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JAK inhibitory
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 JAK - Janus kinase enzymy (JAK 1, 2,3 a TYK 2)
- 4 nitrobunécné enzymy — tyrosin kinazy — , sprostfedkovani*
odpovédi na riizné cytokiny; heterodimery
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Tofacitinib

* Neselektivni JAK inhibitor
- inhibuje vSechny typy JAK enzymu — preferencne
JAK1 a JAK 3

* 09/2018 — schvilen EMA pro 1é¢bu UC

* [.écba revmatoidni a psoriatrické arthritidy (2017, 2018)
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Patients in Remission (36)

OCTAVE Induction1a 2

e Stredné tézka-tézka UC; selhani/intolerance konvencni nebo

biologické terapie (n=1161): tofacitib 10 mg 2xd vs. PBO (4:1)
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OCTAVE Sustain

* Klinicka odpoved’ na indukeni 1écbu — udrzovaci taze (n=593)
* Tofacitib 5 mg 2xd vs. tofacitinib 10 mg 2xd vs. PBO (1:1:1)
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Tofacitinib

* Indikace: stfedn¢ az vysoce aktivni UC

- selhani konvencni nebo biologické terapie (nedostatecna odpoved’
nebo sekundarni ztrata odpoveédi)
- intolerance konvencni nebo biologické lécby

* Davkovani (peroralni aplikace)

* Indukéni faze: 10 mg 2x denné - 8 tydnt
(nedostatecna odpoved — +8 tydnt)

* Udrzovaci taze: 5 mg 2x denn¢
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Tofacitinib
* NeZadouci ucinky

— Infekce (vyssi frekvence oproti PBO)

- herpes zostet:

- rizikové faktory: vyssi vék; davka; systémové KS; asijska populace;
predchozi anti-TNFa terapie)

- vetsina nezavaznych, lokalizovanych na 1-2 dermatomy

— Dyslipidemie
-7 LDL, THDL
- bez zvysené¢ho KV rizika

Sandborn et al., NEJM 2017; Panes et al., APT 2019; Winthrop IBD 2018 ‘




Tofacitinib — vyhody v 1écbé UC

Potential for use in mild,
moderale, and severe UC

—{ Rapid absorption time }

\
Potential firstline therapy Advantages of tofacitinib
[ after 5-ASA and steroids ] a

Short serum half-life ]
Potential high . .
{ cost-effectiveness ratio J ' 4’[ Experience in RA }

k 4 k

[ Qral administration ]

/ \\
Effective in patients previoushy
treated with anti-TNF agents

[ No immunogenicity Experience in the elderly ]

Danese et al., IBD 2018

CGS PRACOVNI SKUPINA PRO IDIOPATICKE STREVNI ZANETY CGS CLS JEP ‘




Ustekinumab
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Ustekinumab

* Anticytokinova protilatka: blokada p40 podjednotky IL.-12/11.-23
— ovlivnéni Th1l a Th17 imunitné¢ mediované odpovedi

* Registrace pro lécbu CN od 2016

* Studie UNIFI (RCT, phase III):
- ucinnost a bezpecnost UST v indukéni a udrzovaci 1écbe stfedné
tezke-tezke UC
- selhani/intolerance konvencni nebo biologické terapie
(anti-TNFo a/nebo vedolizumab)

o8, Sands et al., UEGW 2018, Sandborn et al., OP37; ECCO 2019
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UNIFI - indukc¢ni
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UNIFI - indukc¢ni
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Sands et al.,, UEGW 2018
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UNIFI - udrzovaci

Indukce Udrzovaci 1écba
. PBO
Klinicka odpoved’ /
— * RT UST 90 me SC q8w
maIVUST  (osp3 1.0y &9+ q
UST 90 mg SC ql2w
Tyden 44 PBO UST 90mg q12w  UST 90mg q8w
(n=175) (0=172) (0=176)
Klinicka remise (CR) 24.0% 38.4% 43.8%
Klinicka odpoved’ 44.6% 68.0% 71.0%
CR bez KS 23.4% 37.8% 42.0%
MH (Mayo <1) 28.6% 43.6% 51.1%
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Leukocyte anti-trafficking agents
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Etrolizumab
* Anti-integrinova mAb: Anti - 37 (blokada «437 a « E37)
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Etrolizumab
* RCT, phase 2; stfedné tézka-tézka UC
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Ozanimod
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Ozanimod

* RCT, taze II: stredné tézka-tézka UC (endoskop. Mayo 2-3)

- anti- TNFo exponovani: 18%
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ECCO 2019: nové molekuly RCT faze IT u UC

Mechanismus ucinku

Ontamalimab Anti-MadCam-1 mAb
Mirikizumab Anti-IL 23 (p19 podjednotka) mAb
Upadacitinib JAK1 inhibitor

Etrasimod S1P1 agonista
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Deékuji za pozornost
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