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1. List of targets explored in the Open Lab

PROJECTID /
PARTNER

TARGET / PATHWAY

REF

TCO01
CICBIOGUNE

P. falciparum Ubiquitylation system

1,2

TC002
Durham
University

L. donovani inositol phosphorylceramide synthase, LdIPC

TCO004
Cornell
University

HTS in replicating/non-replicating Mycobacteria

48-50

TCO06
Imperial College
London

P. falciparum calcium-dependent protein Kinase 1,4 and 5, PfCDPK1,
PfCDPK4 and PfCDPK5

51

TCO07
Northeastern &
CsIC

Kinase inhibitors for kinetoplastids

5,6

TC027

M. tuberculosis dihydrofolate reductase, MtbDHFR

TC044
University of
Minnesota

M. tuberculosis biotin protein ligase, MtbBirA

51

TCO50
University of
Glasgow

T. brucei cyclic adenosine monophosphate, TbocAMP

51

TCO53
University of
Georgia

Development of anti-T. cruzi drugs targeting fatty acid utilization

51

TCO054
McGill
University &
Edinburgh
University

Targeting the trypanosome editosome for drug discovery

51

TC109

Harvard T. H.
Chan School for
Public Health

P. falciparum dihydroorotate dehydrogenase, PfDHODH

15

TC112
Cornell
University

M. tuberculosis membrane protein Large 3, MtbMmpL3

16

TC125
University of
Leicester

P. falciparum Cyclin-dependent-like protein Kinase 3, PfCLK3

18

TC130
University of
Birmingham

M. tuberculosis aspartyl-tRNA synthetase, MtbAspRS

51

TC131& TC189
Harvard
Medical School

M. tuberculosis ClpC1P1P2 system

19

TC132
University of
San Pablo CEU

Use of metabolomics to determine modes of action of novel anti-
leishmanial compounds

20,21




TC149
University of
Washington

P. falciparum N-myristoyltransferase, PANMT

23

TC162
Dundee
University

M. tuberculosis enoyl acyl carrier protein reductase, MtbinhA

27

TC167
LSHTM

Plasmodium cyclic GMP-dependent protein kinase, PfPKG

33

TC185
Oxford
University

P. falciparum Elongation factor 2, PfEf2

51

TC185
Oxford
University

P. falciparum SET1, PfSET1

51

TC206
University of
Birmingham

M. tuberculosis membrane protein Large 3, MtbMmpL3

51

TC236
University of
Melbourne

P. falciparum proteasome system

42

TC261 CONICET

T. cruzi bromodomain 2, TcBRD2

active

TC261 CONICET

T. cruzi bromodomain 5, TcBRD5

active

TC262
University of
Zaragoza

M. tuberculosis virulence-regulator MtbPhoP

active

TC266
Sanger Institute

P. falciparum liver stages target ID

active

TC273
Dundee
University

S. flexneri UDP-3-0O-acyl-N-acetylglucosamine deacetylase, SfLpxC

active

TC279
Durham U
University

Deconvoluting the mode of action of a suite of novel anti-leishmania and
anti-T. cruzi

active

TC292
University of
California, San
Diego

P. falciparum GCNS5, PfGCN5

active

TC292
University of
California, San
Diego

P. falciparum leucine tRNA-synthetase, PfLRS

active

TC292
University of
California, San
Diego

P. falciparum prolyl tRNA-synthetase, PfPRS

active




2. Impact from published programs to date (June 2021)

2a. Screening programs

PROJECTID/ | TARGET/
PARTNER PATHWAY PROJECT OUTPUT REF.
Analysis of the interconnection between Plasmodium
and human red blood cells ubiquitin-regulated
TC001 P. falciparum proteins in the context of infection. A number of 12
CICBIOGUNE ubiquitylation human and Plasmodium proteins whose ubiquitylation | ™
pattern changes during the asexual infective stage
were identified.
L. donovani Yeast-based HTS to identify selective inhibitors of
TC002 S I
Durham inositol LdIPC synthase. Identification of the benzazepanes as 3
. . phosphorylcerami | a new class of antileishmanial compounds with a new
University .
de (IPC) synthase | mode of action.
TCO04 HTS.m . Identification of novel, nontoxic scaffolds that target
replicating/non- ) . .
Cornell replicating metabolically diverse subpopulations 48-50
University Mycobacteria of Mycobacterium tuberculosis (Mtb)
Phenotypic screening of a collection kinase inhibitors
to identify novel inhibitors of T. brucei growth. 797
TCO07 . sub-micromolar inhibitors with at least 100-fold
T. brucei . . oo
Northeastern . selectivity over HepG2 cells were identified. 242 of
o phenotypic ) e 5,6
University & <creenin these hit compounds acted rapidly in inhibiting cellular
CsIC & growth, 137 showed rapid cidality. Further triage
allowed the identification of the most promising
chemical series.
TCO008 T. cruzi HTS (1.8 m compounds) to identify inhibitors of T.
New York Phenotypic cruzi. 'Chagas box' has been shared with more than70 | 7
University screening groups in the field
Tcozs M. tuberculosis
Center for . Identification and characterization of novel MtbDHFR
. Dihydrofolate . L .
Infectious reductase inhibitors though an in vivo screening of a curated 9
Disease focused library of 2508 potential antifolates
(DHFR)
Research
HTS to identify specific inhibitors of PADHODH
resistant mutants. Extensive cross-resistance profiling
TC109 p. falciparum di- was performed allowing tg identify comp(?und pa|r§
Harvard T. H. demonstrating the potential for mutually incompatible
hydroorotate . L L
Chan School dehvdrogenase resistance. These combinations represent promising 15
of Public (DHZ)DH? starting points for exploiting collateral sensitivity
Health (existence to one compound confers hypersensitivity
to another) to extend the useful lifespan of new
antimalarial therapeutics
Development of a cell-based assay that utilizes a two-
way regulation of MtbMmpL3 expression to identify
TC112 . MtbMmpL3-specific inhibitors. The assay was
M. tuberculosis . . . e -
Cornell MmpL3 validated with the identification of a novel guanidine- | 16
University P based MmpL3 inhibitor from a library of 220
compounds that inhibit growth of Mtb by largely
unknown mechanisms
P. falciparum The screening of a focused library identified a probe
TC125 cyclin- molecule that selectively inhibited PfCLK3 and killed Pf
University of dependent-like blood-stages. This tool compound was the basis of the | 18
Leicester (CLK) protein validation of the PfCLK3 as a multistage cross-species

kinase 3

malarial drug target




Development of an assay based on the ATP-dependent
degradation of a fluorescent protein substrate to

TC131 &
. identify new inhibitors of the Mtb ClpC1P1P2 system.
TC189 M. tuberculosis . . . -
The hits obtained were further characterized with a
Harvard ClpC1P1P2 . 19
Medical svstem set of secondary assays. A large library of compounds
School ¥ was screened and led to the identification of a ClpC1
ATPase inhibitor demonstrating that this approach can
be used in future searches for anti-TB agents
TC144 . D . -
. o Synergetic antibiotics partners for Ripamicin.
University of Combinations for . . o .
. Cephalosporins were identified as the most promising | 22
British Mtb treatment roub of drugs
Columbia group &
Screening of 1.8m compounds against Plasmodium
vivax NMT. Hits were triaged based on potency,
. physicochemical properties, activity in P. falciparum
TC}49 . P/asm?d/um NMTs and selectivity over human NMT1 and NMT2.
University of N-myristoyl- . o . L 23
Washineton transferase (NMT) Data obtained revealed insights into the activity of a
& collection of selective inhibitors of Plasmodium NMT
which serve as a starting points for subsequent
medicinal chemistry efforts.
Identification of novel InhA fragment hits using STD-
NMR screening, as well as orthogonal InhA
biochemical and SPR assays. Results published provide
TC162 . . . :
} . M. tuberculosis support for the rational design, synthesis and
University of . . . s 27
Dundee InhA screening of novel diverse fragments with built in
functional groups. The described InhA Fragment
based-leads showed good InhA enzymatic activity as
well as ligand efficiency metrics
HTS using recombinant P. falciparum PKG. Promising
Plasmodium cyclic | compounds were then tested for activity against P.
TC167 GMP-dependent | falciparum asexual blood stage growth, selectivity and 33
LSHTM protein kinase cytotoxicity. By using a scoring system, the 66 most
(PKG) promising PKG inhibitors (comprising nine clusters and
seven singletons) were selected
Whole-cell phenotypic assays to screen a set of
. 150,000 compounds against L. donovani and T. cruzi,
T. cruzi and L. . o o . .
. with the objective of finding new starting points to
TC181 donovani ;
. develop novel drugs to effectively treat and control 36
CALIBR phenotypic . . .
<creenin these diseases. The screening campaign, conducted
& with the purpose of global open access, identified 12
novel chemotypes with low to sub-micromolar activity
500,000 compounds were tested for the inhibition of
the chymotrypsin-like activity of the P. falciparum
proteasome using a Proteasome-GLO luminescence
assay. Hits were confirmed in an orthogonal enzyme
TC236 Plasmodium assay using Rho110-labeled peptides, and selectivity
University of falciparum was assessed against the human proteasome. Four 4
Melbourr:/e proteasome nonpeptidomimetic chemical families with some
system selectivity for the P. falciparum proteasome were

identified and characterized in assays of proteasome
trypsin and caspase activities and in parasite growth
inhibition assays. Target engagement studies were
performed, validating the approach.

2b. Medicinal chemistry programs




PROJECTID /

PARTNER DISEASE PROJECT OUTPUT REF.
TC028 In vivo efficacious anti-tubercular 1,3,5-trisubstituted
Sapienza TB pyrazole that potentially works by inhibiting MtbMmplL3 (SAR | 10
University analysis published)

In vivo efficacious antimalarial chemical class that potentially
TCO042 - .

. . . works by inhibition of a novel serine protease target (SAR
University of Malaria . . 11
Livernool analysis published).

P Remaining challenge: Improve ADME profile (blood stability)
In vivo efficacious new antimalarial chemotype, N-[3-
[(benzimidazol-2-yl)Jamino]propyl]amides, with promising in
TC045 vivo pharmacokinetics and efficacy, a fast-acting mode of
University of Malaria action (comparable to artemisinins), and amenability for 12
Helsinki optimization from a medicinal chemistry perspective (SAR
analysis published).
Remaining challenge: Improve safety profile (Cardiotoxicity)
In vivo efficacious antitubercular chemical class (spirocyclic
TC113 . S . .
} . core) with good pharmacokinetic properties (SAR published).
University of B . . . 17
Remaining challenge: Improve safety profile (several risks
Sydney . o
identified)
TC149 Understanding of molecular selectivity of Plasmodium NMT
University of Malaria inhibitors versus the human ortholog, enabling rational 23
Washington design of new inhibitors
Trypan- Identification of a broad-spectrum novel chemical class [N-(2-
TC150 . . . o
osome- (2-phenylthiazol-4-yl)ethyl)amides] of trypanocides with in
Monash . . o . . 24
Universit mediated vivo activity. Remaining challenge: Improve ADME profile
y diseases (avoid CYP51 inhibition)
TC152 Identification of a promising Wollamide B analog as 75
University of TB antitubercular agents (SAR analysis published). Remaining 26'
Halle challenge: Improve ADME profile (metabolic stability)
Lead repositioning approach identified
Human benzoxazepinoindazoles as potential therapeutic opportunity | 28,
TC164 . . o
African for human African trypanosomiasis. The lead compound 29,
Northeastern . . . . .
Universit trypano- showed efficacy in a systemic T. brucei infection model but 30,
v somiasis not in a CNS model. Remaining challenge: Ability to clear 31
parasitaemia in a CNS model of the disease
TC188 SAR analysis of 2-(thioalkyl)benzoxazoles as antitubercular
University of agents (SAR analysis published).

o B - . L . 37
British Remaining challenge: Identification of an in vivo active
Columbia analogue with an optimal developability profile

Optimization of a Plasmodium GMP-dependent protein

kinase (PKG) inhibitor scaffold, leading to the identification of

novel (PKG/SRPK2 inhibitor) chemical entities with very
TC217 . potent, similar to artemisinins, fast-killing potency against

Malaria . . 40

LSHTM asexual and sexual stages of the parasite (SAR analysis

published).

Remaining challenge: Identification of an in vivo active

analogue with an optimal developability profile
TC232 Identification of potent inhibitors of the Shiga toxin.
Utrecht Gut Health 41
University
TC247 Trypanoso | In vivo efficacious acylaminobenzothiazole analog with
University of me antitrypanosomal replication activity (SAR published) 47
Georgia and mediated independent to CYP51.
BIOASTER diseases Remaining challenge: Improve in vivo efficacy

2c. Platform development programs




PROJECTID /
TARGET

DISEASE

PROJECT OUTPUT

REF.

TC001
CICBIOGUNE

Malaria

Procedure that combines Percoll and sorbitol
treatments, the use of magnetic columns, and the
optimization of the in vitro culture conditions to reach
high parasitaemia levels (up to 40% at any intra-
erythrocytic stage) for synchronized Plasmodium
falciparum cultures. High parasitaemia levels are
obtained only one day after magnetic column
purification without compromising the parasite viability
and synchrony.

1,2

TCO03
CRESIB

Malaria

Demonstration that CD34+hHSCs from peripheral
blood and bone narrow CD34+ human haematopoietic
stem cells are permissive to P. vivax and P. falciparum
infection

TCO55
University of
British Columbia

TB

Development and validation of an intracellular HTS
assay for finding new antituberculosis compounds
active in human macrophages. The assay consists of a
luciferase-based primary identification assay, followed
by a green fluorescent protein-based secondary
profiling assay. Standard tuberculosis drugs and 158
previously recognized active antimycobacterial
compounds were used to evaluate assay robustness.

14

TC132
University of San
Pablo CEU

Leishmaniasis

Validation of Metabolomics as a tool to rationally select
hits for Drug Optimization programs considering the
effects of drugs in real biological or clinical settings. It
has been shown that compounds with different
chemical structure and physicochemical properties can
disturb the same metabolic pathways, while others
with more similar structures can have different
downstream effects. Validated with the screening of 28
compounds.

20,
21

TC178

University
Auténoma
Madrid/University
of Leon

Leishmaniasis

Development of a red-shifted luminescent Leishmania
infantum strain that enables long-term monitoring of
parasite burden in individual animals with an in vivo
limit of detection of 106 intracellular amastigotes 48 h
post-infection. The emission of light from the target
organs demonstrated the sequential parasite
colonization of liver, spleen and bone marrow. When
miltefosine was used as proof-of-concept, spleen
weight parasite burden and bioluminescence values
decreased significantly.

34

TC180
INSERM

Malaria

Development of an HTS platform to determine splenic
retention of parasitized erythorcytes. The team
developed a 384-well microsphiltration microplates
coupled to dual, morpho-metabolic imaging readouts,
enabling the screening of large chemical collections for
the discovery of compounds that stiffen Plasmodium
falciparum gametocytes, with the aim of interrupting
malaria transmission.

35

TC216

TB

Using M. tuberculosis H37Rv augmented with
anhydrotetracycline-inducible expression of mCherry, a

39




University of
Birmingham

phenotypic screen was developed for the identification
of protein synthesis inhibitors in a medium throughput
screening format. The assay was validated using known
inhibitors of protein synthesis to show a dose-
dependent reduction in mCherry fluorescence.

TC241 Oxford
University

TB

Cysteine-selective fluorogenic probes enable the
fluorescence-based screening of inhibitors of LdtMt2, a
transpeptidase antibiotic target in M. tuberculosis. The
assay, which is amenable to HTS, demonstrates the
efficacy of the penem and carbapenem classes of 8-
lactam antibiotics

43

TC246 University
of Washington

Shigellosis

Development of robust in vitro and in vivo tools to
study antibiotic efficacy against Shigella flexneri. A
novel bioluminescent S. flexneri strain (S. flexneri lux1)
was generated, which can be used in a mammalian
epithelial cell co-culture assay to evaluate antibiotic
intracellular and extracellular efficacy. In addition, the
S. flexneri lux1 strain was used with an intraperitoneal
murine model of shigellosis to test the efficacy of
ciprofloxacin and ampicillin. Both antibiotics
significantly reduced the observed radiance from the
gastrointestinal tissue of infected mice compared to
vehicle control. Compared to traditional methods,
these models can be utilized for efficient screening of
novel antibiotics aiding in the discovery of new
treatments against shigellosis.

44




3. Impact of kinetoboxes on Trypanosome research

Reference 7: Pefia, Imanol et al. “New compound sets identified from high throughput phenotypic
screening against three kinetoplastid parasites: an open resource.” Scientific reports vol. 5 8771. 5 Mar.
2015, d0i:10.1038/srep08771

Analysis of papers citing this phenotypic screening campaign against T. brucei, T. cruzi and L. infantum
reveals that the publication had the following impacts:

e Stimulated further improvements in phenotypic screening methodologies and stimulated

screening of additional compound collections from other sources

e Facilitated the use of kinetoboxes in novel target-based screens

e  Provided novel start points for medicinal chemistry hit-to-lead efforts in academia

o Identified potential targets (kinases, proteases, etc) for further discovery efforts

e Resulted in certain compound series and targets being de-prioritised

In agreement with the above comments, Web of Science (5 July 2021) identified 143 citations
associated with the following discipline areas:
76 26 16 15

PHARMACOLOGY PHARMACY PARASITOLOGY TROPICAL MEDICINE INFECTIOUS DISEASES

22

MICROBIOLOGY

12 6

34 SCIENCE TECHNOLOGY BIOTECHNOLOGY APPLIE]
BIOCHEMISTRY MOLECULAR BIOLOGY OTHER TOPICS MICROBIOLOGY

2
CELL BIOLOGY

A breakdown of citations by country shows the global impact of this publication. The UK is the top citer
(50 if Scotland and England are combined), closely followed by Brazil, Spain and the USA.

BRAZIL USA SCOTLAND SWITZERLAND

17

CHEMISTRY

8 8
28 ARGENTINA| ITALY
ENGLAND
9
AUSTRALIA



4. What our partners say about their Open Lab experience

4a. Quotes from Principal Investigators
“We learned a lot about hepatocyte quality and how that impacts assay performance, but most
importantly we performed the first larger scale screens in our lab. This suggested to us that the assay is
actually suitable for larger scale screens, and not only for single compound testing as we did before”

Dr. Clemens H.M. Kocken, PhD
Principal Investigator for TC237 “Optimization of hepatocyte culture to support drug screening for
malaria hypnozoites”

Chairman Department of Parasitology at the Biomedical Primate Research Centre (BPRC), Rijswijk, The
Netherlands

“The funding enabled the largest yeast-based, target directed screen to date. The outcomes were a suite
of compounds that remain under investigation at Durham. Furthermore, the success of this work
facilitated, in part, several grant funding bids. Most notably the MRC GCRF Global Network for NTDs
(MR/P027989/1), which has transformed the approach developed world laboratory scientists take by
engaging fully with researchers in LMICs. The legacy of this on the research community is expected to be
significant.”

Professor Paul Denny, PhD
Principal Investigator for TC002 “IPCS-kinetoplastid target”

Professor in the Department of Biosciences, Durham University, UK

“Cross interaction with the GSK team helped my research focus and better integrate with current TB drug
discovery campaigns. Without the Open Lab support my research would be much slower. | will probably
miss some of the opportunities provided by the open lab team”

Professor Yossef Av-Gay, PhD
Principal Investigator for TCO05 “HTS for new small molecules enabling eradication of M tuberculosis

inside infected macrophages”

University of British Columbia, Infectious Diseases, Life Sciences Institute, Canada

“The work builds our reputation in studies of the plasmodium proteasome as a drug target”

Professor Leann Tilley, PhD
Principal Investigator for TC236 “High throughput screening to identify selective proteasome inhibitors
as new antimalarials with a novel mode of action”

Department of Biochemistry and Molecular Biology, Bio21 Molecular Science and Biotechnology
Institute, The University of Melbourne, Victoria, Australia

“TCOLF provided critical support to initiate research in a new area for our lab (shigellosis). Without this
support, it would have been very difficult for our lab to make this transition”

Professor Wesley C. Van Voorhis, MD, PhD
Principal Investigator for TC246, “PK/PD modelling for anti-Shigella drug candidates”

Professor, Allergy and Infectious Diseases, Director, Center for Emerging and Re-emerging Infectious
Diseases (CERID), University of Washington, USA




“The biggest impact has been the securing of nearly a decade of NIH funding to support the follow-on
work, and the subsequent papers that we have published. Many dozens of people have worked on this
follow-up work, at multiple institutions”

Professor Michael Pollastri
Principal Investigator for TC0O07 “mTOR/PI3K inhibitors for kinetoplastids”

Senior Vice Provost for Portland and Academic Lead for the Roux Institute at Northeastern University,
Boston, Massachusetts, USA

“Very positive impact, it helped us markedly upgrade the red blood cell filtering method as well as our
expertise in the culture of malaria parasites (sexual stages) and our understanding of drug development
in general”

Professor Pierre Buffet, MD, PhD
Principal Investigator of TC180 “BlockBackMalaria- Block rings and gametocytes in the spleen to block
Malaria”

INSERM, U945, Paris, France, Université Pierre et Marie Curie-Paris6, UMR S945, Paris, France, AP-HP,
Groupe hospitalier Pitié-Salpétriére, Service Parasitologie-Mycologie, Paris, France

“We probably would not have entered into the field of antimalarial drug discovery, instead we would
have continued our research focused to antibacterial drug discovery”

Professor Jari Yli-Kauhaluoma, PhD
Principal Investigator of TC045, “Identifying benzimidazole-derived leads against P falciparum”

Professor, Vice Dean for Research, Faculty of Pharmacy, Biocenter Viikki, Drug Research Program,
Division of Pharmaceutical Chemistry and Technology, University of Helsinki, Finland

“Networking with lasting substantial effects, accessibility of data, mutual stimulation of Open Lab
researchers and guests”

Professor Peter Imming, PhD
Principal Investigator of TC152 “Turning small potent antimycobacterial cyclo(depsi)peptides into drug-
like scaffolds”

Head of the Department of Pharmaceutical/Medicinal Chemistry and Clinical Pharmacy, Martin-Luther-
Universitat Halle-Wittenberg, Halle (Saale), Germany

“It has accelerated this area into a new era. The identification of new antimicrobials is often overlooked,
and we have made it in trend again”. “None of this work would have happened and we would have not
been able to generate new interest in new generation antimicrobials. This is an excellent scheme
allowing researchers from all over the world access to great people and facilities to conduct new
research”

Professor Stephen Baker, PhD
Principal Investigator of TC239 “Hit discovery for new antimicrobials against Shigella spp”.

The Department of Medicine, CITIID, The University of Cambridge, Box 157, Hills Road, Cambridge, UK




“We would not have been able to undertake this project”

Professor Roland J. Pieters, PhD
Principal Investigator of TC232 “Attacking Shigella by blocking its disease-causing Toxin”

Department of Chemical Biology & Drug Discovery, Utrecht Institute for Pharmaceutical Sciences,
Utrecht University, The Netherlands

“The development of a new method for rapid and robust HTS for anti TB drugs can certainly improve
drug discovery in the field”, “It would have been impossible to carry out several of the experiments
proposed in the project at the home institution”

Professor Mariana Piuri, PhD
Principal Investigator of TC194 “Reporter mycobacteriophages for full-scale activity testing of

antitubercular compounds”

Assistant Professor, University of Buenos Aires, Adjunct Investigator CONICET, Argentina

“It provided means to test a hypothesis and evaluate a potential drug target”, “We would not have been
able to screen for inhibitors. While a potent inhibitor was not identified, we learned a lot in the process”

Professor Sabine Ehrt, PhD
Principal Investigator of TC156 Studies towards the identification of orally available I-lactams with
efficacy against Mycobacterium tuberculosis.

Professor of Microbiology and Immunology, Microbiology and Immunology , Weill Cornell Medical
College, USA

“Our TCOLF project was instrumental for establishing target/pathway-directed screens in my lab”

Professor Dirk Schnappinger, PhD
Principal Investigator of TC112 “Whole-cell assays for the identification and classification of Mtb growth
inhibitors”

Professor of Microbiology and Immunology, Microbiology and Immunology , Weill Cornell Medical
College, USA

“This project allowed to perform the first High Throughput Screening for the parasite Trypanosoma cruzi
that causes Chagas disease. Selected compounds were included in the 'Chagas box' that was shared with
investigators in the field”

Professor Ana Rodriguez, PhD
Principal Investigator of TCO08 “Identification of hits for T cruzi”

Professor at New York University School of Medicine, Dept. of Microbiology, USA

“The TCOLF project was a wonderful experience, we learned a lot and it provided outstanding training to
the visiting scientist from my lab”

Professor Courtney Aldrich, PhD
Principal Investigator of TC044 “Antitubercular BirA inhibitors”

Professor, Department of Medicinal Chemistry, College of Pharmacy, University of Minnesota, USA



“We never could have made a such compound screening without the TCOLF support”

Esteban Serra, PhD
Principal Investigator of TC261 “Trypanosoma cruzi bromodomains: druggable readers to look out!”

Instituto de Biologia Molecular y Celular de Rosario (IBR), Consejo Nacional de Investigaciones
Cientificas y Técnicas, Rosario, Argentina

‘OL funding may have increased my success with subsequent funding applications to e.g. the Wellcome
Trust as having the OL funding increases our credibility somewhat both in translational research and
seeking fundamental research support. This is because the funder can see that you have a translational
goal to your more basic research projects.”

Professor David Baker, PhD

Principal Investigator of TC217 “Optimization of imidazopyridine and thiazole scaffolds targeting
plasmodial kinases to generate a fast killing compound to treat malaria infection and block
transmission”

Professor of Malaria Parasite Biology, Faculty of Infectious and Tropical Diseases, Department of
Infection Biology, LSHTM



4b. Quotes Open Lab fellows

“TCOLF projects are unique as it's one of the major programs that bring vastly different interest groups
together. This opportunity was fundamental to developing my understanding of the process from both
an industrial and academic perspective and an exercise in knowledge and tech transfer. When on-site,
we were exposed to experts from several fields of science including chemistry, biochemistry,
pharmacology, animal care in addition to biology fostering a highly collaborative environment critical for
an early career researcher”

Shipra Grover
Open Lab Fellow of TC112 “Whole-cell assays for the identification and classification of Mtb growth

inhibitors”

Current position: Research Associate in Microbiology and Immunology, Cornell University

“Working with the team from Tres Cantos help me tremendously to understand better the early stage of
drug discovery.”

Jirgen Brem
Open Lab Fellow of TC241 “Structural biology and assays enabling B-lactams that target Mycobacteria

tuberculosis”

Current position: Project leader — Oxford University

“I've had chance to work with a professional research group and approached many new technologies. It
helped me know the difference of research between industrial and academic field. There are a lot of
things that | can apply in my workplace that improve efficacy at work”

Voong Vinh Phat
Open Lab Fellow of TC239 “Hit discovery for new antimicrobials against Shigella spp.”

Current position: Senior Research Assistant at Wellcome Trust Major Overseas Programme, Oxford
University Clinical Research Unit, The Hospital for Tropical Diseases, Ho Chi Minh City, Vietnam

“I have found my long-term contract thanks to the TCOLF experience. | have learned a lot during my
contract at GSK”

“Indeed, after my thesis and my studies | was consider as an organic chemist but after this work | was
consider as a medicinal chemist. So, its help me a lot for my career in pharmaceutical company.”

Charlotte Tabey-Fleau
Open Lab Fellow of TC247 “Chagas AABLO (Chagas AcylAminoBenzothiazol Lead Optimization)”

Current position: Researcher in Medicinal Chemistry at Inventiva Pharma

“It has given me new skills, especially related to project planning, knowledge of the functions of different
drug discovery departments, research strategy and alliances”

Bjorn Sunde
Open Lab Fellow of TC193 “Self-poisoning of Mycobacterium tuberculosis by inhibiting siderophore
secretion”




“It has been a huge impact since it gave me the opportunity to relate with a big company environment
and work in a more structured way. | really enjoyed the facilities and the cross-functional team work to
enhance the research and | started loving to work in a company”

Martina Cocozza
Open Lab Fellow of TC028 “Hit to Lead development for a new class of antimycobacterial agents”

Current position: Medical Affairs Manager in AbbVie

“It has allowed me to progress in my career. | would not have had my current job if | had not got the OL
Fellow funding”

Open Lab Fellow, anonymous

“The experience obtained from the TCOLF project provided me an insight into the workings of scientific
research in the pharmaceutical industry. The working environment | experienced during this project has
allowed me to transition smoothly to my current position”. “The knowledge and experience gained
during my TCOLF experience, in particular pertaining to drug discovery, has helped me to contribute
effectively to my new position”

Andrew Lim
Open Lab Fellow of TC239 “Hit discovery for new antimicrobials against Shigella spp.”

Current position: Research Associate, The ALBORADA Drug Discovery Institute, University of Cambridge

“As a researcher, my experience as a TCOLF Fellow showed me the drug development process from a
holistic point of view; being able to interact with all the stakeholders involved without leaving the
building”.

“It also taught me how research is done in industry (as opposed to academia) as well as the importance
of networking; being able to relate with researchers from very different places (relationships that |
currently still hold)”

Mariano Tilve
Open Lab Fellow of TCO53 Development of anti-T cruzi drugs targeting fatty acid utilization

Current position: Project Manager at an R&D focused Pharmaceutical Company

“The impact was very positive and definitely opened some new opportunities after that experience. |
learnt a lot from the experienced team and the research that was being carried out was very inspiring”

Jessica Baiget Gongalves
Open Lab Fellow of TC113 “An Open Source Hit-to-Lead campaign in Tuberculosis drug discovery”

Current position: Medicinal chemist in a Pharmaceutical Company

“The TCOLF project increased experience in private pharma industry”, “Excellent and successful
professional experience. Really grateful”

Julien Duez
Open Lab Fellow of TC180 “BlockBackMalaria” — Block rings and gametocytes in the spleen to block

Malaria

Current position: Project manager tebu-bio



“The TCOLF project has had a great impact on my professional career. Thanks to this experience | had the
opportunity to network with peers, create scientific relationships and learn the job from experts in
muiltidisciplinary fields. Ultimately, this experience also enriched my CV and made it more attractive to
recruiters”

Federica Patri
Open Lab Fellow of TC162 “Tuberculosis focused fragment-based drug discovery”
Current position: Senior Medicinal Chemistry Scientist at Angelini Pharma

“Our research approach and strategies are heavily influenced by the norms and standards employed at
GSK and this has helped us in conducting quality research, leading to the training of post-graduate
students and publication of articles at journals with good impact factor”

“A number of research collaborations have been established with a number of groups, and the
experience from TCOLF has helped us identify relevant and good partners”

Winston Nxumalo
Open Lab Fellow of TCO05 “Pool for Open Innovation against Neglected Tropical Diseases”

Current position: Associate Professor at the University of Limpopo, South Africa

“The TCOLF was instrumental in helping me to shape my career focus in Medicinal Chemistry. Basically,
TCOLF was the basis for me to start my independent academic career”

David Khanye
Open Lab Fellow of TCO05 “Pool for Open Innovation against Neglected Tropical Diseases”

Current position: Associate Professor at Faculty of Pharmacy, Rhodes University, South Africa

“The project allowed me to work at the interface of academia and industry for the first time and to
expand my understanding on the industry way-of-thinking”.

“It was an educational experience regarding collaboration between different organizations and sharing
the project-relevant expertise has been useful in both directions”.

“The position allowed me to start working at EMBL Heidelberg, where | am now continuing in another
postdoctoral project.”

Milka Hammarén
Open Lab Fellow of TC255 “Unravelling new combinatorial therapies against Shigellosis”

Current position: Postdoctoral research fellow at EMBL, Heidelberg
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