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We komen van slechtere tijden



Evolutie behandelingsprincipes – doelstellingen 

Vroeger: opvang van symptomen = “klinische remissie”

Voortschrijdend inzicht: 
• “biochemische remissie” 

• “endoscopische remissie” = mucosale heling 

Target-strategie: “treat to target”

Belang: 
• labo-analyses : inflammatoire parameters, bloedbeeld, ijzerstatus

• Fecal Calprotectine

• Trough levels

• Endoscopische controles +/- MR-enterografie

• Multidisciplinaire stafvergaderingen 



Treat to Target



Endoscopische Remissie



Niet allemaal rooskleurig



Welcome to the Multiverse!



Verminder de inflammatie

Doel:

• blokkeren van extra-cellulaire

signalen en hun onderliggende

processen,

• interfereren met intra-cellulaire

signaaltransductie

• verstoren van leukocyten trafficking 

naar de intestinale mucosa.



Hoe kiezen?

Comorbiditeiten

Leeftijd

Zwangerschapswens

SC vs IV vs PO

Nevenwerkingen profiel

Respons rate Shared decision making



Wat verkiest de patiënt?



Cortisine, BAH!



Keuzes Maken



Kostprijs van een jaar therapie



Maken van een keuze



We worden strenger en strenger



JANUS Kinase

In de Romeinse mythologie was Janus de god van 

het begin en het einde, van het openen en het 

sluiten.

Janus werd voornamelijk afgebeeld als een man 

met twee gezichten (Janus Bifrons) of als een

tweeling (Janus Gemini). Zijn twee gezichten

representeerden oorspronkelijk de zon en de maan.



JAK-STAT pathways mediate the signalling 

of several immunoregulatory molecules1,2

TYK: tyrosine kinase
1. O’Shea JJ, et al. Annu Rev Med 2015; 66:311–328. 2. Clark JD, et al. J Med Chem 2014; 57:5023–5038. 
3. Schwartz DM, et al. Nat Rev Drug Discov 2017; 16:843–862. 4. Salas A, et al. Nat Rev Gastroenterol Hepatol 2020; 17:323–337.  5. Danese S, et al. Gut 2019; 10:1893–1899.
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1 JAK proteins are activated when molecules bind to 

the receptor1,2

2 In turn, JAK proteins activate STAT proteins, which then 

dimerise and migrate to the nucleus1,2

3 STAT proteins regulate the expression of genes that facilitate 

numerous physiological processes, e.g. immune cell activity 

and intestinal homoeostasis1–5 
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JAKs are intracellular proteins that associate with cytokine receptors 
to enable the signalling of several molecules, e.g. cytokines and 
growth factors1,2



Antiviral defenceT cell regulation;

Inflammation
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Inflammation
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Why does preferential JAK1 inhibition matter?

STAT 1, 3, 4, 5, 6 STAT 3, 5 STAT 1, 2, 3, 5 STAT 1, 5STAT 1, 3, 5 STAT 3, 4

EPO: erythropoietin; TPO: thrombopoietin
a Please note, cytokines and physiological processes listed here are examples of the unique JAK roles and do not provide an exh austive list 
Figure adapted from: 1. Schwartz DM, et al. Nat Rev Drug Discov 2017; 16:843–862. 2. Clark JD, et al. J Med Chem 2014; 57:5023–5038. 3. Waggoner SN, et al. Curr Opin Virol 2016; 16:15–23. 
4. Tato CM, et al. J Immunol 2004; 173:1514–1517. 5. Winthrop KL. Nat Rev Rheumatol 2017; 13:234–243.  6. Akada H, et al. Stem cells 2014; 32:1878–1889. 7. Choy EH. Rheumatology (Oxford) 2019; 58:953–
962. 8. Akada H, et al. Stem Cells 2014; 32:1878–1889. 9. Vainchenker W. Leukemia 2013; 27:1219–1223. 10. Sen N, et al. Journal of Virology. 2018;92(21). 
11. Robinette ML, et al. Nature 2018; 11:50–60. 12. O’Shea JJ . Ann Rheum Dis 2004; 63(Suppl II):ii67–ii71. 13. Schwartz DM, et al. Nat Rev Rheumatol 2016; 12:25–36. 

Lymphocyte 

proliferation and 
NK cell 

differentiation; 
inflammation1-4

Production of blood 

cells and platelets 
(erythropoiesis,

myelopoiesis); 
Inflammation5,6

Antiviral 

immunity2,4,7

Inhibition of JAK3 may 
lead to 

immunodeficiency (  
lymphocytes, NK cells) 
which can be associated 

with increased sus-
ceptibility for 

infections11-13

Inhibition of 
JAK2 may 

lead to 
anaemia and 
thrombocytop

enia8,9

Inhibition of 
JAK2 (IFNy) 

may lead to 
decreased viral 
defense and   

susceptibility to  
Herpes Zoster10
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a Processes listed here are examples and do not provide an exhaustive list
EPO: erythropoietin
See slide notes for references

FI

Filgotinib reduces signalling of several proinflammatory 

cytokines while preserving the activity of others1–3

Preferential inhibition of JAK1 may preserve the activity of some JAK signalling pathways and 

physiological processes12,13

Cell membrane

IL-6 IFN-α IL-2, IL-15 IFN-γ GM-CSF, EPO

Physiological process4–7,a Inflammation Antiviral defence
Lymphocyte proliferation 

and differentiation
Antiviral defence

Erythropoiesis, 

myelopoiesis and 
platelet production 

Role in the gut8–11,a
Inflammation, 

wound healing8,9

Innate immune response, 

intestinal barrier function10

Mucus production,

adaptive immune response9

Inflammation,

antibacterial defence9

Mucosal barrier function, 

tissue repair11

JAK3JAK1 JAK2JAK2JAK1 TYK2 JAK2 JAK1
JAK1JAK2



Filgotinib is an orally administered small molecule that 

preferentially inhibits JAK1

b Phase 2 FITZROY trial; c Phase 3 SELECTION trial CYP450: cytochrome P450; HZ: herpes zoster; VTE: venous thromboembolism

See slide notes for references

FILGOTINIB IS NOT APPROVED FOR USE IN CD OR UC

Preferentially inhibits JAK14,5

In biochemical assays, filgotinib has a
>5-fold higher potency for JAK1 over 

other JAKs

Filgotinib is metabolised in a 
non–CYP450-dependent manner3

Filgotinib metabolism is independent 
of liver and kidney function

Filgotinib is an orally 
administered small molecule1,2

No immunogenicity expected

Acceptable safety profile6–11,a

In clinical trials, low rates of HZ, 
VTE and serious infections were

observed in patients with RA and UC

Demonstrated efficacy in 
CD and UC6–8,a

Early and sustained responses were
observed in patients with CDb and UC c

Filgotinib inhibits 
multiple cytokines1

Filgotinib targets intracellular signalling 
pathways used by several cytokines

Filgotinib



De JAK remmers



De JAK remmers



Tofacitinib



Filgotinib



Upadacitinib



Ze werken ook allen SNEL!



In de toekomst ook voor Crohn?



Besluit JAK



Risicoprofiel

Warnings & Precautions - all JAK inhibitors

•More precautionary approach is recommended for JAKi use in selected patient population:
•those aged 65 years or above

•those at increased risk of major cardiovascular problems (such as heart attack or stroke)
•those who smoke or have done so for a long time in the past

•those at increased risk of cancer

-> In these patients JAK inhibitors should only be used if no suitable treatment alternatives are 
available

•Recommendation using JAK inhibitors with caution in patients with risk factors for blood clots in the 
lungs and in deep veins (venous thromboembolism, VTE) other than those listed above.









JAK voor wie?



Redenen om in tweede lijn aan JAKi te denken


