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Supplemental Materials



Supplemental Table 1. Subject disposition Period 2 (ITT_2 population)
	Subject Disposition
	DUPI/UPA
(N=208)
n (%)
	UPA/UPA 30
(N=147)
n (%)
	Total
(N=355)
n (%)

	Entered Period 2
	208 (100)
	147 (100)
	355 (100)

	Took at least one dose of study drug in Period 2
	208 (100)
	147 (100)
	355 (100)

	Completed study drug in Period 2
	199 (95.7)
	132 (89.8)
	331 (93.2)

	Discontinued study treatment in Period 2 (Primary reasons)
	9 (4.3)
	15 (10.2)
	24 (6.8)

	Adverse event
	2 (1.0)
	1 (0.7)
	3 (0.8)

	Withdrew consent
	2 (1.0)
	4 (2.7)
	6 (1.7)

	Lost to follow-up
	2 (1.0)
	0
	2 (0.6)

	Lack of efficacy
	0
	0
	0

	COVID-19 Infection
	0
	0
	0

	COVID-19 Logistical Restrictions
	0
	0
	0

	Other
	3 (1.4)
	10 (6.8)
	13 (3.7)



DUPI, dupilumab; UPA, upadacitinib; ITT, intent-to-treat

Supplemental Table 2. Distribution of responders achieving study endpoints for patients switching from DUPI to UPA (DUPIUPA) during Period 2 (ITT_2 Population) split by dose of UPA.

	Endpoint
	Week 32

	EASI 75
	

	UPA 15 mg (% without dose escalation)
	57.1%

	UPA 30 mg (% with dose escalation)
	42.9%

	EASI 90
	

	UPA 15 mg (% without dose escalation)
	58.3%

	UPA 30 mg (% with dose escalation)
	41.7%

	EASI 100
	

	UPA 15 mg (% without dose escalation)
	61.5%

	UPA 30 mg (% with dose escalation)
	38.5%

	Reduction of WP-NRS≥4
	

	UPA 15 mg (% without dose escalation)
	63.2%

	UPA 30 mg (% with dose escalation)
	36.8%

	WP-NRS 0/1
	

	UPA 15 mg (% without dose escalation)
	64.8%

	UPA 30 mg (% with dose escalation)
	35.2%

	EASI 90 & WP-NRS 0/1
	

	UPA 15 mg (% without dose escalation)
	73.8%

	UPA 30 mg (% with dose escalation)
	26.2%



DUPI, dupilumab; EASI, Eczema Area and Severity Index; ITT_2, intent-to-treat population period 2; UPA, upadacitinib; WP-NRS, Worst Pruritus Numeric Rating Scale. Full descriptions of endpoints are outlined in Table 2.


Supplemental Table 3. Demographics and disease characteristics for patients continuing on UPA (N=147) in Period 2 (UPAUPA 30 group; ITT_2 population).
	Baseline Demographics (UPAUPA 30 group)
	

	Female, n (%)
	60 (40.8)
	

	Age (years), mean ±SD
	30.8 ±11.8
	

	Age categories (years), n (%)
12 to <18
18 to <40
40 to <64
=64
	
15 (10.2)
100 (68.0)
32 (21.8)
0
	

	BMI (kg/m2) for adolescents, mean ±SD
	22.6 ±2.8
	

	BMI (kg/m2) for overall, mean ±SD
	26.0 ±6.5
	

	Baseline EASI, n (%)
< median (24.8)
≥ median (24.8)
	
74 (50.3)
73 (49.7)
	


	Previous systemic therapy, n (%)
With
Without
	
131 (89.1)
16 (10.9)
	

	Prior AD treatment, n (%)
With
Withouta
	
147 (100)
0
	


	Disease Characteristics 
(UPAUPA 30 group)
	Baseline
	Week 16
(Entry into Period 2)

	BSA (%), mean ±SD
	39.3 ±21.9
	19.2 ±16.2

	Baseline vIGA-AD, n (%)
3 (moderate)
4 (severe)
	
80 (54.4)
67 (45.6)
	
77 (52.7)
7 (4.8)

	EASI, mean ±SD
	29.2 ±12.5
	12.0 ±8.0

	WP-NRS (weekly average), mean ±SD
	7.8 ±1.3
	3.8 ±2.3



AD, atopic dermatitis; BMI, body mass index; DUPI, dupilumab; EASI, Eczema Area and Severity Index; SD, standard deviation; UPA, upadacitinib; vIGA-AD, Validated Investigator Global Assessment scale for Atopic Dermatitis; WP-NRS, Worst Pruritus Numeric Rating Scale.

Supplemental Table 4. Selected additional endpoints for patients continuing on UPA in Period 2 (UPAUPA 30 group; OC, ITT_2 population).
	Selected Additional Endpoints, UPAUPA30
	Week 20
% [95% CI]
n
	Week 32
% [95% CI]
n

	EASI 75 at Week 32, among patients who did not achieve EASI 75 at Week 16
	38.0 [29.8, 46.1]
52/137
	48.5 [40.0, 57.0]
64/132

	EASI 90 at Week 32, among patients who did not achieve EASI 75 at Week 16
	11.7 [6.3, 17.1]
16/137
	28.8 [21.1, 36.5]
38/132

	EASI 100 at Week 32, among patients who did not achieve EASI 75 at Week 16
	2.2 [0.0, 4.6]
3/137
	5.3 [1.5, 9.1]
7/132

	WP-NRS improvement ≥ 4 at Week 32, among patients with Baseline WP-NRS ≥ 4 and did not achieve WP-NRS reduction ≥ 4 at Week 16 (∆WP-NRS≥4)
	20.3 [11.4, 29.1]
16/79
	18.2 [8.9, 27.5]
12/66

	WP-NRS 0/1 at Week 32, among patients with Baseline WP-NRS > 1 and did not achieve WP-NRS 0/1 at Week 16
	7.6 [2.8, 12.4]
9/118
	10.1 [4.2, 16.0]
10/99

	EASI 90 and WP-NRS 0/1 at Week 32, among patients who did not simultaneously achieve EASI 90 and WP-NRS 0/1 at Week 16  
	3.7 [0.5, 6.9]
5/134
	8.9 [3.6, 14.2]
10/112



CI, confidence interval; DUPI, dupilumab; EASI, Eczema Area and Severity Index; ITT_2, intent-to-treat population period 2; OC, observed cases; UPA, upadacitinib; WP-NRS, Worst Pruritus Numeric Rating Scale.
 





Supplemental Table 5. Treatment-emergent adverse events (TEAEs) in Period 2 (Safety_2 population) among patients continuing on UPA in period 2 (UPAUPA 30 group).
	Patients with any treatment-emergent
	UPA/UPA 30
(N=147)
n (%)

	Adverse event (AE)
	71 (48.3)

	Serious AEs
	4 (2.7)

	AEs leading to discontinuation of study drug
	1 (0.7)

	AEs with reasonable possibility of being drug-related
	28 (19.0)

	Severe AE (CTCAE toxicity Grade ≥3)
	7 (4.8)

	All deaths
	0



AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; DUPI, dupilumab; UPA, upadacitinib.



Supplemental Table 6. Treatment-emergent adverse events (TEAEs) reported by ≥5% of patients continuing on UPA in Period 2 (UPAUPA 30 patients; Safety_2 population)
	Preferred Term
	UPA/UPA 30
(N=147)
n (%)

	Nasopharyngitis
	12 (8.2)

	Acne
	5 (3.4)

	Upper respiratory tract infection
	7 (4.8)

	Dermatitis Atopic
	10 (6.8)



AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; DUPI, dupilumab; UPA, upadacitinib.



Supplemental Table 7. Treatment-emergent adverse events of special interest (AESIs) among patients continuing on UPA in Period 2 (UPAUPA 30; Safety_2 population).
	Patients with any treatment-emergent AESI
	UPA/UPA 30
(N=147)
n (%)

	Serious infections
	1 (0.7)

	Opportunistic infection, excluding TB and HZa
	2 (1.4)

	Herpes zoster
	4 (2.7)

	Active TB
	0

	Malignancy
	0

	Adjudicated GI perforations
	0

	Adjudicated MACEb
	0

	Adjudicated VTEc
	0

	Anemia
	2 (1.4)

	Neutropenia
	1 (0.7)

	Lymphopenia
	0

	Renal dysfunction
	0

	Hepatic disorder
	2 (1.4)

	Elevated CPK
	5 (3.4)

	Bone fracture
	0

	Retinal detachment
	0

	Serious hypersensitivity reactions
	0



aAll cases of opportunistic infection with UPA were eczema herpeticum. bDefined as cardiovascular death, nonfatal myocardial infarction, and non-fatal stroke. cDefined as deep vein thrombosis and pulmonary embolism (fatal and non-fatal). AE, adverse event; AESI, adverse event of special interest; CPK, creatine phosphokinase; CTCAE, Common Terminology Criteria for Adverse Events; DUPI, dupilumab; GI, gastrointestinal; HZ, herpes zoster; MACE, major adverse cardiovascular event; SAE, serious adverse event; TB, tuberculosis; TEAE, treatment-emergent adverse event; UPA, upadacitinib; VTE, venous thromboembolic event.




Supplemental Figure 1. Efficacy outcomes at Week 20 and Week 32 for patients continuing on UPA in Period 2 (UPAUPA 30; OC, ITT_2 population) 
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Description automatically generated with medium confidence]
Patients who initiated topical rescue therapy during Period 1 or Period 2 were considered non responders. Rescue therapy was initiated by 23.1% (N=34) of patients in the UPAUPA 30 group. Use of rescue therapy was optional and per investigator discretion once rescue criteria were met. Among the 147 UPA subjects that continued into Period 2, 124 (84.4%) escalated to UPA 30 mg in Period 1. OC analysis, Period 2, ITT_2 Population. Only summary statistics have been provided, and no statistical tests were performed to compare the results between treatment groups. Patients who initiated topical rescue treatments during Period 2 were imputed as non-responders for the remainder of the period. EASI 75/90/100 were assessed among patients who did not achieve EASI 75 at Week 16. WP-NRS 0/1 was assessed among patients with WP-NRS >1 at baseline who did not achieve WP-NRS 0/1 at Week 16. WP-NRS reduction (improvement) ≥4 was assessed among patients with baseline WP-NRS ≥4 that did not achieve WP-NRS reduction ≥4 at Week 16.
[bookmark: _GoBack]
EASI 75/90/100, ≥75%/ ≥90%/100% improvement in Eczema Area and Severity Index; ITT, intent-to-treat; OC, observed cases; WP-NRS, Worst Pruritus Numerical Rating Scale. 






1

image1.png
Patients (%)

100

80

60

20

Week20  =Week 32
485
38.0
28.8
203 76 1041 8.9
2 " 22 57-3 18.2 , 1 37 g
3 L 16 99 5 i12
s 3 132 16 . 118
ia1 137 79 | ] e
EASI 75 EASI 90 EASI 100 AWP-NRS24 WP-NRS 0/1 EASI 90 &

WP NRS 0/1




