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In relation to the present category, ECHA took note of the generic compilation of

compositional information that was submitted by the Registrant in the updated category

justification document, following the request of ECHA within the draft decision previously ®0®
notified. However, while this generic data reveals structural similarity to some degree

among the category members, ECHA stresses several deficiencies.

@

Firstly, contrary to the explicit requirement of Annex XI, 1.5, the Registrant does not define 0
the category based on the structural similarity of the substances concerned, but persists in

relying exclusively on manufacturing processes and performance characteristics to justify

the grouping approach.

Secondly, the Registrant does not sufficiently qualify the compositional variability of the ®

substances concerned by the category in order to justify that the compositional variability i1 H ili
would not be such as to affect the determination of the actual hazard of the substances 4 Composmonal varia blllty not

concerned. sufficiently addressed to justify
Thirdly, the generic compositional data submitted only refers to the average carbon numbe . . .
distribution and average relative mass (%) of four major hydrocarbon classes. However, in determination of hazard (Vla
the absence of detailed compositional information on the substances concerned by the

category, including representative ranges of hydrocarbon classes content, ECHA considers read across)

that the respective hazards of these substances cannot be identified in a representative way
which does not underestimate the hazard.

Consequently, ECHA considers that the category 'Bitumens” does not fulfil the requirement
defined in Annex XI, 1.5. and does not allow the Registrant to meet the objective pursued
by the REACH Regulation. As a result and based on the information analysed by ECHA,

Annankatu 18, P.O. Box 400, FI-00121 Helsinki, Finland | Tel, +358 9 686180 | Fax +358 8 68618210 | echa.eurcpa.eu
» Category or grouping not
accepted
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these substances cannot be considered as a group, or category of substances under the
REACH Regulation, irrespective of the status of these substances under other legal systems.

& . .
..G. ...



e U U

-'.
PN, .- i
i el el
[

=
B

.....
<=

o

Kerosines

Straight-run Gas Oils

Cracked Gas Qils

Wacuum Gas Oils, Hydrocracke
Other Gas Oils

Heavy Fuel Oil Components
Unrefined / Acid Treated Oils
Other Lubricant Base Qils

. Highly Refined Base Qils

. Foots Qils

. Paraffin and Hydrocarbomn Waxe
. Slack Wax

. Petrolatum

. Untreated Distillate Aromatic B
. Treated Distillate Aromatic Extr
. Residual Aromatic Extracts

Bitumen

L
& ®
# - Py
o ® .
& -
&
solines)
Name EINECS definition CAS EINECS
Asphalt A very complex combination of high molecular weight organic compounds 8052-42-4| 232-490-9
containing a relatively high proportion of hydrocarbons having carbon
numbers predominantly greater than C25 with high carbon-to-hydrogen
ratios. It also contains small amounts of various metals such as nickel, iron,
or vanadium. It is obtained as the non-volatile residue from distillation of
crude oil or by separation as the raffinate from a residual oil in a
deasphalting or decarbonization process.
Residues (petroleum), |A complex residuum from the vacuum distillation of the residuum from 64741-56-6| 265-057-8
vacuum atmospheric distillation of crude oil. It consists of hydrocarbons having
carbon numbers predominantly greater than C34 and boiling above
approximately 495°C (923°F).
Residues (petroleum), |A complex combination of hydrocarbons obtained by treating a vacuum 64742-85-4| 265-188-0
hydrodesulfurized residuum with hydrogen in the presence of a catalyst under conditions
vacuum primarily to remove organic sulfur compounds. It consists of hydrocarbons
having carbon numbers predominantly greater than C34 and boiling
approximately above 495°C (923°F).
Residues (petroleum), [A complex combination of hydrocarbons obtained from the vacuum 92062-05-0| 295-518-9

thermal cracked
vacuum

distillation of the products from a thermal cracking process. It consists
predominantly of hydrocarbons having carbon numbers predominantly
greater than C34 and boiling above approximately 495°C (923°F).

In addition COMCAMWE has prepared the joint parts of the Registration Dossier for the following stand-

alones
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ubstances:

MKL dieselfuel (EC number331

-250-7),

Oxidised Asphalt (EC number 265-196-4)

Sulfur (EC number 231-722-6)
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lin®®gateer UVCI{ cafegcyles using a biologically based measure (gene

gzagd rather than use a chemical grouping.




.' .
L3

® ®°
....°0000

hﬁ"[ iS.requh,ed?




- @ * .. - . ° .. .'-!" °
L] » . . )
', el 0, S e WVhat is required: the
e’ oo 0 % *.°% |
o etiitee e L0 SYStEM
] oy .. o ® .. e
:............ !"i . ® ®
. -aoo...'..o _LNen e " -
® ‘. ey .. gﬂﬁi e o o ®
Sosss et e Alves .
.:.:..ﬂ ® ®
::.’:.’. ® Reference compounds
°%e%5° ® Abiological system
°®'% g’.:, ® A measure of gene expression
»:““::‘:o :::o..-. ® An algofritht
;'-'o.':'::::::° » ® Phenotypic,outcome measures
1 %2 % 0% .oooo.‘,{l ®
» ::':.:::.::0 oe o %0 o
0%t leel a0, 2 e
> o E o s © ... ° .. & ®e
@ s Qe (X ] ® *
- s e e ©
'l ; * e " .
o ® ® o o o °



» o weee e e " Whe! ks required: The cell
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W el type
S Common, widely used, lung Redox resistant
» @ A549 Lung (active NRF2)
X
o.‘ Common, widely used, ER receptor  Unstable. Many
:: MCF7 Breast clones exist.
: ® Metabolically competent Need to be
-
~ "HepaRG Liver differentiated
re Lung Represents target area

Microvascular

“ HLMVEC  Endothelial

) o Mammary A normal human mammary cells
, HMePC Epithelial Cell y
o® Commonly used Hypertriploid (62
» 4A375 Skin melanoma chromosomes)
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Epidermal Keratinocytes
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Hepatocytes

Brain Glia

Neurones
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What is required:

can differentiate into a
stratified squamous
epithelium

Commonly used;
sensitive to drugs

Not tumorogenic and
expressed some
differentiate markers.
Commonly used

Sensitive to apoptosis
and protein synthesis
inhibitors

Can form neurites with
adrenergic action

"o Introqucmg the cells

. g .

2n karyotype (46
chromosomes)

Re-arranged
chromosome 1 and
unstable karyotype

Mutant P53

Form two
phenotypes
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poptosis is g‘gakeric end point to toxicity is likely to be relevant

Il @roducts and UVCBs In particular.
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I R Phénotypic assays:

ote estsitittaees o lOxitlatiye stress

00000y %.% o0

Renal graft @
Glomeruloneph Burn
Degenerative retinal damage - Dermatitis e ©
e RS T Kidney —I"cyin | Psoriasis G sop1 D @—’ [Swes R0 Quter Membrane
« Angioplasty,
b @ Keshan disease H'*pump Hpump H'pump o
Heart : 4 4 4 Hleak
N ) SIS 1t (- (. o) :
° Gl deficiency) : <l £ 2
{ Ischemic Bowel : Loyt Feyiodnbine :
- ¢ Endotoxin Liver Oxidative Stress - bel c oxidase VATP,..
® _ Inju E— - e T UCP
ot — Joint I I 7 IV ANV
- > / Rheumatoid I e 7S )
| Vasospasm - Athritis l : :
Atherosclemsis | Multi-organ Lung : é}) =
— T il NADH § NAD* i
Radiation Brain Asthma i e e )
E‘Q'”Q Trauma ﬁHDS 4 O ]
ancer Stroke yperoxia . A
_ Inflammatory-immune Neurotoxins e ‘ e
2 injury Ischemia-Reflow  parkinson's Disease et ;
Matrix
® Diabetes Alzheimer's Disease
) = -~-wwew™ —
.0.. e l0000®
b ° o © ® o0® o - o @
B o® -
0% %0 00,000 " g0 ® v
L] ®e o o &
° ® 8 ® - ® - & ® @

»
Hypothesﬁs .’lha;communds within oil products, or more likely the metabolic

® reaction productsewifl cause redox stress in the cell
P & ® L
& & o L }) & o ®



e o

e o et s et s Phenotypic assays:

oo Lesaasnase,ste v, OXidaAtiVe stress

L
:
o

..;5

8
p0®
C-

o®

-400 -300 |2 -100 0 +100 +200

L mV

..... .....‘.‘.m- . |
v o Oxl!iaﬁ\ze:stlew has' beencitéd®s thescause of many potentially

% M&dw}n’dﬁg«? ggseasej:ype’. * . :
i .’ Tgl?ere are some Tonwoundsethat ®n genuinely redox cycle producing
reactivesoxygen © © ®
e Forqmost. tHou@’iﬁs likely to be a secondary effect of mitochondrial

: darg&geo = ® ..



T /@E}H " Phenotypic assays:
o.. A&?‘?/O/\I Reaction with H,0, OXIdatLve Stress

Luciferin Precursor

- N

- | \ -

- C=N

0 g @ O/C[S?_
eo_° H
L]
- 1 ROS-Glo™ Detectior
b4 o
-

Luciferin 0 )' Mi"‘“’ I“i“ *\ o
: NI Maijor
u HQ/O: Mj\(’o * aj

N “‘

) L
I ° .
I - Light
b B -

* __

\ Couugatlon
@ | » & Ld
o ° ® 4 o o ®



DMNQ — ROS Generation

A549 ROS Generation
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N henotyplc assays: protein
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. Pnline &z
~ Decreased translation of Dio3 mRNA is associated with drug-induced

hepatotoxicity

Kate M. DUDEK*', Laura SUTER¥, Veerle M. DARRASZ, Emma L. MARCZYLOS and Timothy W. GANTS!

*Systems Toxicology Group, Medical Research Council Toxicology Unit, Hodgkin Building, Lancaster Road, Leicester LE1 9HN, UK., fInstitut for Chemistry and Bioanalytics, School of
Life Sciences, University of Applied Sciences and Arts Northwestern Switzerland (FHNW), Griindenstrasse 40, 4132 Muttenz, Switzerland, Laboratory of Comparative Endocrinology,
Department of Biology, Section Animal Physiology and Neurabiology, KU Leuven, Naamsestraat 61, PB 2464, Leuven, B-3000, Belgium, and §Centre for Radiation, Chemical and
Environmental Hazards, Public Health England, Harwell Campus, Didcot, Oxfordshire 0X11 0RQ, UK.
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New Now in its second year, New Scientist Live is a festival of ideas
s d ent|St and discovery. It attracts tens of thousands of intelligent, curious

and scientifically literate visitors and is the perfect opportunity to 3

Ive 201, showcase your products and services directly to a unique consumer
e : audience. With areas dedicated to four main themes - Brain & Body,

28 SEP-01 0CT Technology, Earth and Cosmos - the show will demonstrate the role
ExCeL LONDON science, technology & engineering plays in shaping the world around us.

M Cesa N

BAE SYSTEMS

INSPIRED WORN

BACELS oy

""" 126 155

exhibiting companies  speakers

Including; Shell, European Space Including; Astronaut Tim Peake, Comedian Dara O Briain, broadcasters
Agency, BAE Systems, Blackwell's, Professor Alice Roberts and Adam Rutherford, Astronomer Royal Martin Rees,
BT, Natural History Museum & Tesla, Nobel Laureate Paul Nurse and world-leading experts bringing science to life.

Audience profile

49% 51%% 42y £68k

e Average income
Male Female Average age

| What our exhibit id...
40% | 20% | ur ex ors sal
i

Professionals Board/senior managemeht
1/ : £1 1 H1H “New Scientist Live combines an ideal mix for the
6 4 hrs b mllhon public: high quality content, well presented and
made entertaining by well-selected speakers. For
exhibitors, it offers excellent media exposure, an
o - ideal public and a great location.”
how spend =t

Margherita Buoso, European Space Age

Dwell time at the show
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I NEED YOU TO
ASSEMBLE A HUGE
AMOUNT OF TOTALLY
INCOMPREHENSIBLE

MAKE IT BORING
S0 NO ONE LOOKS AT
IT TOO CLOSELY. T™M
ATMING FOR QUANT —

ITY OVER QUALITY.

Dilbercom  DilberCanoonsigmail com

Cat-App

I HAVE A NO ONE
BAD FEELING WOULD PAY

YOU TO
ABOUT THIS. FEEL GOOD.
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Reference Compounds

» Mitomycin C

» DMNQ

» Triton-X-100

» Hygromycin B

> XXXXX7?7?7?

> XXXXX7?7?7?

> XXXXX7?7?7?
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Mitomycin C — Caspase Activity

A549 P95 Caspases 3/7 Activity
30000 -

20000

RLU

10000 -

-

NNy i“‘gk@i;ﬂ? éﬁﬁ'{gﬁf@ ﬁ?ﬁ S ‘_ﬁ@@

Mitomycin C / ng/mL

Cat-App

A549 Cells P102 Caspase Activity
40000 -

30000
-
—1 20000 -
14

10000 -

D .
¥ AR B D B AT AL DD D OO
& SRR

Mitomycin C / ng/mL




Mitomycin C — Caspase Activity
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DMNQ — ROS Generation

A549 ROS Generation
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Triton-X-100 — Cell membrane integrity

A549 Cells P95 20170202
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RFU 52820 nm

Cat-App
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Plate Design for Chemical Exposures

1 2| als] 6 | 7| 8| o | 10| 11| 12| 13] 1a] 15| 6] 17 ] 18] 190 |20]21]22]2] 24

A
B 1]2]3a] 5 6 7 8 o [ 10 . 117 | 12 [ 13| 14 | 15 [ 16 [17] 18 ]19] 20
] 21 |22 23 |2a] 25 | 26 | 27 | 28 | 290 | 30 0 31 | 32 | 33 | 34 | 35 | 36 |37 38 |39 40
D] ASSAY SPECIFIC CONTROLS MED PMSO (pure ASSAY SPECIFIC CONTROLS

E]

| 51 |52| 53 |54| 55 | 56 | 57 | 58 | 59 | 60 A 61 | 62 | 63 | 64 | 65 | 66 |67 | 68 | 69| 70
G| ASSAY SPECIFIC CONTROLS MED =« PMSO (pure ASSAY SPECIFIC CONTROLS

H] 71 |72 73 7a] 75 | 76 | 77 | 78 | 79 | s0 : R11 | R12 | R13 | R14 | R15 | R16 |R17| R18|R19]R20
] s =

Kl 81 |82| 83 |8s| 85 | 86 | 87 | 88 | 89 | 90 S o1 | 92 | 93 | 94 | o5 | 96 |97 98 | 99 [ 100
K| ASSAY SPECIFIC CONTROLS MED = O PMSO (pure ASSAY SPECIFIC CONTROLS

L

M 101 |102| 103 | 104| 105 | 106 | 107 | 108 | 109 | 110 O 111 | 112 | 113 | 114 | 115 | 116 |117] 118 119 120
N ASSAY SPECIFIC CONTROLS MED PMSO (pure ASSAY SPECIFIC CONTROLS

o] 121 |122] 123 | 124] 125 | 126 | 127 | 128 | 120 | 130 : 131 | 132 | 133 | 134 | 135 | 136 [137] 138 [139] 140
=)

Hygromycin B 0; 10; 20;

40; 55; 67.5; 80; 100 uM
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Upcoming Work O

1. Complete ROS curves, Hygromycin B preliminary data
Chemical exposures of A549 and MCF-7 cells
Establish HepaRG Cells & expose to chemical

~ W DN

Compare A549 and MCF-7 data with primary lung and breast cells
(HLMVEC; HMePC)

5. Alongside — prepare TempO Seq plates and set up sequencing at PHE.
6. Set up ATP activity assay.

7. Further Cell line order of use to be confirmed.
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