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Az, 101 and 102 TFEU may be applicable to the
conclusion of any preliminary agreement and
activities of any peliminary phase .

DON'T

Application of competition Law

Dont assume that confiicts with competition law
are excloded simply by the fact that the
Agreement complies with the provisions of the
REACH Regulation

Consultation in Matters of Competition Law

Comsuit an Wmbowe legal expert or the
compliance officer of your company or an exte mal
Lawyer whenever there are unCertainties
e cting compliance with competition Law,

Stop Al meetings/dscussions which are not
compliance with these Complisnce Guidelines
wntil 2 legal expert has been nwlved

Activities in any preliminary phase and at any cther stage of

Doat assume that these Complisnce Guidelines
deal with all competition law issues exPawtively.
Basically, compliance with Art. 101 and 102 TFEU
can be detemined only on the basis of market
impact n each ndividual case. These Compliance
Guidelines may therefore be regarded only as a
means of providing genenal conduct
recommendations.

of the Consortium

Katrien ARIJS (EPMF)

Arno BUTHE (Heraeus)
Roland BRASCH (Heraeus)
Eliot DEAG (JM)

Restrict cooperation within the scope of the Pursuanmt to A, 101 ang 102 TFEU activises
preliminary phase © the imitially defined goals which have the object of the effect of preventing,
and purposes of the cooperation, reatricting and/or distonting competRion are

Olga LEMKE (BASF)
oy, 7 e ot T B Jelle MERTENS (EPMF)

Coming w Mgreement, including
arrangements or collusions, about prices,

manes ws coemes o a0t | o Mark RAFFRAY (Consultant)
)Y:‘um :ln:::a: lmtnml of tade °

partnen;
The atusiwe exploitation of a dominating
ma riet poston.

Nissanka RAJAPAKSE (JM)

Exchange of Confidential Information
hvolve a Trustes for the exchange of Conficential The exchange of Information conceming market

hformation . behaviowr and having the object or the effect of
peventing,  restricting  and/or  distoming
compe i o ie; = particdar, thi
relates to

Production capacities;

Productions or sales volumes;

Import volumes,;

Market shares;

Price policy;

Distribution and marketing terms;

Marketng strategies;

Information mgardng the relationship with
suppliers.

0 . ¢ 2
Keep minutes of all meetings which detad the

subjectof he meeting.

h case of uncertainty, have the contents of the

minutes reviewed by an extemal legal expe rt prior

1o sendng them to all parties of the Agreement.

Sop al meetings which are not in compliance

with these Guidelines untd a legal expert has been

involved.
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Minutes and actions from 23 April meeting
Process and timing EOGRTS TP
Selection CRO for TK/ DRF / EOGRTS testing

Ag DRF / TK testing

o DRF test design
o TK test design

AOB
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What? Who? Status
Ag EOGRTS TP - PfAs
1 Further investigate available datasets Ag neurotox in response to PfAs from the Netherlands M. Raffray DONE

2 Check with testing labs if we need to account for extra (testing/reporting) time if DNT cohort added to [EPMF Sec DONE
EOGRTS design

AgAc gut biome study
3 Follow-up with prof. Lison: EPMF Sec
e Ag localisation in brain, testis and kidney with AMG;
¢ Histopath uterus and ovaries samples (via prof. Marbaix);
o Offer for estrogen analysis.
Ag DRF/TK testing
4 Request offers TK and DRF testing from CROs, taking into account suggestions from TE EPMF Sec DONE
5 Provide offer for TK study monitoring M. Raffray

6 Check particle size, purity of elemental Ag forms in REACH dossier + ensure sample analysis before EPMF Sec
testing

7 Agree on: Ag TE
Time points TK sampling for TK and DRF testing;

Need for satellite TK group during TK testing;

Fasting of animals before sampling;

Dose levels for each substance for TK testing;

Nr of animals for TK testing;

GLP status of studies;

Selection test items;

e Participation BASF metabolomics project.

8 Send some further background / publications on BASF metabolomics project + check if there are data O. Lemke
in the database from nano metal forms

APPROVAL OF DRAFT MINUTES
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14 Mar 15 Apr
2019 2019

ECHA notifies DL for MSCAs 24-27 Jun 2019

18 Dec 8 Feb 17 Apr 20 May
2018 2019 2019 2019
Adopted decision

PfAs sent to REG sent to REG

DD sent to REG

« DD Mar 2019: TP accepted so far by ECHA (30 months for testing)
« PfAs from NL (addition DNT cohort) » EPMF comments submitted by 20 May 2019

« Agreement by MSC in written procedure, debrief at MSC meeting 24-27 June
2019 » Final decision expected shortly after (EOGRTS with or without DNT)
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--»-'----gTK_la | Aims: Comparative Ag_§qbstance TK program

---------- .TK_1b | Aims: Comparative Ag substance TK program
AGNO; T | P e s prog

Ago-bulk ---------- .-TK_1c | Aims: Comparative Ag substance TK program

AgO-NP [1h_td | Aims: Comparative 7g 5t
%%, | European Precious Metals
*2¢:%" | Federation

Gavage

= Systemic toxicity — dose setting

Basal reprotox indices

In life Cu/Se/Cp. Se-enzyme(s)
Terminal tissue Cu/Se (tissue Cp?)
Placental & embryofetal TK [Ag]

: : Admin. mode cross-reference TK

: term. Reserve biome samples @ termination?

= Gavage repeated dosing (steady state blood values)

= d1 single i.v. dose separate satellite groups

= Absolute bioavailability

= Absorption biokinetics d1>d28 [0-72 h measurements]

= Critical tissue distribution [Ag] — gut, CNS,
reproductive, bone marrow, liver/spleen, others?

= Key comparator & read-across TK dataset

- . = Parameters as TK segment above
i i ¢ = Run as concurrent study

= Parameters as TK segment above
= Run as concurrent study
= Low micron-size Ag should be feasible by i.v.

= Parameters as TK segment above
= Run as concurrent study

Dietary @
Intravenous (%)
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e Reduce variability and for reasons of comparability » perform TK, DRF and

EOGRTS testing at (especially important for DRF and
EOGRTS)
e Lab is key in choice of the CRO for EOGRTS (lab needs experience

with EOGRTS + Cohorts 2 and 3) +

e Lab with most experience with EOGRTS incl. Cohorts 2 and 3: Charles River
(Den Bosch) BUT first available time slot is late Q4 2020 (i.e. we would not make
ECHA deadline and results will likely be too late to be taken into account during
the AgNO3 CLH process (ATP inclusion))

e Site with second most experience: and they have availability for the
EOGRTS Q2 2020 (i.e. following the DRF testing)

e Envigo now merged with Covance P we could benefit from Covance’s experience
on TK
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Comphance Draft report

Reqgulatory

Pre-study chemistry GLP July 2019 August 2019

14 day rat study (palatability study) Non-GLP September November
2019 2019

Prelim to the OECD 443 (prr study) Non-GLP November May 2020
2019

OECD 443 GLP May 2020 May 2021

TK study Non-GLP October February 2020
2019
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Cf. AgAc gut biome study

500 35 12%
450 z ——F  ——M
o0 30 §° 10%
)
350 25 9
B[5 8%
E 300 & r
Ec 20 .é ‘g
g 250 3 = 6%
= 155 5
§ 200 U %
g[8
150 O N
100 == Body weight F “3
e B 0dy Weight M s g 2%
50 — & Food consumption F E
- &= Food consumption M
0 0 0%
1 2 3 4 5 6 7 B 8 10 1 2 3 4 5 6 7 8 8 10
Week Week
Average dosing (% of nominal)
Females Males
Week 0,4nominal 4nominal 40nominal | 0,4 nominal 4nominal 40 nominal
1 103,36% 104,83% 96,57% 101,20% 107,64% 97,96%
10 60,40% 63,42% 58,40% 49,90% 54,80% 49,39%
Average 74,97% 79,19% 70,57% 66,73% 71,05% 64,98%

» Adjust dietary inclusion levels in DRF and EOGRTS as the growth rate of the rat
changes throughout the study?
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DRF test design

Dietary
ORF study wmn-ouc Satellite TX group?
OECD 422 Dose levels Comtrol 1 1 2 1
substance: Aghc | Omg/ig bw/d 5 mg/kg bw/d vmm smm m-dllhld
Nt of male animaly 10 10 ? ? ? ?
Nr of female animals 10 10 )o 10 xo ? ? ? ?
« Treatment schedule and cbservations according to OECD 422
- Palatability study needed
- Addtonal measurements:
* TK: Ag in whole blood at d1 (072 M) and at steady state (6 samplings/animal (S time points 0-72 h: e.g. 35, 6, 120, 24h, 72h + 1 time point at steady state))
> need for satellite TX grovp?

(ORO to indicate that they have experience with / are comfortable taking blood at 428 (end of mating) without consequences 1o the dams)
* Cu and Se In serum and in key tissues (especially reproductive tract) « assess the activity of one or more Se-eraymes (at necropsy)
* Condoplasmin (Cp) in serum (and in key tissues If posuble? ORO 1o confirm) (a2 secropsy)
* Ag. Cu and Se i pups (sufficient ar of pups ? Culled pups? Satellnte animals? CRO to confirm)
* Reserve gut biome samples at study termination

. | European Precious Metals .
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e Study design OECD 422: approx. 9 wk dosing

Females (oestrous cyclicity

assessed for 14 days prior Sensory reactivity/Motor  Haematology/blood chemistry

activity/grip strength
fo treatment) Days 7-9 of lactation |
e - Female Necropsy
S ~ Littering Day 14 post-partum
~
2 weeks before Mating T
pairing Offspring Necropsy

Week 5 investigations F0 male necropsy after Week 5 Day 13 of age
Sensory reactivity/Motor investigations —
activity/grip strength Haematology/blood chemistry

Males

e Alternative study design suggested by Envigo: approx.

FO Mal? treatment

ﬂ Weaning o FO: 8M+8F

eeks — l o longer dosing so F1 offspring

Pelrepaiing | wating e (10M+10F) will consume treated
| diet (from mid-lactation to

FO0 Female treatment

F1 Male treatment# termination) » important for
| \\g/ dietary study to avoid risk of
Termination after attainment doses being toxic for the pups in
°'s°"”"|' e main EOGRTS

F1 Female treatment #

LS European Precious Metals Silver Tox Experts Call 18 June 2019
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e How many animals to be sampled per group (sex / time point / dose level)? 3
or 47?

e Time points TK sampling (Ag in whole blood)?

o Proposal FO animals: at d1 (0-72 h) and at steady state; 6 time points total (5 time
points 0-72 h: e.g. 3h, 6h, 12h, 24h, 72h + 1 time point at steady state: e.g. d28)

o F1 animals?

e Need for satellite TK animals? Issues with using regular DRF animals:
o sampling of female animals could affect outcome of the study

o TK of non-pregnant and pregnant animals may be different: how reliable are the
data for comparison with results TK study?

o female animals will be at different stages of gestation on d28: issue with data
reliability

European Precious Metals
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e Cu and Se measurements in serum and terminal tissues
o FO animals: serum measurments: at study termination?
o FO animals: which tissues? Reproductive organs only?
o F1 animals?

e Cp measurement in serum: at study termination?

e Se-enzyme(s) in serum, (e.g. Glutathione Peroxidase (GPX)): at study
termination?

e Ag measurements in tissues?

e Reserve gut biome samples at termination: FO + F1 animals?
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TK test design

Gavage o rvenouns

T sty Repastod dosing 28 d | Siagle done 0720 | Single dose 0720 | Total test substances 4 + conaeel
OFCD 417 |Dune hewels 1 2 » i 2 ) 1 t ) Total doses/1est subst : 3 (1 for conred)
1 |Vehicle control Total adrmin and doning mades: 3

Nr of male andmah 3 3 3 Total grougn: »

Nr of female arémah ] ) ] Total rats (3 mM / grougl: ™

Nood samphrgs/anmal | 6 “ ? Tatal rats (5 mM / prowgpl: L
2| Test subwtance: Aghc Tatal bood samples (3 m/¥ / grovel ”

Nr of mate armaly L] 3 L] 3 L] 3 3 ) L] Total bhood samples (S mJY / grovel

Nr of fomale ardmaly 3 s 3 3 b} 3 3 3 Total thswe samples (3 m/Y / growgl: 1804 put, Bran, Bone marvow, liver, sploen, fepr
Blood samphnga/asemal | & [3 4 [3 4 [3 ? 7 ? Total thave samples (S /¥ / growp): 2380

Nr of male arémah | 3 | 3 3 3 3 3 3

Nr of famale animah ) ) ) 3 ) 3 3 3 )

Bood samphrgs/anmal | 6 " “ " . " ? 7 ?
5 slntance Ag NP

Nr of male andmaly L] 3 3 3 L] 3 3 3 L]

Nr of female animah 3 ] 3 3 3 ] 3 ] 3

Biood simmal | & 3 6 3 4 3 ? 7 ?

< DUt work On L dminstration (eipecially The Duk Ag) will be required

« Ag measurement in whole Mood [CRO 10 Indhcate 0ot por sample In Case we want 10 a8 Uimepoints)
* Gavage, repeited dose 6 samphngs/animal (S tene posnts 072 b e.g. 3h, 6 128 245, TIh » 1 e posnt a1 steady state)
* Gavage, single dose: & samphings per animal (6 time points 0-72 ke e.g. 1h, 3h 6, 120 24k, 728
* Ly, single done: 7 samplingy/animall (7 e points 0-72 ke a.g 0258, 1A 3A 6h 120 288, 724

« B male + ) female (please inchude cost for Smest)

« B Gosing bevels per test ulstance

. | European Precious Metals
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e Dose levels for AgAc, AgNO3, elemental bulk Ag, elemental nanoAg?

o OECDA417: high enough to allow for metabolite ID in excreta and plasma while not
producing apparent tox

e Time points TK samplings (Ag in whole blood)? Proposal:

o Gavage, repeated dose: 6 samplings/animal (5 time points 0-72 h: e.g. 3h, 6h,
12h, 24h, 72h + 1 time point at steady state)

o Gavage, single dose: 6 samplings per animal (6 time points 0-72 h: e.g. 1h, 3h,
6h, 12h, 24h, 72h)

o Lv., single dose: 7 samplings/animal (7 time points 0-72 h: e.g. 0.25h, 1h, 3h, 6h,
12h, 24h, 72h)

e Nr of animals per group?
o 3 animals: £ 133.322 (tissue analysis not yet included; + £ 60k?)
o 5animals: £ 192.250 (tissue analysis not yet included; + £ 100k?)

European Precious Metals
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e GLP status of studies?

o DRF study + palatability study: offer Envigo non-GLP
o TK study: offer Envigo non-GLP
o EOGRTS: offer Envigo GLP

e Selection test items?
o AgAc, AgNO;,
o Elemental bulk Ag: granulometry, purity

o Elemental nanoAg: smallest form

e Face to face meeting Envigo: second half of August?

European Precious Metals
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THANK YOU

www.epmf.be | info@epmf.be

Avenue de Broqueville 12, B-1150 Brussels
+32 (0)2 761 01 00




