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Fig 1. Stepwise management-pharmacotherapy (Adapted GINA 2016, Box 3-5)

Table 1. Low, Medium and high dose inhaled corticosteroids in adults and
adolescents(> 12 years) (Adapted GINA 2016, Box 3-6)

Inhaled corticosteroid Total daily dose (mcg)

Low Medium High
Beclometasone dipropionate (CFC) 200-500 >500-1000 >1000
Beclometasone dipropionate (HFA) 100-200 >200-400 >400
Budesonide (DPI) 200-400 >400-800 >800
Ciclesonide (HFA) 80-160 >160-320 >320
Fluticasone furoate (DPI) 100 na. 200
Fluticasone propionate (DPI or HFA) 100-250 >250-500 >500
Mometasone furoate 110-220 >220-440 >440
Triamcinolone acetonide 400-1000 >1000-2000 >2000

= This is not a table of equivalence, but of estimated clinical comparability
= Most of the clinical benefit from ICS is seen at low doses

= High doses are arbitrary, but for most ICS are those that, with prolonged use,
are associated with increased risk of systemic side-effects
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5.Kinase inhibitors
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TRIGGERS KINASES EFFECTS INHIBITORS

38 MAPK ,
- C oeteroid resictance P38 MAPK inhibitors
Allergen W s o - e.g., losmapimod

Cpuste = FISK 1 — Cellular senescence PI3K inhibitors
Oxidative stress e.g., GSK2269557

Viral infection > JAK 2 Inflammatior JAK inhibitors
e.g., LAS194046
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- Sk e.0., LAS189386

Cell membrane

Fig. 2. Kinase inhibitors in development for airway disease. Adapted from ,Gross NJ
and Barns PJ .Am J of Repir Crit Care Med 2017, 195:155-166
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Fig. 3. Targeting inflammation in airway disease. Adapted from ,Gross NJ
and Barns PJ .Am J of Repir Crit Care Med 2017, 195:155-166
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Table 2. Exacerbation reduction and lung function in anti-IL-5 biologics*

Drug Regulatory Dosing Frequenc Route Blood eosinophilia Exacerbation Change in FEV1
status Y cutoff’ reduction rate’ compared with placebo
Mepolizumab ~ Approved 2015 100 mg  Q4W SC >150 cells/uL at 53% 98 mL
screening or =300
cells/uL in previous year
Reslizumab Approved 2016 3.0 mg/kg Q4W v >400 cells/uL 50%-59% 90-126 mL
Benralizumab ~ Phase 3 30 mg Q4W or Q8W§ SC >300 cells/uL 36% (Q4W) 125 mL (Q4W)
28% (Q8W) 116 mL (Q8W)
45% (Q4W) 106 mL (Q4W)
51% (Q8W) 159 mL (Q8W)

FEV1, Forced expiratory volume in 1 s; IV, intravenous; Q4W, every 4 wk; Q8W, every 8 wk; SC, subcutaneous.
*Patient populations between studies are not the same in regard to clinical characteristics such as exacerbations or severity.
" Cutoff value for blood eosinophil counts in patient population.

zRate ratio vs placebo.

xFirst 3 doses every 4 wk.

Adapted from Katial TK et al, J Allergy Clin Immunol Pract 2017;5:S1-S14)

Table 3. Potential biomarker targets for non-anti-IL-5 biologics

Drug Regulatory Dosing Frequency ~Route Target Potential biomarker
status target(s)
Omalizumab’  Approved  150<comma> 225<comma> Q2W or Q4W SC IgE IgE
2002 300<comma> or 375 mg
Tralokinumab Phase 3 300 mg Q2w SC IL-13 DPP-4<comma> periostin
Dupilumab Phase 3 200 or 300 mg Q2W or Q4W SC IL-4Ra Eosinophils<comma> eNO
Lebrikizumab Phase 3 37.5 or 125 mg Q4w SC IL-13 Sputum IL-13<comma>
complete=F periostin<comma> DPP-4

DPP-4, Dipeptidyl peptidase-4; eNO, exhaled nitric oxide; IL-4Ra, IL-4 receptor alpha; Q2W, every 2 wk; Q4W, every
4 wk; Ra, receptor alpha; SC, subcutaneous.

*Patient populations between studies are not the same in regard to clinical characteristics such as exacerbations or severity.
" Data based on phase 3 studies.

zData inconclusive to date.

Adapted from Katial TK et al, J Allergy Clin Immunol Pract 2017;5:S1-S14)
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