Nase zkusenosti s TDM Infliximabu a Adalimumabu
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Infliximab protilatky

Adalimumab

Adalimumab protilatky

Etanercept

Etanercept protilétky

Vedolizumab

Vedolizumab protilatky

b

Cetuximab protilatky
Bevacizumab

Bevacizumab protilatky
Trastuzumab

Trastuzumab protiléthky
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Cilovy antigen | Klinické indikace Odbér - material

TNFa

THFa

TNFa

adB7 integrin

EGFR

VEGF-A

HER2

Crohnova choroba, ulcerdzni
kolitida, ankylozujici
spondylitida, psoriaticka
artritida, psoriadza

Crohnova choroba, ulcerdzni
kolitida, ankylozujici
spondylitida, psonalicka
artritida, psoriaza

Revmatoidni artritida,
ankylozujici spondylitida

Crohnova choroba, ulcerdzni
kolitida

Kolorektélni karcinom,
nadorova onemocnéni hlavy
a kriku

Glioblastom, karcinom
vajetniku, plic a prsu,
kolorektaln! karcinom

Karcinom prsu,
adenokarcinom Zaludku

Metoda se
provadi 2x
mesicng

Srazliva krev
(odseparované sérum)

Skladovéni vzorkd ph
teploté +2 aZ +8 °C
(max 3 dny) nebo pffi
teploté =20 °C pro dels(
uchovéni, pokud jsou
zamrazeny do 24 hodin
po odbéru
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Vyznam TDM biologik

» Zakladni predpoklad pro TDM biologik: dobra korelace mezi
trough hladinou a terapeutickym efektem

e l|dentifikace priciny selhavani terapie: odliSeni primarnich non-
responderu a sekundarniho selhavani terapie

e REAKTIVNI vs. PROAKTIVNI TDM
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B. Cytokine effects on HCAEC

C. Influence of infliximab on cytokine effects

anti-TNF-a drug
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D. Anti-infliximab antibodics block the function
of infliximab

anti-drug antibodics
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Priciny selhavani terapie IFX
Farmakodynamické selhavani lécby:

V patogenezi onemocnéni hraji dominantni roli jiné mediatory
nez TNF-a. Obvykle terapeutickeé trough hladiny biologika.

Farmakokinetické selhavani lécby:
* charakteristické nizkymi trough hladinami biologika:

a) neimunitné zprostredkované FK selhani — priCinou je zvysena
clearance |éCiva pri tézkém zanétu; katabolicky stav nebo
zvysena ztrata do streva

b) imunitné zprostfredkované FK selhani terapie: charakteristické
tvorbou protilatek proti biologiku
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Retrospektivni studie

TDM Non-TDM
Outcome Group Group .
/\ Endoscopic remission (%) 66.2 474 0.03
Clinical response (%) 69 57 0.007
""‘"‘:a'; ;m:ii::r:n who Clinical remission (%) 52 a8 0.2
_ Hospitalizations (% patients with 1 or more 22 34 0.03
333 dose adjustments unscheduled visits in year after
\ / adjustment)
Flares (mean no. of flares per patient) 0.5 095 002
— R Slcroid use (%) 15 23 0.46
WRCOMPAINS ot '° Surgery (%) 216 13 0.11
8 dose adjustments 13 dose adjustments s
8 individuals l{ E : E’ ’
S
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149;;‘;::’]:5"‘:9"6 163 dose adjustments
e 133 individuals Orlaith B. K. et al.: Inflamm Bowel
Mo — Dis 23, 1202-1209 (2017)
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Mezinarodni konsenzus — BRIDGe group uiting

research in IBD Globally)

mwww.agellab.cz

Papamichael K.: Clinical Gastroenterology and
Hepatology 2019, 17, 1655-1668

Jednoznacné doporuceni panelu expertu
(gastroenterologové, imunologové a farmakologové)

TDM vzdy na konci indukeni faze lécby
TDM v pravidelnych intervalech 2-4 x rok

P¥i detekci pfechodné hladiny ADA (anti-drug antibody)
po uprave davkovani

Definice minimalnich trough hladin biologik
Definice cut-off pro ADA
https://www.bridgeibd.com/optimizer
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Mezinarodni konsenzus - BRIDGe group
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Mezinarodni konsenzus - BRIDGe group

INFLIXIMAB:

- Minimalni trough koncentrace po indukcni fazi léCby: minimalné
3,0 mg/l a7—-10 mg/l jsou asociovany s vyssi pravdépodobnosti
|éCebné odpovédi

- Minimalni trough koncentrace v udrzovaci fazi lécby 3,0 mg/I

- Davkovani neni nutné snizovat pfi hladindch do 10 mg/I

- ATI: cut-off 200 ug/|, pfi hodnotach nad 220 ug/I nelze Uspésné
prekonat navysenim davkovani nebo zkracenim intervalu
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Nase vysledky IFX
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Sample size 698
Lowest value 0,06000
Highest value 14,4000
Arithmetic mean 2,6748
?nS:/;:I for the Arithmetic 2.4810 to 2,8686
Median 1,7700
95% Cl for the median 1,5062 to 2,0238
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cmd:SHOWXMINMAX?165
cmd:SHOWXMINMAX?779

Mezinarodni konsenzus - BRIDGe group
ADALIMUMAB:

- Minimalni trough koncentrace po indukcni fazi lécby:
minimalné 5,0 mg/l, koncentrace > 7 mg/| jsou asociovany s
vysSi pravdépodobnosti |écebné odpovédi

- Minimalni trough koncentrace v udrzovaci fazi lécby 5,0 mg/I

- Davkovani neni nutné snizovat pti hladinach do 10 mg/I

- ADA: hodnoty cut-off nejsou doposud jasneé definovany
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Nase vysledky sample size 365

. Lowest value 0,1000
adalimumab Highest value 37,6000
Arithmetic mean 6,2775
95% Cl for the Arithmetic mean 5,8160 to 6,7389
= Median 5,9200
g 95% ClI for the median 5,0958 to 6,4284
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cmd:SHOWXMINMAX?342
cmd:SHOWXMINMAX?272

IFX (mg/l)

Nase vysledky

4
3,5
Zena, 32 let 2:
CD :
5mg/kg IFX 4 8 t. + AZA 50 mg/d 1,5
1
0,5
IFX ATl CRP CALC D 0
Mésic (mg/l) (ug/l) (mg/l) (ug/g) (mg/kg) 0 10 20 30 40 50 60
2 402 05 263 5
8 385 05 x 5 ATI (ug/1)
14 392 05 3 x 5 600
20 41 05 8 5 500
27 0,5 x 5
33 43 320 7 400
35 25 X 7 300
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45 305 11 3 32 7
51 3,43 7 x 7 100
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-100
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DEKUJI ZA POZORNOST
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Analytické poznamky

Stanoveni biologika: volna frakce

Stanoveni protilatek: neutralizujici protilatky, idealné drug
tolerant assay — v€asna detekce

Standardizace

Biotin-labeled infliximab Q. 'l streptavidin-HRP

%,
ADA N 2
2. Transfer supernatans 3.N

1. Apply sample on

. Neutralize sample
TNF plal in ac |d
* 72 D
4. Analysis in bridging 72 &
I T ELISA €
Sample infliximab § Plate-bound infliximab
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Analytické poznamky

B Homogeneous mobility-shift assay (HMSA)

1 R 30 g Ry

with in vivo  with in vivo
tuncuonal non- functnonal \

Drug—ADA
immune complexes

C Cell-based reporter-gene assay (RGA)

1. Human recombinant TNF added to (

% ¥
Inflammation
TNF-R1

cell membrane H N—i sninal/
Inflammasome
B

Y |Orug—ADA  Drug ¥ | Drug—ADA  Drug
§ complexes (monomeric) % complexes (monomeric)
z v v z v v
N\ A N\ A
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Elution time Elution time
Correct False positive

In vivo non-functional ADA

Serum (control)  Serum w/drug  Serum w/ADA

e

-

Nuclear
membrane

NF-x &’ Inflammatory
cytokines

m} Pro-cytokines
/

Firefly luciferase reporter-gene

2. Addition of luciferase substrate, ! l
and cell lysis

o
3. Detection of luminescence -..!-
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