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Disclaimer 
This presentation contains forward-looking statements, including (without limitation) statements concerning the progress of our Toledo program,
statements relating to interactions with regulatory authorities, the potential development path for our Toledo compounds, the expected impact of COVID-
19, and our strategy, business plans and focus, the slides captioned “Our DNA: seeking out novel modes of action” “Our approach to innovation” “Our
innovative approach with Toledo” “Potential broad application in inflammation” “We’ve found a potential master switch” “Innovative Chemistry” two slides
titled “Promising and broad in vivo activity” “Toledo portfolio today” “Our innovative approach with Toledo” slides titled “Potential broad application in
inflammation” “Clinical strategy” slides titled “Clinical path” “Parallel Proof of Concept studies” “Fast tracking Psoriatic Arthritis” “Ambitious, informed
development strategy” two slides titled “Totality of Toledo data package convinces” “Promising assets” “Newsflow Toledo”, statements regarding the
expected timing, design and readouts of ongoing and planned clinical trials with the Toledo program, including (i) with GLPG3970 in Psoriasis, Ulcerative
Colitis, Rheumatoid Arthritis, Systemic Lupus Erythematosus, Primary Sjögren’s Syndrome and other potential indications, (ii) with GLPG4399 in
inflammation and other potential indications, and expectations regarding the commercial potential of our product candidates. When used in this
presentation, the words “anticipate,” “believe,” “can,” “could,” “estimate,” “expect,” “intend,” “is designed to,” “may,” “might,” “will,” “plan,” “potential,”
“possible,” “predict,” “objective,” “should,” and similar expressions are intended to identify forward-looking statements.

Forward-looking statements involve known and unknown risks, uncertainties and other factors which might cause the actual results, financial condition,
performance or achievements of Galapagos, or industry results, to be materially different from any future results, financial conditions, performance or
achievements expressed or implied by such forward-looking statements. Among the factors that may result in differences are the inherent uncertainties
associated with competitive developments, clinical trial and product development activities, regulatory approval requirements (including that data from the
company's development programs may not support registration or further development of its compounds due to safety, efficacy or other reasons, and the
uncertainties relating to the impact of the COVID-19 pandemic), reliance on third parties and estimating the commercial potential of its product candidates.
A further list and description of these risks, uncertainties and other risks can be found in Galapagos’ Securities and Exchange Commission (“SEC”) filing
and reports, including Galapagos’ most recent Form 20-F and subsequent filings with the SEC. Given these uncertainties, you are advised not to place any
undue reliance on such forward-looking statements.

All statements herein speak only as of the release date of this document. Galapagos expressly disclaims any obligation to update any statement in this
document to reflect any change in future development with respect thereto, any future results, or any change in events, conditions and/or circumstances,
on which any statement is based, unless specifically required by law or regulation.

Under no circumstances may any copy of this presentation, if obtained, be retained, copied, or transmitted.
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Our DNA: seeking out novel modes of action

Push scientific boundaries

Follow the science

Innovative, new methods

Novel modes of action
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Our approach to innovation

6

Novel targets

Chemistry reinforced by 
biology

Smart path to early clinical 
data



Target discovery approach

Adenoviral knock-down 
library

High throughput 
screening

Hits

Rescreen

To identify novel targets
High throughput 

screening platform
Using core GLPG technology

Validation

Adenoviral KD 
library

Phenotypic
screening assay
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Our innovative approach with Toledo

Target 
identification

Broad 
launching 
platform

Confirmed 
dual mode of 
action

1 2 3
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Can we make a difference?
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Our innovative approach with Toledo

Target 
identification

Broad 
launching 
platform

Confirmed 
dual mode of 
action

1 2 3
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Restoring the immune imbalance



Diseased gut IBD assay

Barrier integrity

Epithelial cells

Dendritic cells

Co-culture
Pathogenic bacterial trigger 

Epithelial barrier integrity

Dual layer IBD assay 
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Dual activity confirmed 
in both macrophages & dendritic cells

[Toledo] M
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TNF
IL-12
IL-1 IL-10

TNF
IL-12
IL-23 IL-10

IL-2
IFN TNF IL-10

MCs/M

Potential broad application in inflammation

DCs T cells B cells

Innate
Adaptive

Innate

Broad cellular activity with Toledo 

on both innate & adaptive immune cells
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Autoimmune diseases

We’ve found
a potential
master switch



TOL1

TOL2

TOL3
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Our innovative approach with Toledo

Target 
identification

Broad 
launching 
platform

Confirmed 
dual mode of 
action

1 2 3
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Our discovery timeline

2012 2013 2014 2015 2016 2017 2018 2019 2020

Q2 2017
GLPG3312 Preclinical candidate

Preclinical candidate
Q2 2018

SIK target discovery and 
validation

Lead optimizationHigh 
throughput 
screening

Preclinical candidate
Q3 2019

Preclinical candidate
Q2 2020

Next Toledo 
preclinical
candidates

GLPG3970 GLPG4605

GLPG4399
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>3,000 molecules synthesized

10 chemical series investigated

Multiple selectivity profiles 

4 patents filed, exemplifying 

~ 1,000 compounds

Innovative chemistry
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>200 dedicated FTE years 
since 2014
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Optimization

Optimization

GLPG4399
GLPG3970

GLPG4605

GLPG4605
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From HTS to PCC
Multiple series developed

GLPG4399

GLPG3970
GLPG4605

SIK2 series

SIK1 series
Output of HTS
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HTS: High throughput screening



IBD: local interplay

23



IBD: local interplay
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Robust activity in vivo in 3 IBD models
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###p < 0.001
*p < 0.05; ***p < 0.001 (vs diseased)
AUC: area under the curve 
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Impacting both sides of the balance in vivo

***

***

M1 marker M2 marker

***p<0.001 (vs diseased)

Macrophage phenotypes in IBD colon tissue
(T-cell transfer model)

Pro-inflammatory
macrophage reduced

Immunoregulatory
macrophage induced
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Impacting both sides of the balance in vivo

Toledo effect vs diseased

Log2 Fold Change
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###p < 0.001
*p<0.05; **p<0.01; ***p<0.001 (vs diseased)

pro-inflammatory 
cytokines reduced

anti-inflammatory 
cytokines 
induced

Multiplex cytokine analysis in IBD colon tissue
(T-cell transfer model)
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Promising and broad in vivo activity

2020GLPG3970

GLPG4399

GLPG4605

IBD RA Pso PsA SLE 

SIK2/3

SIK3

SIK2/3

Next SIK compounds

Immune-mediated inflammation models

2020-2021

2021

No activity

Activity demonstrated
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Promising and broad in vivo activity

2020GLPG3970

GLPG4399

GLPG4605

IBD RA Pso PsA SLE IPF 

Fibrosis models

SSc

2021

2021

SIK2/3

SIK3

SIK2/3

Next SIK compounds 2020-2021

2021

No activity

Activity demonstrated
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Immune-mediated inflammation models



GLPG3970 activity in psoriasis model

Ear thickness on day 5
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(IL-23-induced)

Healthy
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Pos Control

GLPG3970

Day 5

Pso: psoriasis

###p < 0.001
*p<0.05; **p<0.01; ***p<0.001 (vs diseased)
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Robust activity across arthritis models

CIA model PsA model 
IL-23-induced

***p < 0.001 (vs. diseased)

***

***

***

***

CIA: collagen induced arthritis; PsA: psoriatic arthritis
AUC: area under the curve
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Robust fibrosis activity in vivo

Chronic GvHD model
skin fibrosis
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BLM: bleomycin; GvHD: graft versus host disease

###p < 0.001
*p<0.05; **p<0.01; ***p<0.001 (vs diseased)
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Toledo portfolio today

SIK profiles Drug discovery Preclinical Phase 1 Phase 2

GLPG3970 Multiple PoCs

GLPG4399 IND ready

GLPG4605 PCC

SIK2/3

SIK3

SIK2/3

GLPGxNext compounds

GLPGx

GLPGx

GLPGx

GLPGx

GLPGx
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Our innovative approach with Toledo

Target 
identification

Broad 
launching 
platform

Confirmed 
dual mode of 
action

1 2 3
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Evaluation in healthy volunteers

Phase 1 GLPG3970

Single ascending dose  
6 cohorts

Well-tolerated

Multiple ascending dose, 
14 days

3 cohorts

Dual activity confirmed
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Pharmacokinetics (PK) 

Predictable PK

Fast absorption

Dose-proportional exposure

Half-life supports once daily dosing

Low propensity for clinical drug-drug 
interaction
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GLPG3970 plasma concentrations 

Mean - day 14

dose 1
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dose 3

Phase 1 GLPG3970
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Dual activity confirmed ex vivo 
C
h
a
n
g
e
 f
ro

m
 b

a
se

lin
e
 a

t 
D

1

C
h
a
n
g
e
 f
ro

m
 b

a
se

lin
e
 a

t 
D

1

TNF levels  ↓ IL-10 levels   ↑
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Phase 1 GLPG3970
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Evaluation in healthy volunteers

59 healthy 

subjects exposed 
to at least one oral 
dose

Phase 1 GLPG3970

Single ascending dose  
6 cohorts

Well-tolerated

Multiple ascending dose, 
14 days

3 cohorts

Once daily dosing Dual activity confirmed

39



Innovation
strategy

Onno van de Stolpe, CEO

Our innovation with 
Toledo

Piet Wigerinck, CSO

Q&A

All

Agenda 

Wrap up

Onno

Our path to patient 
data 

Walid Abi-Saab, CMO

40



MCs/M

Potential broad application in inflammation

DCs T cells B cells

Innate
Adaptive

Innate

RA

UC & CD

Pso
PsA

SLE

Sjögrens
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Clinical strategy

Phase 3 + fibrosis

Dose-range finding, 
indication expansion

Validating pathways,
understanding 

biology
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Clinical path

SLE

Validating

43

RA

UC

pSS

Pso

Phase 2b dose-range finding

Phase 2 PoC new indication

Dose-range finding, 
indication expansion

Phase 3 inflammatory 
diseases

Fibrosis

Phase 3 + fibrosis

PsA

RA

UC

CD

AS



Parallel Proof of Concept studies 

2020 2021

PoC

PoC

PoC 6 weeks

Cohort 6 weeks

PoC 6 weeks

Current status

Active recruitment

Primary Sjögren’s syndrome

Active recruitment

Psoriasis

Ulcerative colitis

In preparation

Rheumatoid arthritis 

Systemic lupus erythematosus In preparation

Disease area

Active recruitment

5 PoCs to investigate mode of action

Toplines as of mid 2021* 

* Timelines subject to delays due to global COVID-19 pandemic

GLPG3970
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Fast tracking psoriatic arthritis
with ‘3970

2021 2022

Psoriasis

Psoriatic arthritis

Disease area

Shortens timelines by 18-24 months

GLPG3970

2023 2024+

45

DRF = Dose-range finding

Phase 3

Phase 1b

Phase 2 DRF



CALOSOMA Phase 1b in psoriasis

• Adults with moderate/severe psoriasis 
(baseline PASI≥12, BSA ≥10%)

• Evaluate safety/tolerability & efficacy GLPG3970 in psoriasis

6 weeks

Screening

GLPG3970, target active dose, oral (n=15)

placebo (n=10)

Up to 21 days

Follow-up

Up to 2 weeks
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SEA TURTLE Phase 2 in ulcerative colitis

• Adults with moderate/severe active UC 
(treatment experienced)

• Key outcomes: Mayo clinical score, safety/tolerability, 
PK & PD efficacy markers

6 weeks

Screening

GLPG3970, target active dose, oral (n=20)

placebo (n=10)

Up to 21 days

Follow-up

Up to 2 weeks
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LADYBUG Phase 2 in rheumatoid arthritis

6 weeks

Screening

GLPG3970, target active dose, oral (n=15)

placebo (n=10)

Up to 21 days

Follow-up

Up to 2 weeks

• Patients with moderately/severely active RA &  
inadequate response to MTX

• Evaluate effect on signs & symptoms of RA, 
safety & tolerability, PK & PD efficacy markers
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Ambitious, informed development strategy

Pso study generates rapid clinical data 

Accelerated path taken in PsA based on biology

Rapid progression into Ph2 dose rangers, based on Ph 1 PD fingerprints & cross-
learnings

Robust program in line with novel pharmacology, investment size, and 
development stage

Programmatic approach for acceleration to patients

49



Innovation
strategy

Onno van de Stolpe, CEO

Our innovation with 
Toledo

Piet Wigerinck, CSO

Q&A

All

Agenda 

Wrap up

Onno

Our path to patient 
data 

Walid Abi-Saab, CMO

50



Totality of Toledo data package convinces

Confirmed dual mode of action

Safety package for clinical 
development

Target identification data 

Literature evidence 

Preclinical data

Phase 1 data 
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Promising assets

Potential master switch for inflammation

Strong, broad IP protection

Phase 1 confirms mode of action

Safety package supports clinical plans

Smart path in clinical development

Head start on competition 
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Newsflow Toledo 

2020 2021 2022

Completion Phase 1 
GLPG3970

Start PoC studies

Start Phase 1 GLPG4399

Readout Phase 1 GLPG4399

Start Phase 2b studies

Readout first 3 PoC studies

Additional Phase 1 starts

IND opening GLPG3970

Readout last 2 PoC studies

Readout first Phase 2b study

Start Phase 3

Additional Phase 1 readouts

Aim to bring our innovation to patients as fast as possible
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