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1 Aim of the guidelines

Fragment hit-to-lead development requires collaborative efforts of biophysical chemistry,
structural biology, medicinal chemistry, and disease biology. Research groups performing the
fragment library screening often lack in house expertise of further chemical evolution of the
fragment hits and would benefit from an assistance from medicinal chemistry groups. These
guidelines provide EU-OPENSCREEN (EU-OS) fragment library users (FL-USERS) access to
chemical consultation support from EU-OS medicinal chemistry partners (CONSULTANTS). The
guidelines define: a) FL-USER eligibility criteria; b) CONSULTANT eligibility criteria c) the procedure
of CONSULTANT selection; d) the expected feedback from the CONSULTANT to the FL-USER in
the form of a FRAGMENT EVOLUTION REPORT. The guidelines do not regulate any confidentiality
or IP issues, these should be formalized between the organizations represented by FL-USER and
CONSULTANT (e.g. in form of Non-Disclosure Agreement (NDA)), may any of the parties see it
necessary.

The interaction of the CONSULTANT with the FL-USER is seen as the first step towards
establishing a collaborative chemical biology project (Figure 1) by bringing together the resources,
competence, and the capacity to secure funding.

EU-OS fragment library
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Figure 1. Fragment screening and hit evolution workflow
2 FL-USER

FL-USER is a legal entity (e.g. organization/ research group represented by its legal entity) that
uses the EU-OS fragment library to identify small molecule binders for the target of their interest
(e.g. protein, RNA, DNA). Within the EU-OPENSCREEN-DRIVE project, FL-USERS will be at least
seven EU-OS and four iNEXT-Discovery (grant agreement No.:871037) partners who have
expressed their interest in using the EU-OS fragment library. The form related to the “Expression
of Interest to use the EU-OPENSCREEN-DRIVE fragment library” (annex 1) is available on the EU-
OPENSCREEN-DRIVE SharePoint for DRIVE members and/ or will be sent via email to iNEXT-
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Discovery partners upon request. The form needs to be filled in by interested FL-USERS and
returned via email at drive@eu-openscreen.eu (indicating “DRIVE-WP4-Eol_partner acronym”
within the subject).

3 CONSULTANT

CONSULTANTS are renowned experts in chemical optimization of fragments to leads/ tool
compounds. Each EU-OS medicinal chemistry site nominates one or several CONSULTANTS.
To be registered as a CONSULTANT, he/ she has to provide:

a) a short description of his/ her expertise;

b) keywords that facilitate their selection as CONSULTANT;

c) contact details.
The required information needs to be submitted to the EU-OS central office via email at drive@eu-
openscreen.eu (indicating “DRIVE-WP4-consultant registration” within the subject).

The list of CONSULTANTS (sorted by country) will be available to all FL-USERS through the DRIVE
webpage.
The FL-USER should provide a brief description of the project (max 1 page) including:

a) project background;

b) current status;

c) goals;
and identify 3 potential CONSULTANTSs by order of priority to EU-OS central office at drive@eu-
openscreen.eu (indicating “DRIVE-WP4-consultant selection”) using a dedicated form. The
“consultant selection” form (annex 2) is available on the DRIVE SharePoint (for DRIVE members)
and/ or will be made available via email upon request.
If a FL-USER has no preference, the CONSULTANT is selected by the EU-OS central office based
on:

a) specific target disease expertise;

b) equal distribution of projects among med chem sites;

c) geographic proximity of FL-USERS and CONSULTANT.
CONSULTANTS are contacted by the EU-OS central office in the order of defined priority.
CONSULTANTS should accept/ decline the offer within 20 working days by written notification
to the EU-OS central office at drive@eu-openscreen.eu (indicating “DRIVE-WP4-consultant
selection” within the subject)

4 FRAGMENT EVOLUTION REPORT

The EU-OS central office notifies the FL-USER about the selected CONSULTANT. The FL-USER
requests a FRAGMENT EVOLUTION REPORT directly from the CONSULTANT. The CONSULTANT
needs to provide the FRAGMENT EVOLUTION REPORT to the user within 20 working days after
receiving the information of the fragment hits from the FL-USER.

The FRAGMENT EVOLUTION REPORT (annex 3) includes the following points:
a) proposal of follow-ups from EU-OS HTS library;
b) proposal of commercially available fragment hit analogues;
c) proposal of synthetic fragment follow-ups based on the synthetic feasibility;
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d) proposal of fragment merging or fragment growth analogues, if structural information
is available;

e) estimation of the work load for the proposed fragment hit analogue synthesis;

f) proposal of suitable med chem collaboration partner (from EU-OS, iNEXT-Discovery, or
external).

Fragment
Hits

FL-USER - CONSULTANT
EU-OPENSCREEN EU-OS Medicinal
iNEXT- Discovery _ chemistry sites

FRAGMENT EVOLUTION
REPORT

4

Collaboration projects

Figure 2 Schematic representation of the collaborative approach envisaged for the development and
implementation of fragment screening projects and follow-up steps.

COLLABORATION OF USER AND CONSULTANT

After the FRAGMENT EVOLUTION REPORT is delivered, further collaboration of a FL-USER and a
CONSULTANT is based on their mutual interest and agreements. Neither the FL-USER nor the
CONSULTANT has any commitment on the information delivered, unless regulated by separate
mutual agreements (e.g. NDA) between the FL-USER and CONSULTANT. Further collaboration is
not in any way restricted or regulated by the EU-OPENSCREEN-DRIVE project, it can also involve
other partners beyond iINEXT-Discovery consortium members and EU-OPENSCREEN ERIC
partners. On the request of the EU-OS central office, FL-USER and the CONSULTANT need to
provide information about the progress and outcomes of their collaborative projects.
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6 Annex 1 - Expression of Interest to use the EU-
OPENSCREEN Fragment Library Template

Expression of Interest to use the EU-OPENSCREEN-DRIVE
fragment library

Date: Chck or tap here fo enter text.

Pariner (including numberfacronym): Click or tap hera to enter text

If wou are interested in receiving the EU-CPENSCREEM-DRIVE fragment lbrary (1000
fragments), please fill in the following sectons (appro: length 1 A4 page):

Track record in Fragment Screening {pleaze give a3 bref ovenview of psst and ongoing
fragment zcreaening projects and report relevant publicafions):

Click or tap here to enter text

Technologies and egquipment that will be used for screening the fragment library [including
fechnologies svailable for fragment hif wvalidsfion):

Click or tap here to enter text.

Preferred amount and format fe.g. 25yl of 7100 mid DMS0-d6 =tock solutions; 56 or 284-uel
piafesz]:

Click or tap here to enter text.

For MES T pariners only: Please comment on how do you currently organise the med chem
support for fragment evolution and your interest in collaborating with EU-OPEN SCREEM-
DRIVE Med Chem sites:

{Click or tap here to enter text

Ui s Hortmn 3020 resaaenh and innoaslion progeransme under the grant
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7 Annex 2 — Consultant Selection Form Template

Consultant Selection Form within EU-OPENSCREEN-DRIVE

Date: Click or tap here to enter text.
Partner (including partner number/ acronym, if applicable): Click or tap here to enter
fext.

This form is intended to be filled in by Fragment Library Users (FL-Users) with the aim 1o
facilitate the selection of a CONSULTANT from the EU-OPENSCREEN-DRIVE list of Med Chem
Consultants (Names of the Med Chem consultants are listed in alphabetical order at the
following link: https://drive.eu-openscreen.eu/drive-startseite/about/medchem-
consultants.html).

Please provide the following information (approx. length 1 A4 page).

Project background (please give a brief overview of fragment screening project background)

Project current status (please give a brief overview of ongoing project activities and follow-up
steps):

T Partner Number and acronym are available only for EU-OPENSCREEN-DRIVE members. For [NEXT-Discovery
partners please indicate only institution or affiliation.

sgreement Mo. 823883
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Project goals (please provide a brief dezcrplion of defined goals for the mad chem
campaign)

Plzase propose 3 potential CONSULTAMTs by order of pricrity (1= highest priority; 3= lowest
pricrityi

1. Click or tap here to enter fext

2. Click or tap here to enter text

3. Click or tap here to enter text

*Please notice that if you (FL-USER) have no preference, the COMSULTAMNT will be selected by
the EUU-0E central office based on: &) specific target disease expertise; b) equal distribution of
projects among med chem sites; ¢) geographic prozimity of FL-USERS and COMEULTAMT.

COMEULTANTS will be contacted by EU-DS central office in the order of defined priority. The
COMSULTANMT showld accept’ decline the offer within 20 working days by written notification to
jhe EU-OS ceniral office at drivei@eu-openscreen.cu (indicating “DRIVE-WP4-consultant
salection”)
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8 Annex 3 - Fragment Evolution Report Template

FRAGMENT EVOLUTION REPORT

Date. Click or tap here to enter text.

Consultant Mame: Click or tsp here to enter text

Consultant Institution/ Organization: Click or tap here to enter text

Please fill in the following fizlds and return the document o the EU-OS central office at

drive@eu-openscreen.eu (ncluding "DRIVE-WP4-Fragment Evolution Report” within the subject)
within 20 working days.

Flease propose follow-ups from EU-CS HTS library:

Flzase propose commercially available fragment hit analogues:

Flease provide a proposal of synthetic fragment follow-ups based on the synthetic feasibility:

Flzase provide a proposal of fragment merging or fragment growth analogues, if structural
informiation is awveilabla:

This project has necekedl fnding fsomm e European Union's Horzon 20824 reseasch and innasaiion orogransms under the granit
qpamant Mo, BZ3003
112
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Please provide an estimation of the work load for the proposed fragment hit analogue
symithesis:

Please suggest a suitable med chem collaboration partner for the fregment eveolution (from
EU-05, jWEXT-Discovery, or external).

Additional comments:
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