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[bookmark: _Toc72769316]Additional Table 1. Key inclusion criteria for the four pivotal mepolizumab studies.
	
	DREAM
	MENSA
	SIRIUS
	MUSCA

	Key inclusion criteria 

	Age group
	≥12 years 
	≥12 years
	≥12 years
	≥12 years

	Exacerbation history
	≥2 exacerbations requiring corticosteroid treatment in previous 12 months
	≥2 exacerbations requiring corticosteroid treatment in previous year
	Not required 
	≥2 exacerbations requiring corticosteroid treatment in previous year

	Sputum eosinophil count
	Historical or baseline 3%a
	Not required
	Not required
	Not required

	Peripheral blood eosinophil count
	Historical count (12 months) ≥300 cells/µL
	Historical count (12 months) ≥300 cells/µL OR baseline count ≥150 cells/µL
	Historical count (12 months) ≥300 cells/µL OR baseline count ≥150 cells/µL
	Historical count (12 months) ≥300 cells/µL OR baseline count ≥150 cells/µL

	Baseline treatmentsb
	High-dose ICS ± OCS + controller in previous 12 months
	High-dose ICS ± OCS in previous 12 months + controller for ≥3 successive months in previous 12 months
	High-dose ICS + OCS for ≥6 months + controller for ≥3 successive months in previous 12 months
	High-dose ICS ± OCS in previous 12 months + controller for ≥3 successive months in previous 12 months

	Lung function
	Pre-bronchodilator FEV1 <80% predicted OR peak flow diurnal variability of >20% on ≥3 days during run-in
	Pre-bronchodilator FEV1 <80% predicted  
	Pre-bronchodilator FEV1 <80% predicted 
	Pre-bronchodilator FEV1 <80% predicted 


aEosinophilic inflammation was defined by one of several criteria, of which sputum eosinophil and peripheral blood cell count were two possibilities. Patients were required to meet one of these criteria to be included in the study; bcontroller medication: LABA, LTRA, or theophylline.
FEV1, forced expiratory volume in 1 second; ICS, inhaled corticosteroid; LABA, long-acting β2-agonist; LTRA, leukotriene receptor antagonists; OCS, oral corticosteroid.


[bookmark: _Toc72769317]Additional Figure 1. Rate of clinically significant exacerbations by OCS-dependence comorbidity category.
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The rate of clinically significant exacerbations was analyzed using a negative binomial generalized linear model with a log-link function, including log of time on treatment as an offset variable. Horizontal bars indicate 95% confidence intervals for the mepolizumab/placebo rate ratio. Adrenal-related, psychopathologies, and eye-related analyses not performed due to insufficient number of patients. CI, confidence interval; OCS, oral corticosteroid.

[bookmark: _Toc72769318]Additional Figure 2. Change from baseline in ACQ-5 score at Week 24 by OCS-dependence comorbidity category.
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Change from baseline in ACQ-5 score was analyzed using a MMRM analysis. Horizontal bars indicate 95% confidence intervals for the treatment difference between mepolizumab and placebo. *Denotes lower/upper confidence interval extends beyond the range of the x axis. ACQ, Asthma Control Questionnaire; CI, confidence interval; MMRM, mixed model repeated measures;
OCS, oral corticosteroid.


[bookmark: _Toc72769319]Additional Figure 3. Change from baseline in SGRQ total score at study end by OCS-dependence comorbidity category.
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Change from baseline in SGRQ total score was analyzed using analysis of covariance. Horizontal bars indicate 95% confidence intervals for the treatment difference between mepolizumab and placebo. CI, confidence interval; OCS, oral corticosteroid; SGRQ, St George’s Respiratory Questionnaire.

[bookmark: _Toc72769320]Additional Figure 4. Change from baseline in pre-bronchodilator FEV1 (mL) at Week 24 by OCS-dependence comorbidity category.
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Change from baseline in pre-bronchodilator FEV1 was analyzed using a MMRM analysis. Horizontal bars indicate 95% confidence intervals for the treatment difference between mepolizumab and placebo. *Denotes lower/upper confidence interval extends beyond the range of the x axis. CI, confidence interval; FEV1, forced expiratory volume in 1 second; MMRM, mixed model repeated measures; OCS, oral corticosteroid.

image2.png
OCS-depencency category

Adrenal-related (N=58)
No adrenal-related (N=474)

Difference
(95% CI)

Psychopathologies (N=135)
No psychopathologies (N=395)

Eye-related (N=54)
No eye-related (N=476)

Osteoporosis/bone fractures (N=108)
No osteoporosis/bone fractures (N=423)

w 0.10 (=0.50, 0.70)
-0.53 (-0.73, -0.33)

-0.79 (-1.12, -0.45)
-0.34 (-0.57, -0.12)

Bruising (N=59) *t B
No bruising (N=311)

Weight gain (N=90)
No weight gain (N=441)

-0.41 (-1.01,0.19)
-0.47 (-0.67, -0.27)

-0.29 (-0.75, 0.16)
-0.50 (-0.71, =0.30)

-1.06 (-1.61, -0.52)
-0.44 (-0.68, -0.20)

w=0.22 (=0.73, 0.29)
-0.52 (-0.72, -0.32)

-1.2 -1.0

-0.8 -0.6 -0.4 -0.2
Difference (mepo-placebo)

0.0

0.2




image3.png
OCS-depencency category

Adrenal-related (N=47)

No adrenal-related (N=306)

Psychopathologies (N=102)
No psychopathologies (N=249)

Eye-related (N=36)
No eye-related (N=314)

Osteoporosis/bone fractures (N=60) +
No osteoporosis/bone fractures (N=290)

Bruising (N=55)
No bruising (N=295)

Weight gain (N=59)
No weight gain (N=291)

Difference
(95% ClI)

-10.59 (-20.07, -1.10)
-7.76 (-11.28, -4.25)

-13.34 (-19.63, -7.05)
-4.11(-7.89, -0.34)

1.71 (-8.45, 11.87)
-8.62 (~12.05, -5.19)

-10.22 (-19.12, -1.31)
-7.28 (-10.84, -3.73)

-11.57 (-19.23, =3.91)
-7.12 (-10.78, -3.45)

-6.50 (-17.51, 4.52)
-8.12 (-11.49, -4.75)

-16

-12

-8 -4 0 4 8
Difference (mepo-placebo)

12

16

20




image4.png
Difference

0OCS-depencency category (95% CI)
Adrenal-related (N=59) ' - 60.6 (-185.7, 306.9)
No adrenal-related (N=481) — 136.0 (48.4, 223.5)
Psychopathologies (N=136) ] 134.0 (-9.7, 277.6)
No psychopathologies (N=402) —— 119.0 (20.7, 217.3)
Eye-related (N=54) * ] -85.4 (-312.5, 141.7
No eye-related (N=483) — 156.3 (69.2, 243.4)
Osteoporosis/bone fractures (N=108) = 33.6 (-159.4, 226.7)
No osteoporosis/bone fractures (N=431) —— 142.7 (51.0, 234.4)

Bruising (N=59)
No bruising (N=316)

« 254.3 (1.4, 497.3)
81.7 (-18.9, 182.3)

Weight gain (N=91)
No weight gain (N=448)

%305.5 (118.0, 492.9)
95.2 (4.0, 186.3)

-300 -200 -100 0 100 200 300 400
Difference (mepo-placebo)




image1.png
OCS-dependency category

Osteoporosis/bone fractures (N=108)
No osteoporosis/bone fractures (N=432)

Bruising (N=59)
No bruising (N=316)

Weight gain (N=91)
No weight gain (N=449)

0.05

0.25 0.5
Rate ratio (mepo-placebo)

1

Rate ratio
(95% CI)

0.84 (0.49, 1.44)
0.51 (0.40, 0.64)

0.36 (0.20, 0.63)
0.62 (0.46, 0.82)

0.64 (0.39, 1.04)
0.55 (0.43, 0.70)




