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Terapie astmatu
(GINA, 2020)
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Symptom control & modifiable > &

Adults & adolescents 12+ years risk factors (including lung function) < -
< E

Inhaler technique & adherence
Perseonalized asthma management: Patient preferences and goals ISTaN®

Assess, Adjust, Review response

Symptoms
Side-effects

Treatment of modifiable risk factors
and comorbidities
Non-pharmacological strategies
Asthma medications (adjust down or up)

Asthma medication options: Education & skills training

Adjust treatment up and down for
individual patient needs

..... sssesensessssscsso RN
PREFERRED : STEP 1
CONTROLLER : Dliybwdosemodcolw(ICS).
to prevent exacerbations : As-needed or as-needed low dose ICS-formoterol *
and control symptoms ~ : low dose

: ICS-formoterol *

r Low dose ICS
controller options : taken whenever
: SABAIs taken t

As-needed low dose ICS-formoterol for patients
RELIEVER S ‘ | prescribed maintenance and reliever therapy}

As-needed short-acting B.-agonist (SABA)

PREFERRED : As-needed low dose ICS-formoterol *

Other :
reliever option
* Data only with budesonide-formoterol (bud-form) I Low-dose ICS-form is the reliever only for patients prescribed
1 Separate or combination ICS and SABA inhalers bud-form or BDP-form maintenance and reliever therapy
# Consider adding HODM SLIT for sensitized patients with
allergic rhinitis and FEV1 >70% predicted

Zdroj: Miyokawa R et al: Patient Prefer Adherence 2020; 14: 1669-1682




Postaveni biologickych léki
(v terapii astmatu, GINA, 2020)

SPECIALIST CARE; SEVERE ASTHMA CLINIC IF AVAILABLE
Assess and treat severe asthma phenotypes contd

Continue to optimize management as in section 3 (including inhaler technique, adherence,

)

omalizumab

6 Ol } Consider add-on biologic Type 2

targeted treatments benralizumab
Conss aad in Type oo upilum ~N

2-targeted biologic for | Is the patient eligible for anti-IgE
patients with exacerbations for severe allergic asthma?
or poor symptom control | £
on high dose ICS-LABA,
who:©
- have eosinophilic or

allergic biomarkers, or

- need maintenance OCS

|
- Consider local payer ‘
eligibility criteria © ‘ m yes

- Sensitization on skin prick testing or specific IgE © 550 ' 612 months

- Total serum IgE and weight within dosage range £
- Exacerbations in last year ©

and predictors of What factors may predict good Good response
response when choosing asthma response to anti-IL5/5R? to T2-targeted

between available therapy

« Higher blood eosinophils +++

I - More exacerbations in
+ Also consider cost, dosing previous year +++

v), mﬂgltmg;c; ' - Adult-onset of asthma ++
s « Nasal polyposis ++ STOP add-on
Consider switching

to a different Type
4 Anti-IL4R i 2-targeted therapy,
d ; if eligible

Is the patient eligible for anti-IL4R Wi
.. for severe eosinophilic asthma? ; a) - no
- Exacerbations in last year® g meloplzum :

- Blood eosinophils 2150/ or FeNO 225 ppb® e

or because of need for maintenance OCS® ? Little/no response

to T2-targeted

i o reslizumab

j Eligible for none?
Return to section 62




Absolutni snizeni eosinofilll v ciloveé
tkani (mereno ve sputu nebo krvi)

Clinical Management Review

Biologics for Severe Asthma: Treatment-Specific
Effects Are Important in Choosing a Specific Agent

James G. Krings, MD?, Mary Clare McGregor, MD®, Leonard B. Bacharier, MDP®, and Mario Castro, MD, MPH®  Saint Louis,
Mo

Weight-adjusted Intravenous Reslizumab in Severe Asthma with
Inadequate Response to Fixed-Dose Subcutaneous Mepolizumab

Manali Mukherjee*, Fernando Aleman Paramo®, Melanie Kjarsgaard, Brittany Salter, Gayatri Nair, Nicola LaVigne,
Katherine Radford, Roma Sehmi, and Parameswaran Nair

ivision of Respirology, Department of Medicine, McMaster University, Hamilton, Ontario, nada

Zdroj: Krings JG et al: J Allergy Clin Immunol Pract 2019; 7: 1379-1392; Murkherjee M et
al: Am J Respir Crit Care Med 2018; 197: 38-46




Overall exacerbation rate ratio

Ben100 vs Plb
Ben2 vs Plb
Ben20 vs Plb
Mep100 vs Plb —
Mep250 vs Plb
Mep75 vs Plb -
Mep750 vs Plb —
Res3vs Plb - ——@—

——,

——

~ 0.68[0.48;0.94]
- 1.23[0.76; 1.93]
- 0.7[044;108]
- 0.55(0.37;0.83]
- 063[0.4;1.03]
- 0.55[0.38;0.79]
- 0.51[0.34;0.77]

- 046[03;069)

Eosinophilic exacerbation rate ratio

Ben100 vs Plb
Ben2 vs Plb —
Ben20 vs Plb —
Mep100 vs Plb
Mep250 vs Plb —
Mep75 vs Plb

Mep750 vs Plb — ¢

+

L L 4

-+

e

g
——

Res3 vs Plb —

e

- 0.6[0.27;1.28]

(- 1.14[0.52;2.47]

- 065[0.3;1.38]
- 0.54[0.31;097]
- 0.62[0.3:1.3]

- 0.54[0.32;0.96]
- 0.49[0.23;1.02]

- 046[026;082]

& j
1

|
Favor to treatment 0.5

Favor to placebo Favor to treatment . 1.0 2.0 Favor to placebo

doi: 10.1111/ea. 12853

SYSTEMATIC REVIEWS AND META-ANALYSIS

Comparison of anti-interleukin-5 therapies in patients with severe
asthma: global and indirect meta-analyses of randomized placebo-
controlled trials

Y. Cabon’, N. Molinari'?, G. Marin', I. Vachier®, A. S. Gamez®, P. Chanez* and A. Bourdin®*
of Medical i i iversity Hospital, ier, France, °F INSERM U1046, CNRS UMR 9214, University of
i jer, France, ” of i Diseases, ier University Hospital, Montpellier, France and *AP HM Morseille,

Clinical & Experimental Allergy, 47, 129-138
© 2016 John Wiley & Sons Ltd

Marseille, Fronce

» » »

Zdroj: Cabon Y et al: Clin Exp Allergy 2017; 47: 129-138
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Spotreba biologickych Iéki
(v terapii astmatu)
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benralizumab dupilumab mepolizumab omalizumab reslizumab

Zdroj: Statni Gstav pro kontrolu lIéCiv (www.sukl.cz)




Rozdélni biologickych lek
(v terapii astmatu)

Podle mechanismu ucinku

. | Podle farmakodynamickych a
farmakokinetickych viastnosti

Podle fenotypu pacienta

. | Podle davkovani a cesty aplikace

Podle tolerance

Podle adherence

Zdroj: McGregor MC et al: Am J Respir Crit Care Med 2019; 199:433-445; Doroudchi A et
al: Ann Allergy Asthma Immunol 2020; 124: 44-56; Rogliani P et al: Pulm Ther 2020; 6:
47-66; Coté A et al: Biochem Pharmacol 2020; 179: 114112




Rozdélni biologickych lek
(v terapii astmatu)

Podle mechanismu ucinku

L | Podle farmakodynamickych a
farmakokinetickych vilastnosti

Podle fenotypu pacienta

L | Podle davkovani a cesty aplikace

Podle tolerance

Podle adherence
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Zdroj: Miyokawa R et al: Patient Prefer Adherence 2020; 14: 1669-1682



Vlastnosti a mechanismus
biologickych lék

Jedna se o monoklonalni protilatky

- benralizumab (h, IgG1k, anti-Il-5Ralfa)
- dupilumab (H, IgG4, anti-Il-4Ralfa)

|- mepolizumab (h, IgG1k, anti-II-5)

- omalizumab (h, IgG1k, anti-IgE)
- reslizumab (h, IgG4k, anti-Il-5)

Zdroj: SPC jednotlivych lécivych pripravki: Cinqaero®, Dupixent®, Fasenra®, Nucala®,
Xolair®




Nastup ucinku a eliminace
biologickych lék
Vyznamnym ukazatelem nastupu ucinku
a jeho prezistence je t ., at,,,
- benralizumab: 3,5dne 15,5dne
- dupilumab: 3-7 dnt  19-21 dni
- mepolizumab: 4-8 dnli 16-22 dnii

- omalizumab: 7-8 dnti 26 dni

- reslizumab: 24 dni
~

Zdroj: SPC jednotlivych lécivych pripravki: Cinqaero®, Dupixent®, Fasenra®, Nucala®,
Xolair®




. . F . . .

N Afinita k substratu A

Porovnat Ize pouze monoklonalni protilatky
inhibujici totozny , substrat", tedy napr. Il-5
(IC;, jsou stredni inhibicni koncentrace):

- mepolizumab: IC;, 286,5 pM
L - reslizumab: IC;, 91,1 pM

Zdroj: Liddament M et al: Allergy Asthma Immunol Res 2019; 11: 291-298



lék omalizumab nepolizumab dupilumab reslizumab benralizumab

cesta aplikace S.C. S.C. S.C. i.v. S.C.
davka 75-600 mg *) 100 mg 200 mg **) 3 mg/kg 30 mg **x*)

interval mezi davkami 2-4 tydny *) 4 tydny 2 tydny 4 tydny 8 tydnii

**) (ivodni davka je dvojnasobna (tj. 400 mg);
***) ivodni 3 davky v odstupu 4 tydni

Zdroj: SPC jednotlivych lécivych pripravki: Cinqaero®, Dupixent®, Fasenra®, Nucala®,
Xolair®




.| Pevna davka nebovmg/kg

Davka v mg/kg umoznuje individualizovat
terapii pro konkrétniho pacienta

Pevna davka prinasi problém u jedinci s
nizsi nebo vyssi hmotnosti

Distribucni objem léku priblizneé odpovida
objemu intravaskularni tekutiny (tj. 50-
85 mi/kg)

Zdroj: Suchopar J, Prokes M: Podkozné nebo nitrozilné? — biologicka Iécba astmatu.
2020; v tisku
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Nitroziini nebo podkozni
aplikace
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Zdroj: SPC jednotlivych lécivych pripravki: Cinqaero®, Dupixent®, Fasenra®, Nucala®,
Xolair®



adherence pro omalizumab pri rocnim sledovani
pacientt Cinila 64,6 %, perzistence pak po roce
cinila 54 % (Broder et al, 2009)

jina s.c. biologika:
adherence adalimumabu méne nez 60 %, pricemz

vhodnou intervenci ji bylo mozneé zvysit az na
67 % (Rubin et al, 2017)

(adalimumab) a 38-81 % (infliximab) v
systematickém prehledu (Murage et al, 2019)

Zdroj: Broder MS et al: Allergy Asthma Proc 2009; 30: 148-157; Rubin DT et al: J Manag
Care Spec Pharm 2017; 23: 859-867; Murage MJ] et al: Patient Prefer Adherence 2018;
12: 1483-1503




Systematicky prehled studii (Jin et al, 2015):

e ,SC bylo lepsi nez IV": trastuzumab, rituximab,
inhibitory TNFa, bortezomib, amifostin, G-CSF
(kolonie stimuluji faktor), rekombinantni IL-2,
1gG, epoetin, heparin a opioidy,

"IV bylo lepsi nez SC": ketamin, fytomenadiol a
abatacept,

IV bylo lepsi nez IM": ketamin, morfin a sérum N
proti hadimu ustknuti,

~IM bylo lepsi nez SC": epinefrin,
»SC bylo lepsi nez IM": interferon-B1a, HCG, IgG
anti-HCB a morfin

Zdroj: Jin JF et al: Patient Prefer Adherence 2015: 9: 923-942




Zaver
(shrnuti nejdiilezitéjsich informaci)
Biologika davkovana v mg/kg umoznuji
individualizaci terapie

Davky biologik a intervaly mezi nimi
predurcuji uspésnost terapie

Adherence k lécbée je vyssi v pripade i.v.
aplikace

Preference pacientii jsou dtilezité pro
perzistenci k lécbé

Ani i.v. ani s.c. neni apriori , lepsi"

Zdroj: Suchopar J, Prokes M: Podkozné nebo nitrozilné? — biologicka Iécba astmatu.
2020; v tisku







