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A Quick History Lesson

:

[Corticosteroids }

« Commonly used as initial treatment
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* Many concerns with long term use : . .
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* Dependency Months elapsed

* Relapse common
* Dosages can get excessive

[Immunosuppressants + corticosteroids}

* Data based on open label studies

» Efficacy with long-term use uncertain

Event-free survival rate (%)

Cohen et al. Arthrit Rhem 2007; 57:686-693.

Months elapsed
Furuta et al Allergology International 2019 onths el: e



Dosing

[Corticosteroids J

* Induction dose 1 mg/kg/day suggested (Grade: A)
e 2-3 weeks then tamper down
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* Maintenance dose
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* Preferably < 7.5 mg/day to reduce side effects
(Grade: C)

[Immunosuppressants + corticosteroids J

e Cyclophosphamide commonly used (Grade: B)

Groh et al Eur J Internal Med 2015



Adverse effects

[Corticosteroids

} [Immunosuppressants

Skin changes
Cushingoid features
Ophthalmologic
Cardiovascular
Gastrointestinal
Skeletal

Psychiatric
Endocrine/metabolic
HPA axis
Immunologic

Infections

Nausea

Vomiting

Hair loss

Cytopenia
Amenorrhea
Drug-drug interactions

Yasir, Sonthalia. StatPearls 2019; Dan et al Eur J Med Sci 2014



Mepolizumab
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FDA Approved

* Anti-interleukin-5 monoclonal antibody
* Reduces eosinophil levels

* Lower remission rates

* Reduces corticosteroid dose




Mepolizumab

[Phase 3 Clinical Trial }

Mepolizumab (300 mg, subq, every 4 wks) vs placebo plus standard care
(stable use of prednisolone or prednisone) for 52 weeks (N=136)

* Primary Outcome
e Accrued weeks of remission
e Secondary outcomes
* Time to first relapse
* Average glucocorticoid dose during weeks 48 through 52

Wechsler et al N Engl J Med 2017



Demographics

Characteristics Placebo Mepolizumab

(N=68) (N=68)
Age (yrs) 48 + 14 49 + 12
Male / Female 38% / 62% 44% [/ 56%
ANCA positive 9% 10%
Absolute eosinophil count/mm?3 172+1.35 177+1.29
Prednisolone or prednisone dose (mg/day)

Median (range) 11 (7.5 - 50) 12 (7.5 — 40)
Immunusuppressive therapy at baseline 46% 60%
BVAS >0 71% 54%
Relapsing / Refractory disease 72% [ 59% 75% / 50%
Time since diagnosed (yrs) 59+4.9 52+4.4

Wechsler et al N Engl J Med 2017



Demographics

EGPA diagnostic disease characteristics Placebo Mepolizumab
(N=68) (N=68)

Asthma with eosinophilia 100% 100%
Biopsy evidence 46% 37%
Neuropathy 35% 47%
Nonfixed pulmonary infiltrates 71% 74%
Sinonasal abnormality 94% 94%
Cardiomyopathy 10% 19%
Glomerulonephritis 0 1%
Alveolar hemorrhage 1% 4%
Palpable purpura 12% 13%
ANCA-positive status 19% 19%

Wechsler et al N Engl J Med 2017
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Wechsler et al N Engl J Med 2017

Primary Outcome: % with Remission

Odds ratio with mepolizumab
5.91 (95% Cl, 2.68 — 13.03)
P<0.001

_/\/\

—Mep —Placebo

Weeks

36 44 ]




Adverse Events

Event Placebo Mepolizumab
(N=68) (N=68)
Serious Adverse event 18 12
Systemic or local-site reaction
Systemic 1 4
Local-site 9 10
Cardiovascular adverse event
Arrhythmia 3 2
Stroke or TIA 0 1
congestive heart failure 1 0
Myocardial infarction or unstable angina 1 1

Wechsler et al N Engl J Med 2017




Summary

{EGPA Is no longer a lethal condition

e Treatment options are available
e Corticosteroids with or without immunosuppressants effective
e High relapse rate
e Adverse events
e Mepolizumab approved by FDA in Dec 2017
e Safe, effective
e Reduced need for corticosteroid use



