

AllFiesuls | KOWAWIN | MPBPVP | wiater Solubilty | ECOSAR | HENFYWIN | KOAWIN | BIOWIN | BioHCwin | AERCWAN | ADPWIN | KOCWIN | HYDROW)

Fugacity STP Help

s | R C— | =

N | BOFBAF | Volatiization | STP 41 »

CAS Number: 319-84-6

SMILES : C(C(C(C(C1CL)CL)CL)CL) (C1CL)CL
CHEM : alpha-Hexachlorocyclohexane
MOL FOR: C6 HE6 CL6

MOL WT : 250.83

EPI SUMMARY (wv4.10)
Physical Property Inputs:
Log Kow (octancl-water):
Boiling Point (deg C)
Melting Point (deg C)
Vapor Pressure (mm Hg)
Water Solubility (mg/L):
Henry LC {(atm-m3/mole) :  ---———-

Log Octanol-Water Partition Coef (SRC):

Log FKow (KOWWIN v1.68 estimate) = 4.26
Log FKow (Exper. database match) = 3.72
Exper. Ref: HANSCH,C ET AL. (1995)
Log FKow (Exper. database match) = 3.80
Exper. Ref: HANSCH,C ET AL. (1995)
Log Fow (Exper. database match) = 3.78

Exper. Ref: HANSCH,C ET AL. (1995)

i »

Create M5 'word File Print Results | Print Results - Mo Structure Create a Text file 1515 Base/Upload TEL File

View Main Screen

I~ #ppend Data to End of Selectsd Files

A Note about Creating MS Word files

25.09.2012, Bundespresseamt
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File

Biowin ¥ 4.10

Bapid Probability Models

Biowin1 [Linear Model

AIIHesu\tsIKDWW\N MPBPYP | Water Solubility | ECOS4R HENH\’WINIKD

N BIDWIN |

iowind (Ultimate Survey Maodel):

BiowinZ [Mon-Linear Model]:

MITI Probability Models

Biowing [MITI Linear Maode(} I 0.0719

i

Biowing [MITI Mon-Linear Model): I 0.0000 > Fieady Biodegradability Prediction;

Anaerobic Probability Model

BiowinT [Anasrobic Linear Model; I 03248

ind (Primary Survey Model]: I 28245 [weeks )

Ea—

Show
Structure

bHCwin | AEROWIN | ADPWIN | KOCWIN | HYDROWIN | BOFBAF | Volstiizstion | TP 4[|

e

Edit Functions Batch Mode 1

Dutput Fugacity STP Help 1

Create M5 Word File Print Results |

Frint Fesults - Mo Structure Create a Text file

1515 Base/Uplo

A Note about Creating MS Word files

I~ #ppend Data to End of Selectsd Files

P-Verdacht nach R11:

BIOWIN2 <0.5 UND BIOWIN3 <2.2

ODER

BIOWING6 < 0.5 UND BIOWIN 3 <2.2

— Hier P-Verdacht bestatigt

25.09.2012, Bundespresseamt
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- %

Log BCF from regression-based methad:
Log Biotransformation Half-Life [HL):

Log BCF Armot-Gobas methad [upper trophic]

Log BAF Amot-Gobas method [upper traphic

Log Kow used:

< Srq_;z,@ File Edit
. .

-

B Resuits [P ———

| #ll esus | KOWAWIN | MPBPVP | wiater Solubilty | ECOSAR | HENFYWIN | KDAWIN | BIOWIN | BioHCwin | AERDWAN | AOPWIN | KOCWIN | HYDROWIN - BEFBAF | Volatizstion | 5TP 4 [ »

2393 (BCF = 2504 Likg watwt]

12237 (HL=16.97 days)
3121 [BCF=1322)
3287 [BAF =1935)

414 [expkow database]

Functions Batch Mode 1

e

sn‘?ﬁ'&ﬁ.e Output Fugacity STP Help 1

kll:

Kein B-Screening-Kriterium nach
R.11, aber fiir WoE-Betrachtung
moglicherweise hilfreich

I >2000

Create M5 Word File Print Results |

Frint Fesults - Mo Structure Create a Text file

1515 Base/Upload TEL File Wiews Main Screen

A Note about Creating MS Word files

I~ #ppend Data to End of Selectsd Files

25.09.2012, Bundespresseamt
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Teoveevs ] R g N, —omidla | W

Copy Remove Window Help

Print  Save Results
SHILES =
CHEM H
CAS Hum:
ChemID1:
ChemID2:
ChemID3:
HMOL FOR:
KOY HOL WT : 298.83

Bl Helt Pt:

WAT

m Heutral Organics

KOA{|ECOSAR Class

MPH|Wat Sol: 8 mg/L

Cé H6 CLG

G(E(C{C(CICL)CL)CL)CL) (C1CL)EL

Log Kow: 4.26 (KowWin estimate)

(experimental database)

EGOSAR v1.080 Class{es) Found

Organism

e e ————— ]

Clear Input Fields

KOClliNeutral Organics
Neutral nrganics
Heutral Organics

Neutral
m Neutral Organics
m Neutral Organics
‘|| Neutral Organics
Neutral Organics

E Heutral Organics
Neutral Organics

organics
Organics

Thel Heutral Organics
and
che|
[me

prog

o . e o 4 e a . e a :
S

gpj|fjHeutral Organics:

Fish

Fish

Daphnid
Green Algae
Fish

Daphnid
Green Algae
Fish (SW)
Mysid Shrimp
Fish (5W)

Mysid Shrimp (SW)

Earthworm

Hote: = = asterisk designates: Chemical may not be solub
enough to measure this predicted effect.

For Fish LG58 (96-h), Daphnid LC58, Mysid: If the log Kow is
Impifithan 5.8, or if the compound is solid and the LG50 exceeds the
fourl|solubility by 18X, no effects at saturation are predicted.

For Fish LG58 (14-day) and Earthworm LC5@: If the log Kow is
than 6.8, or if the compound is solid and the LG58 exceeds the
solubility by 18X, no effects at saturation are predicted.

T-Verdacht nach R11:

EC50 oder LC50 < 0.1 mg/L (QSAR
dabei nur im Rahmen einer WoE-
Betrachtung verwenden)

—>Hier kein T-Verdacht durch QSAR

Anmerkung: QSAR-Toolbox enthalt
T-Werte <0.01 mg/L

25.09.2012, Bundespresseamt 18




PBT Bewertung — Schliel3en von Datenltcken

QSAR: VEGA - Stoffeingabe

=

WAS [EYAVIE

Umwelt Beispiel am Offline-Tool VEGA NIC (weil aktueller)

Bundes
Amt @& 25.09.2012, Bundespresseamt 19
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WASIE/A)

Environ Phys-Chem Tox Ecotox Environ Phys-Chem

INSERT

[\ Fathead Minnow LC50 96h (EPA) - v. 1.0.4 BCF model (CAESAR) - v. 2.1.11

zusatzlich zu B-Scrdning

| Daphnia Magna LC50 48h (EPA) - v. 1.0.4 g BCF Read-Across - v. 1.0.0

SELECT

Daphnia Magna LC50 48h (DEMETRA) - v. 1.0.1-BETA Ready Biodegradability model - v. 1.0.6-DEV.

P-Screening

] All models

Al models T-Screening

EXPORT

EXPORT

7 Tox Ecotox Environ Phys-Chem
INSERT
O B-Screening
SELECT [ All models

EXPORT

Umwelt
Bundes
Amt @& 25.09.2012, Bundespresseamt
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report_by_modelspdf - Adobe.

ste Bearbeten Anceige Dokument Werkzeuge Fenster Hife

Lote Beabeten Anege Dotument Wertcnge Fepstes fite

Dokument Werkceuge Fepster ilfe

nﬂ.(&‘%ﬁfﬁllnﬁ\-dm,m 5

& ® nss . = " 5

E P 5 /n 08 nes -

Sy G oee

VEGA LogP prediction (version 1.0.4)

page 24

Prediction for compound 1 {Molecule 1]

Preaicton

Reliabity

Model assessment: Prediction is logP = 4.13, but the fows
itical a3pects, WhICh Tequire 10 e ch

cl -

i

- simitar
that strongly disagree with the target compound predicted value

Compound: 1
Compound SMILES: C1(CIC(C(C(CTCHCNCICHCHCE

Fredicion: 4.13 log units]

ALOGF: 4.16 og units)

MLogP: 408 flog units]

Reabiy. Comesund coid be o of model Appécabiiy Coman
Gl for he prodiction.

VEGA

Glodal AD Index
b | aDmswz =02
L aplanaion podcied suttiant coudd be ol ol e AppkcEaty Doman of e rasel

CAS: 1121:217
Datasel id: 2044 (iraining set)
SMILES: CICCC(GICTICICH
Similanty: 0915

Siretas mmalecubes with s szpetimental vahus
Samiarty indes = 080
Explasaion Syongly simiar compounds wi koW aXparmenalvakie 1 e aieng et Rave bsen fousd

Experimental value: 3.18 flog uniis]
Predicled value: 292 [1o units]

CAS: 108.8:

Catzsel o g se)
S: CICCC(C

Simiarey 555

Acowracy fwnrage o ror) of prediction for similar molscales

Experimental valuz: 3.2 (log units]
Fredicied vaiue. 274 fiog units]

capermental vabers ol imile meiveul)
Concarance nde = 0.53
Explasaion: wmiter maksculens bund n T Faneg st fave

ersermarisl vakues Tl alonghy Sagee

A Biaat et paning sen
[ SMILES. CCCCCTBY
Simiariy. 0818
J Exparimentl vaive. 3.8 Jop unts] M a1 s = 041
Predicied vave: 3 18 log U] & it
Covakonte Vo SRt veracy

meincubs a1

J s Madel proicion reliabisty
Gaizse i 354 (raining ser) P
J SMILES, CCCOCCCCEN ALAARICE isaance = 107V
Simiary T e

Expermental valye 4 89 fog unts]
Predicted value: 441 (1o units]

Syt axplanaon

v

e s s assessememd, o B ek g T e

cas e
Catasei ;637 tranig se) T foutry has 8 s et sesamont, i 1001 1houls e e By 84 43
Seminty 03

Thi feshure has 8 20 srsssrnl, model o nol ekt segardn i sapect

Experimental value: 4 36 log units]
Predicted vaiue: 357 [iog units]

2 Datasel 10: 698 training set)
SMILES: CCCCCBI
Simiarity: 0772

( Experimental value: 3.37 flog unts]
Prbdicied vane 2 78 103 ys]
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P-Verdacht P-Verdacht
Kein B-Verdacht Kein B-Verdacht

Kein T-Verdacht Kein T-Verdacht

Beobachtungen und Probleme:

« Konformation wird nicht bertcksichtigt.

« FUr Beispielchemikalie existieren teilweise Daten fur
sensitivere Spezies, aber von Modellen nicht bericksichtigt

« Bei EPISuite wird aus Modellen ohne weiteres nicht klar, ob
Beispielmolekdl in der Anwendunsgdomane ist.

» Ergebnisse sind nur fir Screening und/oder WoE-
Betrachtungen verwendbar.

25.09.2012, Bundespresseamt
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Im QSAR Model Reporting Format (QMRF):
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Fiir Mensch und Umwelt

Strukturiert nach OECD-Prinzipien:
1. Definierter Endpunkt

2. Eindeutiger Algorithmus

3. Definierte Anwendungsdomane
4.

Angemessener Grad an Datenfit,
Robustheit und Vorhersagekraft

5. maoglichst;: Mechanistische
Interpretation

Detaillierte Beschreibung des Modells
eigentlich durch Modellentwickler

Aber: Liegt fur nur sehr wenige Modelle vor

EUROPEAN COMMISSION
DIRECTORATE GENERAL

JOINT RESEARCH CENTRE

Institute for Health and Gonsumer Protection
Toxicolegy and Chemical Substances Unit

Ispra, 26/05/2008

QSAR Model Reporting Format (Vers

on 1.2)

Please. try to fill in the fields of the QMRF for the model of interest. If the field is not pertinent with
the model you are describing, or if you cannot provide the requested information, please answer “no
information available™. The set of information that you provide will be used to facilitate
regulatory considerations of (Q)SARs. For this purpose, the structure of the QMRF is devised to
reflect as much as possible the OECD principles for the val on, for regulatory purposes, of
(Q)SAR models. You are invited to consult the OECD “Guidance Document on the Validation of
(Quantitative) Structure-Activity Relationship Models™ that can aid you in filling in a number of

fields of the QMRF.

1. QSAR identifier

1.1 QSAR identifier (title): Provide a short and indicative vitle for the model including relevant
keyword. Some possible keywords are: endpoint modelled (as specified in field 3.2,
recommended), name of the model, name of the modeller, and name of the software coding
the model. Examples: “BIOWIN | for Biodegradation™; “TOPKAT Skin Irritation Acyclics
(No Acids, Amines, Esters) MOD v SEV Model .

1.2 Other related models: If appropriate, identifv any model that is related 1o the model
described in the present OMRF. Example: “TOPKAT Skin Irritation Acyclics (Acids,
Amines, Esters) NEG/MLD v MOD/SEV Model” is related to the model mentioned in 1.1:
“TOPKAT Skin Irritation Acvelies (Acids, Amines, Esters) MOD v SEV Model .

1.3 Software coding the model: If appropriate, specifv the name and the version of ihe
software that implements the model. Examples: “BIOWIN v. 4.2 (EPI Suite)”; “TOPKAT v.

6.27

2. General information

2.1  Date of QMRF: Report the date of QMRF drafting (day/month/vear). Example: 5
November 2006,

2.2 QMRF author(s) and contact details: Indicare the name and the contact details of the
authorts) of the QMRF (first version of the OMRF ).
2.3 Date of QMRF update(s): Indicate the date (day/month/vear) of any update of the QMRF.

The QMRF can be updated for a mumber of reasons such as additions of new information
(e.g. addition of new validation studies in section 7) and corrections of information.
2.4 QMRF update(s): Indicate the name and the contact details of the author(s) of the updares
OMRF (see field 2.3) and list which sections and fields have been modified.
Model  developer(s) and contact details:  [ndicate  the  name  of  madel
developer(s)fauthor(s), and the corresponding contact details; possibly report the contact
details of the corresponding aurhor.

~
n

2.6 Date of medel development and/or publication: Report the vear of release/publication of
the medel described in the current QMRF.

25.09.2012, Bundespresseamt
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Im QSAR prediction reporting format (QPRF):

Detaillierte Beschreibung der Vorhersage

beziglich
1. Endpunkt
2. Algorithmus
3. Anwendungsdoméane
4. Unsicherheiten
- MaOglichst auch Bewertung der Eignung far
Vorgang (hier PBT-Bewertung)

Muss durch den Anwender erfolgen

Umwelt
Bundes

Amt &

Fiir Mensch und Umwelt

25.09.2012, Bundespresseamt

ESE EUROPEAN COMMISSION
o DIRECTORATE GENERAL
JOINT RESEARCH CENTRE
P Institute for Health and Consumer Protection
Toxicology and Chernical Substances Unit

Ispra, 26/05/2008

QSAR Prediction Reporting Format (QPRF)
(version 1.1, May 2008)

Please fill in the fields of the QPRF with information about the pre on and the substance
for which the prediction is made. The information that you provide will be used to facilitate
considerations on the adequacy of the prediction (model result) in relation to a defined
regulatory purpose.

The adequacy of a prediction depends on the following conditions: a) the (Q)SAR model is
scientifically valid: the scientific validity is established according to the OECD principles for
(Q)SAR validation: b) the (Q)SAR model is licable to the query chemical: a (Q)SAR is
applicable if the query chemical falls within the defined applicability domain of the model: ¢)
the (Q)SAR result is reliable: a valid (Q)SAR that is applied to a chemical falling within its
applicability domain provides a reliable result; d) the (Q)SAR model is relevant for the
regulatory purpose: the predicted endpoint can be used directly or following an
extrapolation, possibly in combination with other information, for a particular regulatory
purpose.

A (Q)SAR prediction (model result) may be considered adequate if it is reliable and relevant,
and depending on the torality of information available in a weight-of-evidence assessment
(see Section 4 of the QPRF).

1. Substance

This section is aimed at defining the substance for which the (Q)SAR prediction is made.

1.1 CAS number: Report the CAS number.

1.2 EC number: Report the EC number.

1.3 Chemical name: Repoit the chemical names (IUPAC and CAS names).

1.4 Structural formula: Report the structural formula.

L5 Structure codes: Repoirt available structural information for the substance, including
the structure code used to run the model. If you used a SMILES or InChi code, report
the code in the corresponding field below. If you have used anv another formar (e.g
mol file), please include the corresponding structural representation as supporiing
information.

a. SMILES: Report the SMILES of the substance (indicate if this is the one used
Jfor the model prediction).
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Umwelt
Bundes
Amt &

Fiir Mensch und Umwelt

— Methoden wie Read Across und QSAR kénnen und sollen bei der PBT-
Bewertung eingesetzt werden (Anhang XI REACH-Verordnung,
Leitfaden R.11).

— Anwendung (bzgl. PBT-Bewertung) beschrankt sich im Wesentlichen auf

» Darstellung der gesamten bekannten Datenlage
» Screening von PBT-Eigenschaften

 Weight-of-Evidence-Betrachtungen.

— Zur detaillierten Auswertung der Vorhersagen und ihrer REACH-konformen

Dokumentation ist Expertise notwendig.

— Im Rahmen des Vortrags wurden einige Beispiele gezeigt (OECD QSAR-

Toolbox, EPISuite, VEGA)

Eine Empfehlung bestimmter Programme ist nur fallspezifisch moéglich

25.09.2012, Bundespresseamt
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Umwelt
Bundes
Amt &

Fiir Mensch und Umwelt

Vielen Dank fur Ilhre Aufmerksamkeit!

Gibt es noch Fragen?

Source: vellex@sxc.hu

25.09.2012, Bundespresseamt

Dr. Marc Brandt
Umweltbundesamt

IV 2.3 Chemikalien

Worlitzer Platz 1

06844 Dessau-Rol3lau

Tel: +49 340/ 2103-2404
E-Mail: marc.brandt@uba.de
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