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Introduction

This Annex is sent to registrants receiving an information letter in the context of the
Substance Identity screening campaign®. This Annex provides you with more information
on the different issues that may have been detected in your dossier, as well as the
recommended next steps. Please note that all the issue types covered in this campaign
are described here, so you may find sections that are not relevant for your dossier.

Steps to address potential substance identity shortcomings
« Identify the specific issue types in your information letter

! For more information about IT screening campaigns go to: http://echa.europa.eu/support/how-to-improve-
your-dossier/screening-activities
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« Read carefully the instructions related to the specific issue types indicated in point
a) of this Annex

« Address specific issues in your dossier by providing missing information and/or
revising the existing data in your IUCLID file as appropriate

+ Use the Validation Assistant plug-in (former TCC plug-in) with the Dossier
Quality Assistant tool to verify the information provided in your updated
dossier, as explained under point b) of this Annex.

+ Analyse any other issues that the Dossier Quality Assistant identifies and address
them as appropriate. Please note that you may find issues that are not covered
by this letter.

+ Submit your updated dossier as explained in point c) of this Annex

If you have questions about the content of this letter and the information in the Annex,
please contact ECHA via the ECHA Helpdesk at http://echa.europa.eu/contact/helpdesk-
contact-form selecting 'I have a question related to a REACH/CLP submission’. Please
indicate in the subject of your question: ‘SID2014' in order to facilitate the processing
of your question.

a) How to address specific issues listed in the
information letter

Please check which of the following issues were detected in your dossier (see the
information letter) and address them as appropriate:

Issue type 1: Missing concentration ranges

The information on the lower and upper limit of the concentration ranges for
constituents, impurities and additives, as well as their typical concentrations, is
necessary to understand the variability in the composition of the registered substance for
the purpose of determining substance identity and substance sameness. This information
is also essential to assess the validity of categories and read-across arguments.

Please provide for every constituent, additive and impurity, the typical concentration and
the concentration range (minimum and maximum value) with consistent units
(preferably % (w/w)) inside the block of the constituent, additive or impurity in IUCLID
section 1.2 (see the screenshot below). Values must be representative for the substance
as manufactured or imported by the registrant; theoretical values should not be
reported.

Constituents

ca. 35 % (W/w) water [ water / water / 7732-18-5 IR N

[ |

Reference substance | (f1 water / water / water / 7732-18-5 |[>]3]

EC number EC name

[231-701-2 | [water |

CAS number CAS name

|7732-18-5 | [water |

IUPAC name

[pmer \

iorf[ca. =] (35 % cww =]
R R

Remarks |

Typical

Concentratio

66 % (w/w) josamycin / 6-{[6-{[4-acetoxy-10-hydraxy-S-methoxy-9,16-dimethyl-2-oxa-7-(2-oxoethyhoxacyclohexadeca-11,13-dien-6-yloxy... ¥ + ° & | ¥
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Screenshot of IUCLID showing typical concentration and concentration range.

ECHA expects that all fields related to the concentration (typical, minimum and
maximum) are provided. In some cases, the absence of concentration ranges is not
highlighted in the letter because the typical concentration value is considered to provide
sufficient characterisation of the constituent/impurity/additive.

Exceptional cases: Please note that in some exceptional cases you may have to report
a theoretical first composition which does not correspond to the substance as
manufactured/imported. Such cases are the registration of an individual constituent of a
multi-constituent substance, the registration of an anhydrous form covering also
hydrated forms of a substance, and the registration of an element in smelted alloys. In
these cases, you are advised to provide the theoretical value 100% for the degree of
purity of the composition and theoretical concentration values in the typical
concentration and concentration ranges fields for the constituent(s). The reason for
providing a theoretical composition must be clearly stated in the “Brief description” field
of the reported composition.

Further information is available in chapters 4 and 8 of the Guidance for identification
and naming of substances under REACH and CLP and in chapter 2 of the Data
Submission Manual Part 18 - How to report the substance identity in IUCLID 5 for
registration under REACH (links available under point d) of this Annex).

Dossier Quality Assistant: The Dossier Quality Assistant tool verifies that all
concentration values have been provided.

Issue type 2: Typical concentration outside of
concentration range

The typical concentration in IUCLID section 1.2 should be indicated for each constituent,
impurity and additive, and should be within the specified concentration range. An
inconsistent typical concentration casts doubt on the reliability of the composition
information. Please ensure that for every constituent, additive and impurity the typical
concentration falls inside the corresponding concentration range. Values must be
representative for the substance as manufactured or imported; theoretical values should
not be reported.

Dossier Quality Assistant: The Dossier Quality Assistant tool verifies that a typical
concentration is given and is inside the corresponding concentration range.

Issue type 3: Composition reported with no constituents

Each composition in IUCLID section 1.2 must be described using at least one constituent.
To this end, a block needs to be created under ‘Constituents’, the appropriate reference
substance linked, and information on the concentration range and the typical
concentration provided. Further constituents, impurities and additives should be
specified as appropriate.

Validation Assistant plug-in: The Business rules and Technical Completeness Check
modules of the Validation Assistant plug-in verify that each composition contains at least
one constituent, and that each constituent is identified by a reference substance.
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Issue type 4: Low or ambiguous degree of purity for
well-defined substances

A low or very wide degree of purity range indicates great variability in the composition of
the registered substance and it raises questions about whether the dossier covers a
single substance. Please re-assess whether the purity accurately describes the substance
as manufactured/imported, and perform the relevant adjustments of the purity
information. If the degree of purity is indeed accurate you are requested to include a
justification in the “Brief description” field of the composition to why such a low/wide
purity occurs in the manufacture/import of this substance.

The degree of purity should correspond to the purity of the substance as manufactured
or imported and should therefore not be theoretical. The degree of purity should be
consistent with the concentration ranges.

Dossier Quality Assistant: The Dossier Quality Assistant tool does not verify low or
ambiguous degree of purity information.

Issue type 5: Unidentified constituent or impurity
present at significant concentration

Well-defined substances. For well-defined substances, the constituents are expected to
be present at 280% (mono-constituent) or 210 - <80% (multi-constituent) and should
be identified completely by substance identifiers, including EC and CAS information
(where applicable), a chemical name, and molecular and structural information.
Impurities present at a concentration >=1% should be identified by at least one of the
following identifiers: chemical name (IUPAC and/or CAS name), CAS-number and EC-
number and/or molecular formula. Impurities that are relevant for the classification
and/or PBT assessment shall always be specified, independently of their concentration.

UVCB substances. For UVCB substances, all known constituents and all constituents
present at concentrations = 10% should be individually identified by substance
identifiers, including available and appropriate EC and CAS information, a chemical
name, and molecular and structural information. Constituents that are relevant for the
classification and/or PBT assessment of the substance shall always be identified,
independently of their concentration. Due to the lack of differentiation between
constituents and impurities, the terms ‘constituents’ and ‘impurities’ are not regarded as
relevant for UVCB substances. Instead, all constituents should be reported under the
‘Constituents’ heading in IUCLID section 1.2. Unknown constituents should be identified
as far as possible by a generic description of their chemical nature. A reference
substance should be created for each group of unknown constituents presenting a
common chemical feature, as illustrated in chapter 2.1, figure 5 of the Data

Submission Manual Part 18 - How to report the substance identity in IUCLID 5 for
registration under REACH.

Further information is available in chapters 4 and 8 of the Guidance for identification
and naming of substances under REACH and CLP and in chapter 2 of the Data
Submission Manual Part 18 - How to report the substance identity in IUCLID 5 for
registration under REACH (links available under point d) of this Annex).

Dossier Quality Assistant: The Dossier Quality Assistant tool does not verify the
presence of insufficiently identified constituents or impurities.
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Issue type 6: Well-defined substance with inconsistency
between degree of purity and constituent
concentrations?

For well-defined substances, the degree of purity shall correspond to the overall
concentration range of the constituents. Please note that in absence of lower or upper
bounds in the purity/concentration ranges, some assumptions are made e.g. maximum
purity/concentration assumed to be 100%, same figure for lower and upper bound, etc.

a) The sum of the maximum concentrations of all the constituents should never be below
the maximum degree of purity. E.g. if the maximum concentrations of the constituents
only add up to 90%, this is not compatible with a maximum purity of 95%.

Therefore, the following is expected:

n

z ™ = purity™* (6-1)

i=1
(c™; = maximum concentration of constituent /; n = number of constituents in a given
composition)

Degres of purity
[

> = [ [ <= i 50 %t

Constituents -

ca 45 N (ay'wh josamycin § G-{[6-{[4-ac 10=hy hi 8,16-dimethyl-2 7= lah deca-11,13-di .. ®& L B

e
Referenice substance [ 3 jusamycin / 8-{18-(14-acthary-10-Tydrasy-5-methory-8,16-dmethyl-2-ana-T-(2-axaethylaxacycubesadeca-11,13-di - | 3| 3]
EC number. EC name
240-871-6 | liesamycin
CAS number .fﬁﬂﬂml"
1GU46-24-5 | Fosamycin

IPAC Pame

{16-{1; Xy=19 ¥ hoy-3,1 l= 2= 0000 =2 ) 1.13-i oy -4 -(dim ethy
laminn)-5- hydrawy - 2 -methyirerraby drn- 2H-pyran-3-yljowy |- 4 -y drowy -2, 4-dim ethyleetrabydro - 2H-pyran-3 -1 3-methyinuraname |
nem-preferred name)

Typicsl concerarstion | ca w| |45 % 0w ¥

Concentration range [ > = |28 I';- =] [eb |5 gy = I
Remarks
CB. J5 % (w0 water [ water [ water { 7732-18-5 L] P X
P

Reference substance | (] water [ water / water J 7732-18-5 >
EC number EC name
231-791-2 waer
CAS rumber CAS name

7732-18-5 | [wnner
IUPAC name

amer

Typical concentration | ca =] |35 N bwfwh =

Concentration range | >= w| (20 |L‘-_. »| [en 1% ot | [

Remaris

Screenshot of IUCLID showing that the sum of the maximum concentrations of all the constituents is above the
maximum degree of purity (60% + 60% = 90%).

Similarly, the sum of the minimum concentrations of all the constituents should never be
above the minimum degree of purity. E.g. if the minimum concentrations of the
constituents add up to 90%, a minimum purity of 85% cannot be obtained.

? please note that all the examples included in this issue type are fictional. Their purpose is only to illustrate the
relevant fields that need verification and consistency.



"ECHA

EUROPEAN CHEMICALS AGENCY

Therefore, the following is expected:

n
Z c™Mt < purity™n (6-2)
i=1

(c™". = minimum concentration of constituent i; n = number of constituents in a given
composition)

Degree of purity

LE
== e &= | (o =

Constituents

¥ad
ca. 45 % (wjw) josamycin / 6-{|6-{[4-acetoxy-10-hydroxy-5-methoxy-9,16-dimethyl-2-0xo-7-(2-oxoethyloxacyclohexadeca-11,13-dien-6-yil.. & + & @& | X
- \
Reference substance | [T josamycin / 6-{16-([4-acetaxy-10-hydr, 1 2-0x0-7-G yelonexadeca-11,13-aic || 3 3] #
EC number EC name
[240-871-5 | [fosamycin |
CAS number €AS name
[15845-24-5 | [jasamycin |
IUPAC name
6-([6-{[4-acetoxy-10-hydraxy 1 2-0x0-7 yclohexadeca-11,13-dien-6-yl]oxy - 4-(dimethy
Iaming)-5-hydroxy— ~2H-pyrs Joxy}-4-hydroxy-2,4-di ~2H-pyran-3-y| 3-methyloutanoate ¢
non-preferred name)
Typical concentration [ ca. =] [a5 [ % e ~]
Concentration rar\gel:‘ [ ‘“:/ [0 | [ crwn =
Remarks |
ca. 35% (wjw) water / water / water / 7732-18-5 & & L
(B \
Reference substance [ [ff water / water / weiter f 7732-18-5 Hﬂ@ 7
EC number EC name
[231-7912 | [warer |
CAS number CAS name
[7732-128-5 | [warer |
IUPAC name
[water |
Typical concentration [ca | 35| [Kouw v
Concentration rangel@ I \IE-\ [0 | [~
Remarks | |

Screenshot of IUCLID showing that the sum of the minimum concentrations of all the constituents is below the
minimum degree of purity (25% + 20% < 70%).

b) A constituent should not be present at a concentration higher than the maximum
degree of purity. E.g. the typical concentration of one constituent cannot be 97% if the
maximum purity is 95%.

Therefore, the following is expected:

¢; < purity™** (6-3)

(¢; = maximum, typical or minimum concentration of any constituent j in a given
composition)
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Degree of purity
=
E L ] |x= = lo0 | [ oo =] [
Constituents -
¥ aé
©a 45 K dwfwh josamycin / §-{18-{1 ¥ i ¥ -8, i 1 .o & & ¥ )M
L=
Reference substance | 187 josumycin | 6-{16-{[4-atetany-10-hydroxy-5-methoxy -3, vi-2-orna-7-(2 11 13-dn ZjI:J
EC number EC name
|z40-871-6 %] [osamycin i
CAS rumber CAS rame
[168a6-2a-5 4| [osamyein A |
WPAC name
|6-[[€ {[4-ncerouwy-10-hydray-5-methay -9, - 2-a -7 -2 ¥ 11,13 dien-E-yi]awy]-4-idimety < |
tasmirig)-S-hydroxy 2H-gryran=3=yljoxy}-4-hydroxy=2,4 2H-py 341 3 L)
|non-greferrea names
Typleal concerrntion E :E % fwfw) =
Concentration range = = [15 I_T-—-\ 0 | {5ty = |
Remarks . d
3 35 5 (W) water [ watter  water. 7732-14-5 E R IR AN
Lr d
Reference SUbSTance | [f] water | water | water [ 7732-18-5 o B ES

Screenshot of IUCLID showing that constituent 1 is present at a concentration which is consistent with the
maximum degree of purity (60% < 90%).

(c”P; = typical concentration of constituent i; n = number of constituents in a given
composition)

Degres of purity

|
(= = [ || === [0 | [0 =]
L
Constituents
L
ch A5 % twiw Joskmycin f 5 s 11 & R
LP I
Raference substance | 181 josamycin / 6-[16-(1 V-10-hydroiey ¥-3. f1-2-0xa- 13-an % [ ]
EC number EC name
240-871-8 4| [jasamyrin |
CAS num ber CAS name
16846-24-8 4| [josamycin |
IPAC name

&-{I6-{{4-acetowy - L0-kydrovy-5-methexy-9,16-dimehyl-2-oxe-7-(2-sxomhyhoxacyclahexadrca-11,13- dien-6-yijawy) -4 (dlmrmy 4,
laming)-5-hydroxy-2-methyltetratydro-2H-pyran-3-yljoxy }-4-bydroxy-2,4 ZH-pyran-3-y1 3
nen-praferred name

wpo(urnnrrmmmn 45 | % (e =1 I

Concertration range | = ¥] |25 1=+ [e [twiw =]
Reemarks |
Cn 35 K (wjw) water | water fwaner [ 7732-18-5 s I
F

Reference substance [ 07 waer [ warer f water [ 7737-18-6 = j-:,' -
EC number EC name
251-781-2 4] [water 3]
CAS number CAS name
TT32-18-5 | [water A
IUPAC name
water

Typcl concentration

Conceranion range [ 3= = 20

Remarks |

Screenshot of IUCLID showing that all constituents are present at a typical concentration consistent with the
maximum degree of purity (45% +35% < 90%).

c) The maximum concentration of each constituent added to the minimum
concentrations of the remaining constituents must not be higher than the maximum
degree of purity of that composition.
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Therefore, the following is expected:

n

max min ., max

"+ E """ < purity
j=1, j#i

(™, = maximum concentration of constituent i; ¢™;

(6-5)

minimum concentration of

constituent j; n = number of constituents in a given composition)

Degree of purity

Ll

.
= == [e | [ssour =]

Constituents

¥Aad
ca. 45 % (wjw) josamycin / 6-(6-([4-acetaxy=10-hydr L 2-0x0-7 lohexadecar1l 13-dien-6-yIl.. & .~ 3 & | &
[ \
Reference substance | (1 josamycin / 6-{[6-{[4-zcetoxy-10-hydr 1 2-0x0-7 yelohexadeca-11,13-dit ™ (][]
EC number ECname
[za0-871-6 | [osamyen |
CAS number CAS name
[16845-24-5 | [iosamyein |
IUPAC name
6-{(6-{[4-acetaxy-10-hydre 1 2-ox0-7-2 cytlohexadeca-11,1 Joxy}
lamino)-5-hydroxy- vdro-2H-pyr Joxyl-4-hydroxy-2,4 -2H-pyran-3-yl 3-methylbutancate (
|nen-preferred name)
Typical concentration [ca v| [45 | [soww =]
Concentration range |Z‘ [z | |E [s0 |5 oy =] |
Remarks |
ca 355 (wjw water / vater / water / 7732-18-5 248X
(2 |
Reference substance [ [T water / water / water / 7732-18-5 ‘S"i‘ 7
EC number EC name o
[232-701-2 | [pater ]
CAS number CAS name
[7732-18-5 | [ter |
IUPAC name
[water ]
Typical concentration [ca. w| [35 | [soww v]
Concentration rang: E [20 | E| [0 | [sewim ~]
Remarks | |

Screenshot of IUCLID showing that the maximum concentration of constituent 1 added to the minimum
concentrations of the remaining constituents (in this case, constituent 2) must not be higher than the

maximum degree of purity (60% + 20% < 90%).

Dossier Quality Assistant: The Dossier Quality Assistant tool verifies the consistency
of the degree of purity and the constituents’ concentration ranges, provided these have

been properly indicated (complete ranges, same units).
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Issue type 7: Well-defined substance with inconsistency
between degree of purity and impurity concentrations?®

For well-defined substances, the impurities and the degree of purity shall together sum
up to 100% of the composition. These scenarios are similar to the ones described under
issue type 6. Please note that in absence of lower or upper bounds in the
purity/concentration ranges, some assumptions are made e.g. maximum
purity/concentration assumed to be 100%, same figure for lower and upper bound, etc.

a) As a consequence, it is expected that the sum of the minimum concentrations of the
impurities is consistent with the maximum degree of purity; and the sum of the
maximum concentrations of the impurities is consistent with the minimum degree of
purity . These two values are consistent if their sum does not exceed 100%.

Therefore, the following is expected:
n
purity™®* 4 Z ™" < 100% (7-1)
i=1

(c™". = minimum concentration of impurity i; n = number of impurities in a given
composition)

Degree of purity
P T 1
(B [ (=) B | [Fewin ]
L
Constituents
[ ¥a &
.83 % W/w) piperylone / 4-ethyl-2-(1-methylpiperidin-4-yl)-S-phenyl-1,2-dihydro-3H-pyrazal-3-one / 2531-04-6 ¥ I ‘
Impurities
¥ 2 &
< 9% (wfw) bromachlaredifluoromethane / bromoichloraydifluoromethane / bromochlorodifluoromethane / 353-59-3 P
e
Reference substance | 1§ bromochleradifluaramsthane / broma(chlere)difluaremsthane / bramochloradifluaramethane / 353-59-3 I )||R\ i
EC humber EC hame o
[206-537-9 | [eromochiorodifiuoromethane |
CAS number CAS name
[353-503 | [remschiorodifiuoromethans
IUPAC name
[Bramachtorojaifiuorom ethane |
Typical concentration [ < v [g [T
Concertration range| =~ 3 | E| 10 % owiw v
Remarks
[] this impurity is considered relevant for the classification and labelling of the substance
<8 % (wfw) chlortetracycline / 7-chloro-4-(dimethy ,6,10,12,123-pentahydroxy-6-methyl-1,11-dioxo-1,4,42,5,53,6 11,1 2a-octahydrot.. & + 7 & | ¥
[
Reference substance \ T chlortetracycline / 7-chloro-4-(di ina)-3,6,10,12,12a-p hyl-1,11-dioxo-1,4,4a,5,53,6,11,12a- - H)" 7
EC number ECname -
‘20\)—31—7 ‘ [ehiortetracyciine |
CAS humber CAS name
[57-62-5 | [eniortetracyciine
IUPAC name
7=chlors )-3,6,10,12,122-p -6-methyl-1,11-dioxo-1,4,42,5,53,6,11,12a-0ct ahydrotetracene-2-carboxa ‘
mide
Typical concentration < ~| [e [ % coren =]
Concentration range [ > ~] |5 ==+ 2 | [z 00w =]

Screenshot of IUCLID showing that the sum of the minimum concentrations of the impurities is consistent with
the maximum degree of purity (90% + (3% + 5%) < 100%).

? Please note that all the examples included in this issue type are fictional. Their purpose is only to illustrate the
relevant fields that need verification and consistency
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n
purity™m + z " > 100% (7-2)

i=1

(c™; = maximum concentration of impurity /; n = number of impurities in a given
composition)

Degree ol purnty

P
IRETET
Constituents
s T .’..
ca BI K twiwh paoeryione f phenyi-1, 4 By Jrone [ 2531-04-6 ¥ | M
Impurities
¥ %
< B K (wfwh i r i i £353-58-3 ® + 9B
G
Refererice substance [ raramethane | ko TErema IMuaramethane / 353-59-3 I3[ 7
EC number EC name =
206-527-9 bromochioraaiiucrom éthane
CAS number a5 name )
353-59-3 bromechlorodiflucromethane
IPAL name

bremoichioropdiflvoromethane

Typictl concentration [ < v |2 25 oorwr ]
— e = : -
Cencentration range > w| [3 I <m | 110 W i v ]
Pemarks |

| thes impurity 15 considered refevant 1or the ciesafication and fabelling of the suBstance

< B % () chiorietracycine / 7-chlora=4-(di ing)-3,6,10,12,12 Gemetbryl<111-diono-14,405 506,111 2e-octahyarot.. & & ° b | M
E

Refarance sibstance [ chiaretracycine | 7-chiaro- 4-(dimetbylaming)-3,6,10,12,124- perabydr ey -&-metbyl-1,11 -dhoxo-1,4,40,5,58,6,11 170-c || (3
EC number EC name =
[Fog-3a1-7 chiartetracycling
CAS number Casname
57-62-5 | [chiortsiracycline
IUPAL name
Tocht % 3,6101212 hyl-1,11-dioxu-1,4, 425,55 6,11, 12a-octabydroteiracene-2-carbons
mide

Typicsl concentration | < = i % D v |

Concermrainnrange (> | [& | == %ty =] 1

Screenshot of IUCLID showing that the sum of the maximum concentrations of the impurities is consistent with
the minimum degree of purity (80% + (10% + 12%) = 100%).

b) An impurity should not be present at a concentration which is not consistent with the

minimum degree of purity. E.g. the typical concentration level of an impurity cannot be
15% if the minimum purity is 88%.

Therefore, the following is expected:
purity™™® +¢; < 100% (7-3)

(¢ = maximum, typical or minimum concentration of any impurity in a given
composition)

10
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Degree of purity

| s mrw <]

[ ®
] T

Constituents

ca 83 % (w/w) piperylone / 4-ethyl-2-(1-methylpiperidin-4-yl)-5-pheny|-1,2-dihydro-3H-pyrazol-3-one / 2531-04-6

Impurities

< 8% tw/w) bramachlorodifluoramethane / bromotchlorojdifluaromethane / bromochloradifluoromethane / 353-59-3

¥ x4
¥ :@\x‘
¥2e
& a8 h|X

o

Reference substance | I bromochlorodiflusromethane / bromo(chloro)difiuoromethane / bromachlorodifluoromethane / 353-59-3

EC number EC name

[206-537-5 | [Bromschioradifiusromethane |
CAS number CAS name

[353-59-3 | [Bromschioradifiusromethane ]
IUPAC name

[bromaichioro)difiusromethane

Typical concentration (< v| (3 | [moww ~
Concentration range [ > =] [3 | | <=~] |10

[ T <]

Remarks |

[ this impurity is considered relevant for the classification and labelling of the substance

< 8% (w/w) chionetracyciine / 7-chloro-4

wylaming)-3,6,10,12,12a-p

y 1,11-dioxo-1,4,42,5,52,6,11,12a-octahydrot

®% 3

LB

LrE

Screenshot of IUCLID showing that impurity 1 is present at a concentration which is consistent with the

minimum degree of purity (80% +10% < 100%).
n
purity™m + Z ¢’ < 100%
i=1

(c”P; = typical concentration of impurity i; n
composition)

Degree of purity

(7-4)

number of impurities in a given

o
[0 || <=~ [on RET

Constituents
[ ¥ 2

ca. 83 % (wjw) piperylone / 4-ethyl-2-(1 p 1-1,2-dihydro-3H-pr J2531-04-6 ¥ S NI |
Impurities

¥ A&
< 9% (w/'w) bromochlorodifiuoromethane / broma(chloroydifluaramethane [ bromochlorodifluarom ethane / 353-59-3 Rou B EIR

L™

Reference substance | I bromechlorodiflucremethane f broma(chlara)difiu,

/bramac /353-59-3 «|@@ Vi
EC number EC name.
[206-537-2 %] [bromochiorodifiucromethane N
CAS number CAS name
[353-59-3 | [bromochiorodifiuaromethane 3]
IUPAC name

[bromotchlora)difiuaromethans

Typicsconcentrsnd [<_~| 5| [mowwv] |
Concentration rangs [ > ~| [3 [ ==~ '\w

| [ omm =

Remarks |

[] this impurity is considered relevant for the classification and labelling of the substance

< 8% (w/w chiortetracycline f 7-chior

,6,10,12,12a-p yl-1,11-dioxo-1,4,43,5,52,6,11,12a-octahydrot

R+ 3

CERE

=

Reference substance | I chiortetracycline / 7-chlora-4

,6,10,12,12a-p

hyl 1,11—d\nxn—1,4,43,5,53,6,11,12&—:-\”EJ@\,9‘-‘-

EC number EC name

[z00-341-7 L] [entortetracyeiine

CAS number CAS name
[57-52-5 | [ehlortetracyciine 1]
IUPAC name
7-chior ,6,10,12,12-pentahyaraxy 1,11-dioxa-1,4,43,5,50,6,11,12a-0ctahydratetracene-2-carboxa ‘
mide
Typ\za\tnr\temr’alml % (Wi * |
_Cancertration range [ > v[ [5 I [z | [ =]

Screenshot of IUCLID showing that the sum of the typical concentrations of the impurities are consistent with

the minimum degree of purity (80% +(9% +8%) < 100%).
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c) The maximum concentration of each impurity added to the minimum concentrations
of the remaining impurities, should be consistent with the indicated minimum degree of
purity. The maximum concentration level of an impurity added to the minimum
concentrations of the remaining impurities and to the minimum purity level of the
substance cannot exceed 100%.

Therefore, the following is expected:

n
purity™™ + c:nax + Z cjmi” < 100% (7-5)
j=1, j#i

(¢, = maximum concentration of impurity i; ¢™; = minimum concentration of impurity
Jj; n = number of impurities in a given composition)

Degree of purily

"
T e
Constituents
L]
£a, B3 K fwjad piperyione | 4-ethyl-2-(1-methyipiperidin- -yl -S-phenyl-1, 2-dibydeo - 3H-pyrazal-3-ong | 2531-04-8 ¥ * | X
Impurities
¥ &
< 5% fefn + 1 /353803 i BBIX
P
Reference substance [ 757 pramochia . T Bram ogehioro)din . ramec hane [ 353-55-3 >3
EC number ECname
206-537-9 bromuthlerodifluoromethane
CAS number A5 ame
353-59-3 bromochlorodiflugromethane
IURAC Aam e
bromo{chioroidiflucremethans
Typical concentration (< «| |g N twfwy w
Concernrarion mnge | > w| |3 ]:- =T T% o = [
Remarks
this impurity i3 considered relevart for the classdicarinn and labelling of the substance
< 0% tww) Chiortetracycling | 3,6.10,12,1 yi=1,11-diexo-1,4,43,5,506,11,1. porot., R 4 @ N
P
Reterence substance [ g1 17 1 n10}-1,6,10,12,128-pentaby droxy -E-methi-1,11-dioxo-1,4,48,5,58,5,11, 12a-c || 3| 3]
EC number EC name
200-341-7 [eniameracyciine
CAS number CAS name
£7-62-5 [enlammraryeline
IUPAC name
7-chinra-4-(dimethylaming)-3,6,10,12,12a- pemanydray-6 -metyl-1,11-dioxe- 14, 40,5,52,6, 11,1 2a-0ctahydrotetmcene - 2-carbovn
mide

Typéctl concentration | < w| 18 %t T

SRRy "'“" i L | omhey g

Screenshot of IUCLID showing that the maximum concentration of impurity 1 added to the minimum
concentrations of the remaining impurities (in this case, impurity 2), should be consistent with the indicated
minimum degree of purity (80% +10% +5% < 100%).

Dossier Quality Assistant: The Dossier Quality Assistant tool verifies the consistency

of the degree of purity and the impurity concentration ranges, provided that these have
been properly indicated (complete ranges, same units).
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Issue type 8: No spectral and analytical information
provided

Sections 2.3.5, 2.3.6 and 2.3.7 in Annex VI of the REACH Regulation require
registrations submitted according to Article 10 to include specific spectral and analytical
information in section 1.4 of the technical dossier. The analytical data is a crucial part of
the registration dossier in order to verify the information on the composition and
therefore the identity of the registered substance. The analytical data including the
description of the analytical methods and the actual results of analysis shall be reported
in IUCLID section 1.4. This section consists of two parts:

+ Analytical information: The description of analytical methods used for the
identification and quantification of your substance including all constituents,
impurities and additives, and/or corresponding references should be given in this
section. The description must enable the analysis to be reproduced by an
analytical expert. You are expected to attach a document by clicking the paperclip
button ([%). (Please refer to the screenshot below).

& substance: Dioctyltin bis(2-ethylhexyl mercaptoacetate) / 2-ethylhexyl 10 =

Analytical information

[

Analytical methods | gescription for purity determination by GC -TCD detector (after derivatization) as described in the report below:
and spectral data ||gentity is justified with usual organic methods (Ir,UV-vis, NMR. spectrometry).

I - eri_dote_purity.pdf / 131,27 KB ”

Optical activity |not ralevant

Screenshot of IUCLID showing the attached document in Analytical information in Section 1.4.

Please note that you can only attach one file in this section. In case more than one file
with description of the analytical methods needs to be attached, you may attach these
additional files in the section “Results of analysis” by creating repeatable blocks.

« Results of analysis: The result of analysis block is intended to give you the
possibility to provide information on the results of analysis and attach items like
chromatograms and spectral data by clicking the paperclip button ([%/). (Please
see the screenshot below; note that you can only attach one file in each field).

« In terms of spectral data, you must provide, as a minimum, UV/Vis, IR and either
NMR or mass spectra. In addition, HPLC or GC (as appropriate) chromatograms
must be attached. For inorganic solid substances the XRD diffractogram and
results of an elemental analysis (e.g. ICP or AAS) must be provided (when
applicable). If it is not technically possible or if it does not appear scientifically
necessary to provide such spectral data, a valid scientifically based justification
must be given in this section of your dossier (see screenshot below). In case
when other alternative or complementary analytical methods were used for
identification and quantification of your substance, please provide respective
results in this section.
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Results of analysis
¥y¥a+P
Spectrophotometry £ e X
Analysis type |Spectrophotom etry
Tested substance |calcium dichloride
Method used [AAS
[ 5 2Aspar /2463 k8 %
Remarks :|
Chromatography R ¥ WM
Analysis type :Chrom atography
Tested substance
Method used |GC
. [h)
Remarks (€35 Chromatography is not applicable method for the analysis of the registered substance as
it is an inorganic solid

Screenshot of IUCLID showing the recommended way to report the analytical results and the justification why
some of the required results were not provided.

Please note that the analytical data must be generated on the substance as
manufactured/imported. Data copied from other EU manufacturers/importers, generated
on a sample provided from a different manufacturer/importer, or generated on a
different substance is not acceptable. Please note that even if you are registering a
substance being imported into a mixture, you still need to provide analytical information
on the substance as such.

Please note that this issue may be triggered by the fact that the attachment is corrupted
and it cannot be open.

Further information on the required spectral and analytical data, including the
description of the analytical methods, is available in Appendix II chapters 10-12 of the
Guidance for identification and naming of substances under REACH and CLP (links
available under point d) of this Annex).

Dossier Quality Assistant: The Dossier Quality Assistant tool can verify whether an
attachment is present in section 1.4 of the dossier, but not whether the adequate
analytical information has been provided.

Issue type 9: Additives without stabilising function

Pursuant to article 3(1) of the REACH Regulation and as explained in chapters 2.2 and
4.2 of the Guidance for identification and naming of substances under REACH and CLP,
substances intentionally added to provide a technical function other than stabilisation of
the registered substance, are not part of the substance composition and shall not be
reported in section 1.2 of the technical dossier. Additives under REACH are only
substances that have been intentionally added to chemically stabilise the substance, and
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are therefore considered as intrinsic part of the substance. Such additives should be
taken into account when calculating the mass balance.

If an additive is necessary to stabilise your substance, you must include it in the
composition and select the function “stabiliser” from the dropdown list (please see the
screenshot below). It is also possible to select a stabilising function which is more
specific than “stabiliser” from the dropdown list (i.e. inhibitor, antioxidant, UV absorber).
In special cases where you wish to indicate an additive used as a stabiliser with a
function not available in the dropdown list, you may also select the function “other” and
specify in details the function (compatible with stabilisation) in the free text field.

Additives
¥ &
1.9 % (w/w) atropine / 8-methyl-8-azabicyclo[3.2.1)oct-3-yl tropate / 51-55-8 =
}[‘
Reference substance | 181 miropine / 8-methyl-8-azabicyclo[3.2.1Joct-3-yl tropate / 51-55-8 >
EC number EC name
200-104-8 atropine
CAS number CAS name
51-55-8
IUPAC name
B-methyl-8-azabicyclo][3.2.1]oct-3-y] tropate
Funcnorl[slabanser l"
T'.'pucalconcen:ranon' L9 | N (wi'w .
Concentration range | > 1 < 2.2 % (w/wh
Remarks
this additive is considered relevant for the classification and labelling of the substance

Screenshot of IUCLID showing the function “stabiliser” in an additive.

If your additive does not meet the definition of a stabiliser under REACH, it shall be
removed from the composition, and you should consider whether it needs a separate
registration. In this case the concentration of the remaining constituents must also be
re-calculated to sum up to 100%.

Further information: Solvents, which are intentionally added after the manufacture of
the substance to provide a technical function other than stabilisation of the substance,
shall not be reported in section 1.2 of the technical dossier.

In the specific case of a solvent added during the manufacturing process of the
substance, only the quantity of the solvent, which cannot be removed without affecting
the chemical stability of the substance or changing its chemical composition, shall be
reported in section 1.2 of the technical dossier as part of the substance composition. For
UVCB substances, the quantity of solvent which cannot be removed shall be reported as
a constituent. For well-defined substances, the quantity of solvent which cannot be
removed shall be reported as a constituent, or an impurity depending on its
concentration level.

If the residual solvent has a dual role (solvent and stabiliser) only the quantity of solvent
necessary to preserve the chemical stability of the substance should be reported as an
additive with the function “stabiliser”.

Dossier Quality Assistant: The Dossier Quality Assistant tool verifies whether the
function of the additive was reported as other than “stabiliser”.
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Issue type 10: Inconsistent identifiers of constituents,
impurities and additives

In order to unambiguously identify the registered substance, a set of identifiers needs to
be provided in the registration dossier. These identifiers may originate from the EC
inventory (EC number and name, description and other associated information), from
external databases like Chemical Abstracts (CAS number and name) and/or can be
generated by the registrant on the basis of chemical structure and following established
conventions (e.g. IUPAC /chemical name, SMILES notation and InChl code). In each
case, all identifiers provided for a reference substance in your dossier shall be consistent
and lead to the same molecular structure.

Please note that the information retrieved from your dossier is processed automatically
and also compared with data available in external databases. This issue is flagged when
at least one inconsistency is identified. Taking into account the complexity of the
information related to the substance identity and the inherent technical limitations of
automated IT-based tools, you may be in a situation when this issue is flagged even
though all of the information in the reference substance is consistent. Furthermore,
please note that in some cases information present in the pre-filled reference substances
may not be necessarily comprehensive, complete, accurate or up to date. In this case,
please correct the information in the pre-filled reference substance as appropriate.

Please ensure that for every constituent, additive and impurity, the identifiers (e.g.
IUPAC name, EC, CAS, SMILES notation, InChl code) refer to the same chemical
structure. These identifiers are to be provided in section 1.2 of the IUCLID dossier under
the following headers inside the reference substance:

« EC inventory. You need to link here the appropriate EC inventory entry for the
reference substance. Alternatively, you need to import into IUCLID and link here
the list number entry provided to you by ECHA through the inquiry process or
generated by REACH-IT during the registration process. The EC/list number entry
normally contains the following information: EC number and EC name, CAS
number (see screenshot below).

EC inventory

EC number [231-791-2 CAS number [7732-18-5 (3]

EC name [water

MDIecuIarfDrmuIa|H20 |

Description | |

Screenshot of IUCLID showing the EC number, EC name and CAS number of an EC inventory entry.

In very exceptional cases you may consider that information in the EC inventory
is not fully appropriate, e.g. if the CAS number linked to an EC entry has been
deleted from the CAS registry. In this case, please provide the correct CAS
number and CAS name in the “"CAS information” section (please see screenshot)
and indicate the reason for this discrepancy in the “Remarks” field of the
reference substance.
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General information

Reference substance name ‘L—Clutamlc acid, 1-(1,1-dimethylethyl) ester ||,|

EC inventory

EC number [247-005-6 CAS number [25456-75-1 |[# |§|

EC name |1—ten—huw\ L-glutamate . |

Mnlecu\arfnrmu\a|C9H17N04 A |

Description | A |

No EC information available

Justification ‘ . |E|

Reference substance information
P |

CAS information

ICAS number |45120-30-7 | |

Remarks |The CAS number linked to the EC inventory entry 247-005-6 is 25456-75-1. This CAS entry has however been deleted. The Correct CAS informati
on for this constituent is the CAS entry with CAS number 45120-30-7*

Screenshot of IUCLID showing where to provide the correct CAS information and explanations for any
discrepancy with the CAS information linked to an EC inventory entry.

+ Reference substance information. You need to provide here the CAS number and
name (if appropriate) and the IUPAC name.

Please note that the CAS information provided in this section is used by the
automated screening tool to check consistency within identifiers.

+ Molecular and structural information. You are advised to provide here the SMILES
notation and InChI code. Please include the whole InChI that starts with InChI=1
or InChI=1S (see screenshot below).

Molecular and structural information -
P

Molecular formula [c21H4403

Molecular weight range - (3445723 ] il |

SMILES notationficcCCCCCCCCCCCCCCCCOCC(0)CO

fh21-23H,2-20H2,1H3

lnChllTncm=1,rc21H44oam-z-a-4-5-6-?—8—9-10—11-12-13-14-15-16-1?—13-24—20—21(23)19—22

Structural formula

Screenshot of IUCLID showing where to provide the SMILES notation and InChlI.

Please check the consistency within identifiers provided under the above-mentioned
headers.

In case a constituent, impurity or additive of your substance shows stereocisomerism
(e.g. enantiomerism, diasterecisomerism, cis-trans isomerism), please ensure that all
identifiers (including SMILES and InChl) are consistent with the stereochemistry of this
constituent, impurity or additive and that they are consistent with each other.

Further information is available in Appendix II chapters 1-6 of the Guidance for
identification and naming of substances under REACH and CLP (links available under
point d) of this Annex).
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Dossier Quality Assistant: The Dossier Quality Assistant tool does not verify
consistency between identifiers.

b) Use the Validation assistant plug-in and Dossier
Quality Assistant

ECHA strongly advises that you use the Validation Assistant plug-in (former TCC plug-in)
to check your registration dossier with updated substance identity information. Using the
Validation assistant plug-in will help you to detect and correct Technical completeness
check failures and most of the Business rule failures before submitting your dossier to
ECHA.

This plug-in also includes the Dossier Quality Assistant tool which detects common
inconsistencies found in registration dossiers. This tool runs automatically when you
launch the Validation Assistant plug-in on your dossier or substance dataset in IUCLID 5.
The results are shown in a new separate screen, where you can see the potential
deficiencies detected by the tool, including some of the issues explained above.

Before you submit your dossier to ECHA, please check the information provided by using
the Validation assistant plug-in on both the substance dataset and the final dossier (see
steps below). The latest version of the plug-in can be downloaded via your IUCLID 5
website account at http://iuclid.eu/.

Step 1) Run the plug-in first on your substance dataset () ).

|n® Iucup 5
| Eile Edit Go Window Help Plugins
(0 oW & a8 e
= o| X
Query results |[Folders |
Query I
([
| & Substance A | <::-5rm|_n'r- ¥ Qpen =
| N . Iv Print...
P . ¢ % Prine Literature References...
| & Export...

A Create dossier...

{¢ Add to folder...
-| Generate CSR...

* Run Validation Assistant...

# Delete... Delete

Screenshot of IUCLID showing how to run the Validation assistant plug-in on a substance dataset.

Step 2) Run the plug-in again on the final dossier (| 1 )
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[ weup

:Ejle Edit Go MWindow Help Plugins

;\,; O 6| K : _ 3 | Beol =
% 125000 S -
Query results _' F_olders |

Query

BRr 10-1 e: Substance A f osmil
2013-11- or A

Enter
| ‘5 Print...
» Print Literature References..,

K Export..

* Run Validation Assistant...

71 Disseminate k

& Calculate Fee...

# Delete... Delete

Screenshot of IUCLID showing how to run the Validation assistant plug-in on a dossier.

Please note that the Dossier Quality Assistant tool may also display warning
messages for issues which are not specified in this information letter. You are strongly
advised to carefully review and, when appropriate, address all warning messages
displayed by the Dossier Quality Assistant tool, in order to further improve the
consistency of your dossier.

c) How to update your dossier

After updating/correcting the information indicated in the letter, you should submit it to
ECHA as a new IUCLID 5 dossier. This dossier should be indicated as a spontaneous
update, making reference to the latest accepted dossier you have submitted for this
substance.

To do so, when filling in the administrative information during dossier creation you need
to indicate in the dossier header “The submission is an update” and enter the last
submission number in the corresponding field. The “Last submission number” is the one
linked to the latest accepted dossier for this substance, which is also quoted in the
header of the letter. In the same step, you must then indicate that the dossier is a
“Spontaneous update” and provide a “Justification” for updating. Please select “other:”
from the drop-down list as (one of) the reason(s) for updating and make sure you
include “SID_2014_quality_update” in the unlabelled field right next to the drop-
down list (please see the screenshot).
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r
| m® Dossier creation wizard - — M
I‘ Enter administrative information concerning your dossier M
Dossier tempiate: REACH Registration above 1000 tonnes
q
|
S5l =}
Specific submissions 3
¥| The submission is an update
Last submission number |AA111111-11
Reason for updating
Further 1o a request/decision from regulatory body
+| Spontaneous update
¥ a
other: = - | X
;usnncanol[nmer F=f5i0_2014_quainy_updme S
Remarks |
Dossier specific information =
s D-B-B-0-B-0-0-0-3a < Back Next> | Cancel

Enter administrative information

Screenshot of IUCLID showing how to indicate the reason for updating in the dossier creation wizard.

Please note that when logging into REACH-IT to access the letter or submit the updated
dossier, users will be asked to accept the new Terms and Conditions before the company
account can be accessed. A factsheet is now available to explain these changes:
http://echa.europa.eu/documents/10162/13652/reachit 2-7 factsheet en.pdf

If your company does not currently import or manufacture the substance, you can reflect
this situation by making use of the opportunity provided by Article 50(2) of the REACH
Regulation. REACH-IT provides a functionality to inform ECHA of cease and restart
manufacture. For detailed step-by-step instructions on how to inform ECHA of cease and
restart manufacture, please see REACH-IT Industry User Manual Part 6 - Dossier
submission available at: http://echa.europa.eu/web/quest/support/dossier-submission-

tools/reach-it.

In case you need to contact ECHA regarding this particular information letter, please
contact ECHA via the ECHA Helpdesk at http://echa.europa.eu/contact/helpdesk-
contact-form selecting ‘I have a question related to a REACH/CLP submission’. Please
indicate in the subject of your question: ‘SID2014’ in order to facilitate the processing
of your question.

20



"ECHA

EUROPEAN CHEMICALS AGENCY

d) References

For further information please see:

Guidance for identification and naming of substances under REACH and CLP:
http://echa.europa.eu/documents/10162/13643/substance id en.pdf

Data Submission Manual Part 18 - How to report the substance identity in IUCLID 5 for
registration under REACH:
http://echa.europa.eu/documents/10162/13653/substance id report iuclid en.pdf

Questions and Answers on Substance Identification:
http://echa.europa.eu/documents/10162/13648/ga substance id en.pdf

Validation Assistant plug-in (requires sign-up):
http://iuclid.eu/index.php?fuseaction=home.download55&area id=55010

In the case that you are in doubt about how to present the information in an updated
dossier, how to run the Validation assistant plug-in with the Dossier Quality Assistant
tool, or you need any additional assistance, please contact the ECHA Helpdesk at
http://echa.europa.eu/web/guest/contact.

You may also wish to contact your national Helpdesk:
http://echa.europa.eu/web/guest//support/helpdesks/national-helpdesks

21



