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[bookmark: _Toc7722823]Table E1  Characteristics of included studies
	Study and ClinicalTrials.gov Identifier
	Phase
	Duration, weeks
	Patients enrolled, n
	Key enrollment criteria
	Treatment groupsa
	Concomitant medicationb

	R668-AD-1117 (NCT01548404)1
	2a
	12
	109
	Adults with moderate-to-severe AD and history of inadequate response to TCS or TCI
	Randomized 1:1 to receive SC dupilumab 300 mg qw or placebo 
	None requiredc

	LIBERTY AD EVALUATE
R668-AD-1314 (NCT02210780)2
	2
	16
	194
	Adults with moderate-to-severe AD and history of inadequate response to or medically inadvisable to use topical medications
	Randomized 1:1 to receive SC dupilumab 300 mg qw or placebo
	Concomitant TDaP and quadrivalent meningococcal polysaccharide vaccines administered at Week 12; concomitant TCS ± TCI were permittedd

	R668-AD-1021 
[bookmark: _Hlk516419348](NCT01859988)3
	2b
	16
	380
	Adults with moderate-to-severe AD and history of inadequate response to or medically inadvisable to use topical medications
	Randomized 1:1:1:1:1:1 to receive SC dupilumab 
(5 dose regimens) or placebo; the present analysis included only the regimens with the 2 highest dupilumab doses (300 mg qw and 300 mg q2w) and placebo
	None requiredc

	LIBERTY AD SOLO 1 
[bookmark: _Hlk516419356]R668-AD-1334 (NCT02277743)4
	3
	16
	671
	Adults with moderate-to-severe AD and history of inadequate response to or medically inadvisable to use topical medications
	Randomized 1:1:1 to receive SC dupilumab 300 mg qw, 300 mg q2w, or placebo
	None requirede

	LIBERTY AD SOLO 2
[bookmark: _Hlk516419364]R668-AD-1416 (NCT02277769)4
	3
	16
	708
	Adults with moderate-to-severe AD and history of inadequate response to or medically inadvisable to use topical medications
	Randomized 1:1:1 to receive SC dupilumab 300 mg qw, 300 mg q2w, or placebo
	None requirede

	LIBERTY AD CHRONOS
[bookmark: _Hlk516419371]R668-AD-1224
(NCT02260986)5
	3
	52
	1375
	Adults with moderate-to-severe AD and history of inadequate response to topical medications
	Randomized 3:1:3 to receive SC dupilumab 300 mg qw, 300 mg q2w, or placebo with concomitant TCS
	Medium-potency TCS, or low-potency TCS for sensitive skin areas, ± TCI in place of TCS in locations such as face, intertriginous areas, and genital areas. TCS ± TCI could be tapered and stopped, or restarted as neededf

	LIBERTY AD CAFÉ
[bookmark: _Hlk516419379]R668-AD-1424) (NCT02755649)6
	3
	16
	352
	Adults with moderate-to-severe AD not responsive to or intolerant of topical medications and not responsive to, intolerant of, or medically inadvisable to use CsA
	Randomized 1:1:1 to SC dupilumab 300 mg qw or 300 mg q2w or placebo with concomitant TCS
	Medium-potency TCS, or low-potency TCS for sensitive skin areas, ± TCI in place of TCS in locations such as face, intertriginous areas, and genital areas. TCS ± TCI could be tapered but not stoppede


AD atopic dermatitis, CsA cyclosporine A, qw weekly, q2w every 2 weeks, SC subcutaneous, TCI topical calcineurin inhibitors, TCS topical corticosteroids, TDaP tetanus toxoid, reduced diphtheria toxoid, acellular pertussis vaccine
aOn Day 1, all patients in the dupilumab groups received a 600-mg loading dose of dupilumab; patients in the placebo groups received matching placebo 
bFor all studies, this refers to concomitant medication that was required by the study design; please see study publications for other permitted and prohibited concomitant medications
cRescue treatment was permitted if medically necessary. Patients receiving rescue treatment permanently discontinued study treatment
dRescue treatment was permitted if medically necessary. Patients receiving rescue treatment temporarily discontinued study treatment
eRescue treatment was permitted if medically necessary. Patients receiving topical medication as rescue treatment could continue with study treatment, but those receiving systemic rescue medications discontinued study treatment
fRescue treatment was permitted if medically necessary after Week 2. Patients receiving topical medication as rescue treatment could continue with study treatment, but those receiving systemic rescue medications discontinued study treatment


[bookmark: _Toc7722824]Table E2  Endpoints used in the study
	Endpoint
	Assessment

	Overall infections
	Any PT defined under the SOC “Infections and Infestations” 

	Infections leading to treatment discontinuation
	PTs classified under the SOC “Infections and Infestations” that led to permanent treatment discontinuation

	Serious infections or severe infections

	Serious
	Infection resulting in death, is life-threatening, or results in in-patient hospitalization or prolongation of hospitalization, persistent or significant disability or incapacity, congenital anomaly or birth defect, or an important medical event

	Severe
	Any infection that produces significant impairment of functioning or incapacitation and is a definite hazard to a patient’s health. Treatment for symptoms may begin and/or patient may be hospitalized.

	Non-herpetic skin infections

	Skin structures and soft tissue infections
	Any PT defined under the HLT “Skin Structures and Soft Tissue Infections” in the SOC “Infections and Infestations” 

	Adjudicated skin infections (excluding herpesviral infections)
	Selected from the list of skin-related PTs in the SOC “Infections and Infestations” and the HLT “Skin Structures and Soft Tissue Infections”. The process was done prior to unblinding by medically qualified personnel in an unbiased fashion  

	Non-skin infections 
	All AEs in the SOC “Infections and Infestations” excluding the HLT “Skin Structures and Soft Tissue Infections”

	Herpesviral infections (total)
	Respective HLTs in the SOC “Infections and Infestations”

	Total
	Any PT classified under the HLT “Herpesviral Infections” 

	Clinically important herpesviral infections7 
	Combined term of all PTs classified as either eczema herpeticum or herpes zoster 

	Eczema herpeticum
	All eczema herpeticum PTs

	Herpes zoster
	All herpes zoster PTs


AE adverse event, HLT MedDRA high-level term, MedDRA Medical Dictionary for Regulatory Activities, PT MedDRA preferred term, SOC MedDRA system organ class 

[bookmark: _Toc7722825]Table E3  Exposure-adjusted numbers of treatment-emergent infections during the study treatment period 
	
	Number of events, 
nE (nE/100 PY)
	Comparison with placebo, 
risk ratio (95% CI) p valuea

	
	Placebo 
(n = 1091)
	Dupilumab 300 mg qw
(n = 1095)
	Dupilumab 300 mg q2w
(n = 746)
	Dupilumab combined
(n = 1841)
	Dupilumab 
300 mg qw
	Dupilumab 
300 mg q2w
	Dupilumab combined

	Overall (SOC Infections and Infestations)
	787 (154.639)
	786 (149.966)
	459 (156.190)
	1245 (152.202)
	0.97 (0.88, 1.07) 
0.54
	1.01 (0.90, 1.13) 
0.87
	0.98 (0.90, 1.08) 
0.73

	Infections leading to treatment discontinuationb
	7 (1.375)
	2 (0.382)
	1 (0.340)
	3 (0.367)
	0.28 (0.06, 1.34) 
0.11
	0.25 (0.03, 2.01) 
0.19
	0.27 (0.07, 1.03) 
0.06

	Serious or severe infections
	23 (4.519)
	7 (1.336)
	7 (2.382)
	14 (1.712)
	0.30 (0.13, 0.69) 
0.005
	0.53 (0.23, 1.23) 
0.14
	0.38 (0.19, 0.74) 
0.004

	Non-herpetic skin infections

	Skin structures and soft tissue infections (HLT)c
	66 (12.968)
	26 (4.961)
	22 (7.486)
	48 (5.868)
	0.38 (0.24, 0.60) 
< 0.001
	0.58 (0.36, 0.94) 
0.03
	0.45 (0.31, 0.66) 
< 0.001

	Adjudicated skin infectionsd
	163 (32.028)
	76 (14.501)
	54 (18.375)
	130 (15.893)
	0.45 (0.34, 0.59) 
< 0.001
	0.57 (0.42, 0.78) 
< 0.001
	0.50 (0.39, 0.62) 
< 0.001

	Non-skin infectionse
	721 (141.670)
	760 (145.006)
	437 (148.704)
	1197 (146.334)
	1.02 (0.92, 1.13) 
0.65
	1.05 (0.93, 1.18) 
0.42
	1.03 (0.94, 1.13) 
0.49

	Herpesviral infections

	Total (HLT)
	63 (12.379)
	83 (15.836)
	58 (19.736)
	141 (17.237)
	1.28 (0.92, 1.77) 
0.14
	1.59 (1.12, 2.28) 
0.01
	1.39 (1.03, 1.87) 
0.03

	Clinically important herpesviral infections (eczema herpeticum, herpes zoster) (PTs)
	19 (3.733)
	3 (0.572)
	7 (2.382)
	10 (1.223)
	0.15 (0.05, 0.52) 
0.003
	0.64 (0.27, 1.52) 
0.31
	0.33 (0.15, 0.70) 
0.004

	Eczema herpeticum (PT)
	12 (2.358)
	2 (0.382)
	5 (1.701)
	7 (0.856)
	0.16 (0.04, 0.72) 
0.02
	0.72 (0.25, 2.05) 
0.54
	0.36 (0.14, 0.92) 
0.03

	Herpes zoster (PT)
	7 (1.375)
	1 (0.191)
	2 (0.681)
	3 (0.367)
	0.14 (0.02, 1.13) 
0.07
	0.49 (0.10, 2.38) 
0.38
	0.27 (0.07, 1.03) 
0.06



CI confidence interval, HLT MedDRA high-level term, MedDRA Medical Dictionary for Regulatory Activities, nE number of events, PT MedDRA preferred term, PY patient-years, q2w every 2 weeks, qw weekly, SOC system organ class, TEAE treatment-emergent adverse event
Duration adjusted event rate: total number of events adjusted by [min (last visit day, last study treatment day +6, 118)]/365.25×100 for studies other than CHRONOS; total number of events adjusted by [min (last visit day, last study treatment day +6)]. TEAEs included in the analysis were those that occurred during the study treatment period 
ap values are from a time-to-event exponential regression model with treatment as the only covariate 
bInfections that led to treatment discontinuation in the placebo group were cytomegalovirus infection, infected dermatitis, eczema herpeticum, bacterial endocarditis, molluscum contagiosum, sepsis, and septic embolus (1 case each; 1 patient who discontinued had 3 infectious TEAEs [bacterial endocarditis, sepsis, and septic embolus]). Infections that led to treatment discontinuation in the dupilumab group were conjunctivitis, eczema impetiginous, and folliculitis (1 case each) 
cMedDRA HLT 
dExcluding herpesviral infections; data not available for study R668-AD-1117 
eIncludes all infections other than those listed in the MedDRA HLT skin structures and soft tissue infections 


[bookmark: _Toc7722826]Table E4  Treatment-emergent infections (MedDRA PT) by incidence rate: number of events per 100 PY (includes any PT with 
> 5 events in the placebo, dupilumab 300 mg qw, or dupilumab 300 mg q2w group) 
	
	Events, nE (nE/100 PY)

	
	Placebo 
(n = 1091)
	Dupilumab 300 mg qw
(n = 1095)
	Dupilumab 300 mg q2w
(n = 746)
	 Dupilumab combined
(n = 1841)

	Nasopharyngitis
	189 (37.137)
	197 (37.587)
	127 (43.216)
	324 (39.609)

	Upper respiratory tract infection
	79 (15.523)
	105 (20.034)
	42 (14.292)
	147 (17.971)

	Conjunctivitis
	10 (1.965)
	49 (9.349)
	38 (12.931)
	87 (10.636)

	Oral herpes
	21 (4.126)
	52 (9.921)
	33 (11.229)
	85 (10.391)

	Bacterial conjunctivitis 
	10 (1.965)
	22 (4.198)
	12 (4.083)
	34 (4.157)

	Sinusitis
	17 (3.340)
	24 (4.579)
	5 (1.701)
	29 (3.545)

	Urinary tract infection
	27 (5.305)
	23 (4.388)
	14 (4.764)
	37 (4.523)

	Herpes simplex
	13 (2.554)
	16 (3.053)
	15 (5.104)
	31 (3.790)

	Influenza
	28 (5.502)
	20 (3.816)
	8 (2.722)
	28 (3.423)

	Gastroenteritis
	15 (2.947)
	13 (2.480)
	9 (3.063)
	22 (2.690)

	Folliculitis
	22 (4.323)
	15 (2.862)
	6 (2.042)
	21 (2.567)

	Viral upper respiratory tract infection
	18 (3.537)
	15 (2.862)
	9 (3.063)
	24 (2.934)

	Pharyngitis
	18 (3.537)
	13 (2.480)
	7 (2.382)
	20 (2.445)

	Rhinitis
	8 (1.572)
	13 (2.480)
	5 (1.701)
	18 (2.201)

	Bronchitis
	12 (2.358)
	10 (1.908)
	9 (3.063)
	19 (2.323)

	Cystitis
	5 (0.982)
	12 (2.290)
	4 (1.361)
	16 (1.956)

	Molluscum contagiosum
	4 (0.786)
	9 (1.717)
	2 (0.681)
	11 (1.345)

	Cellulitis
	14 (2.751)
	8 (1.526)
	2 (0.681)
	10 (1.223)

	Respiratory tract infection
	5 (0.982)
	8 (1.526)
	1 (0.340)
	9 (1.100)

	Tonsillitis
	3 (0.589)
	7 (1.336)
	2 (0.681)
	9 (1.100)

	Viral gastroenteritis 
	8 (1.572)
	3 (0.572)
	4 (1.361)
	7 (0.856)

	Viral conjunctivitis 
	2 (0.393)
	1 (0.191)
	7 (2.382)
	8 (0.978)

	Eczema herpeticum
	12 (2.358)
	2 (0.382)
	5 (1.701)
	7 (0.856)

	Furuncle
	8 (1.572)
	1 (0.191)
	5 (1.701)
	6 (0.734)

	Staphylococcal skin infection
	8 (1.572)
	3 (0.572)
	5 (1.701)
	8 (0.978)

	Eczema impetiginous
	6 (1.179)
	2 (0.382)
	3 (1.021)
	5 (0.611)

	Otitis externa
	10 (1.965)
	3 (0.572)
	2 (0.681)
	5 (0.611)

	Herpes zoster
	7 (1.375)
	1 (0.191)
	2 (0.681)
	3 (0.367)

	Erysipelas
	6 (1.179)
	2 (0.382)
	0
	2 (0.245)

	Bacterial skin infection
	12 (2.358)
	2 (0.382)
	0
	2 (0.245)


At each level of patient summarization, a patient is counted once if the patient reported ≥ 1 event. TEAEs included in the analysis were those that occurred during the study treatment period
MedDRA Medical Dictionary for Regulatory Activities, nE number of events, nE/100 PY number of events per 100 PY, PT MedDRA preferred term, PY patient-years, q2w every 2 weeks, qw weekly, TEAE treatment-emergent adverse event 



[bookmark: _Toc7722827]Table E5  Exposure-adjusted numbers of patients with treatment-emergent infections during the study treatment period. a: Monotherapy studies (R668-AD-1117, EVALUATE, R668-AD-1021, SOLO 1, SOLO 2). b: Studies that required concomitant TCS (CHRONOS, CAFÉ)
[bookmark: _Toc401245166][bookmark: _Toc7722828]a
	
	Patients with infection, 
nP (nP/100 PY)
	Comparison with placebo, 
risk ratio (95% CI) p valuea

	
	Placebo 
(n = 668)
	Dupilumab 300 mg qw
(n = 670)
	Dupilumab 300 mg q2w
(n = 529)
	Dupilumab  combined
(n = 1199)
	Dupilumab 
300 mg qw
	Dupilumab 
300 mg q2w
	Dupilumab combined

	Total infections
	227 (144.556)
	239 (153.103)
	175 (136.337)
	414 (145.538)
	1.06 (0.88, 1.27) 
0.54
	0.94 (0.77, 1.15) 
0.56
	1.01 (0.86, 1.18) 
0.93

	Infections leading to treatment discontinuationb
	2 (1.026)
	2 (1.011)
	1 (0.624)
	3 (0.838)
	0.98 (0.14, 6.99) 
0.99
	0.61 (0.06, 6.70) 
0.68
	0.82 (0.14, 4.88) 
0.82

	Serious or severe infections
	14 (7.290)
	6 (3.039)
	5 (3.138)
	11 (3.083)
	0.42 (0.16, 1.08) 
0.07
	0.43 (0.16, 1.20) 
0.11
	0.42 (0.19, 0.93) 
0.03

	Non-herpetic skin infections

	Skin structures and soft tissue infectionsc
	32 (16.959)
	11 (5.609)
	13 (8.254)
	24 (6.787)
	0.33 (0.17, 0.66) 
0.002
	0.49 (0.26, 0.93) 
0.03
	0.40 (0.24, 0.68) 
0.001

	Adjudicated skin infectionsd
	57 (31.142)
	39 (20.523)
	30 (19.404)
	69 (20.021)
	0.66 (0.44, 0.99) 
0.04
	0.62 (0.40, 0.97) 
0.04
	0.64 (0.45, 0.91) 
0.01

	Herpesviral infections

	Total
	20 (10.447)
	27 (13.929)
	30 (19.383)
	57 (16.350)
	1.33 (0.75, 2.38) 
0.33
	1.86 (1.05, 3.27) 
0.03
	1.57 (0.94, 2.60) 
0.08

	Clinically important (eczema herpeticum, herpes zoster)
	7 (3.613)
	2 (1.011)
	4 (2.508)
	6 (1.679)
	0.28 (0.06, 1.35) 
0.11
	0.69 (0.20, 2.37) 
0.56
	0.46 (0.16, 1.38) 
0.17

	Eczema herpeticum
	5 (2.578)
	2 (1.011)
	3 (1.878)
	5 (1.399)
	0.39 (0.08, 2.02) 
0.26
	0.73 (0.17, 3.05) 
0.66
	0.54 (0.16, 1.87) 
0.33

	Herpes zoster
	2 (1.028)
	0
	1 (0.625)
	1 (0.279)
	0.00 (0.00, NC) 
1.0
	0.61 (0.06, 6.71) 
0.68
	0.27 (0.02, 3.00) 
0.29



[bookmark: _Toc401245167][bookmark: _Toc7722829]b
	
	Patients with infection, 
nP (nP/100 PY)
	Comparison with placebo, 
risk ratio (95% CI) p valuea

	
	Placebo  + TCS
(n = 423)
	Dupilumab 300 mg qw + TCS
(n = 425)
	Dupilumab 300 mg q2w + TCS
(n = 217)
	Dupilumab  combined + TCS
(n = 642)
	Dupilumab
300 mg qw + TCS
	Dupilumab
300 mg q2w + TCS
	Dupilumab  combined + TCS

	Total infections
	226 (116.935)
	213 (105.839)
	112 (129.488)
	325 (112.948)
	0.91 (0.75, 1.09) 
0.30
	1.11 (0.88, 1.39) 
0.38
	0.97 (0.82, 1.14) 
0.69

	Infections leading to treatment discontinuatione
	3 (0.961)
	0
	0
	0
	0.00 (0.00, NC) 
1.00
	0.00 (0.00, NC) 
1.00
	0.00 (0.00, NC) 
1.00

	Serious or severe infections
	6 (1.931)
	1 (0.308)
	2 (1.501)
	3 (0.655)
	0.16 (0.02, 1.32) 
0.09
	0.78 (0.16, 3.85) 
0.76
	0.34 (0.08, 1.36) 
0.13

	Non-herpetic skin infections

	Skin structures and soft tissue infectionsc
	23 (7.667)
	12 (3.749)
	4 (3.024)
	16 (3.537)
	0.49 (0.24, 0.98) 
0.04
	0.39 (0.14, 1.14) 
0.09
	0.46 (0.24, 0.87) 
0.02

	Adjudicated skin infections
	65 (23.529)
	30 (9.771)
	14 (11.097)
	44 (10.157)
	0.42 (0.27, 0.64) 
< 0.001
	0.47 (0.26, 0.84) 
0.01
	0.43 (0.29, 0.63) 
< 0.001

	Herpesviral infections

	Total
	31 (10.335)
	30 (9.606)
	13 (10.211)
	43 (9.781)
	0.93 (0.56, 1.54) 
0.78
	0.99 (0.52, 1.89) 
0.97
	0.95 (0.60, 1.50) 
0.82

	Clinically important (eczema herpeticum, herpes zoster)
	11 (3.575)
	1 (0.307)
	2 (1.508)
	3 (0.655)
	0.09 (0.01, 0.67) 
0.02
	0.42 (0.09, 1.90) 
0.26
	0.18 (0.05, 0.66) 
0.009

	Eczema herpeticum
	7 (2.256)
	0
	1 (0.754)
	1 (0.218)
	0.00 (0.00, NC) 
1.00
	0.33 (0.04, 2.72) 
0.31
	0.10 (0.01, 0.79) 
0.03

	Herpes zoster
	5 (1.606)
	1 (0.307)
	1 (0.749)
	2 (0.436)
	0.19 (0.02, 1.64) 
0.13
	0.47 (0.05, 3.99) 
0.49
	0.27 (0.05, 1.40) 
0.12


CI confidence interval, HLT MedDRA high-level term, MedDRA Medical Dictionary for Regulatory Activities, NC not calculable, nP number of patients with ≥ 1 event, nP/100 PY number of patients with ≥ 1 event per 100 PY, PY patient-years, q2w every 2 weeks, qw weekly, TCS topical corticosteroids, TEAE treatment-emergent adverse event
At each level of patient summarization, a patient is counted once if the patient reported ≥ 1 event. TEAEs included in the analysis were those that occurred during the study treatment period
ap values are from a time-to-event exponential regression model with treatment as the only covariate 
bIncludes discontinuations due to the following TEAEs: 1 event each of eczema herpeticum, bacterial endocarditis, sepsis, and septic embolus in the placebo group; 1 event each of conjunctivitis and folliculitis in the dupilumab 300 mg qw group; and 1 event of eczema impetiginous in the dupilumab 300 mg q2w group 
cMedDRA HLT 
dExcluding herpesviral infections; data not available for study R668-AD-1117 
eIncludes 1 event each of cytomegalovirus infection, infected dermatitis, and molluscum contagiosum in the placebo group 

[bookmark: _Toc7722830]Table E6  Exposure-adjusted treatment-emergent infections during the study treatment period. a: Monotherapy studies (R668-AD-1117, EVALUATE, R668-AD-1021, SOLO 1, SOLO 2). b: Studies that required concomitant TCS (CHRONOS, CAFÉ)
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	Events, 
nE (nE/100 PY)
	Comparison with placebo,
risk ratio (95% CI) p valuea

	
	Placebo 
(n = 668)
	Dupilumab 300 mg qw
(n = 670)
	Dupilumab 300 mg q2w
(n = 529)
	Dupilumab  combined
(n = 1199)
	Dupilumab
300 mg qw
	Dupilumab
300 mg q2w
	Dupilumab  combined

	Total infections
	329 (168.831)
	338 (170.475)
	256 (159.724)
	594 (165.669)
	1.01 (0.87, 1.18) 
0.90
	0.95 (0.80, 1.11) 
0.51
	0.98 (0.86, 1.12) 
0.78

	Infections leading to treatment discontinuationb
	4 (2.053)
	2 (1.009)
	1 (0.624)
	3 (0.837)
	0.49 (0.09, 2.68) 
0.41
	0.30 (0.03, 2.72) 
0.29
	0.41 (0.09, 1.82) 
0.24

	Serious or severe infections
	16 (8.211)
	6 (3.026)
	5 (3.120)
	11 (3.068)
	0.37 (0.14, 0.94) 
0.04
	0.38 (0.14, 1.04) 
0.06
	0.37 (0.17, 0.81) 
0.01

	Non-herpetic skin infections

	Skin structures and soft tissue infectionsc
	40 (20.527)
	12 (6.052)
	18 (11.231)
	30 (8.367)
	0.29 (0.15, 0.56) 
< 0.001
	0.55 (0.31, 0.95) 
0.03
	0.41 (0.25, 0.65) 
< 0.001

	Adjudicated skin infectionsd
	73 (37.461)
	43 (21.688)
	37 (23.085)
	80 (22.312)
	0.58 (0.40, 0.84) 
0.005
	0.62 (0.41, 0.92) 
0.02
	0.60 (0.43, 0.82) 
0.001

	Herpesviral infections

	Total
	24 (12.316)
	30 (15.131)
	38 (23.709)
	68 (18.965)
	1.23 (0.72, 2.10) 
0.45
	1.93 (1.15, 3.21) 
0.01
	1.54 (0.97, 2.45) 
0.07

	Clinically important (eczema herpeticum, herpes zoster)
	7 (3.592)
	2 (1.009)
	5 (3.120)
	7 (1.952)
	0.28 (0.06, 1.35) 
0.11
	0.87 (0.28, 2.74) 
0.81
	0.54 (0.19, 1.55) 
0.25

	Eczema herpeticum
	5 (2.566)
	2 (1.009)
	4 (2.496)
	6 (1.673)
	0.39 (0.08, 2.03) 
0.26
	0.97 (0.26, 3.62) 
0.97
	0.65 (0.20, 2.14) 
0.48

	Herpes zoster
	2 (1.026)
	0 (0.000)
	1 (0.624)
	1 (0.279)
	0.00 (0.00, NC) 
1.00
	0.61 (0.06, 6.70) 
0.69
	0.27 (0.02, 3.00) 
0.29
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	Events, 
nE (nE/100 PY)
	Comparison with placebo, 
risk ratio (95% CI) p valuea

	
	Placebo + TCS 
(n = 423)
	Dupilumab 300 mg qw + TCS
(n = 425)
	Dupilumab 300 mg q2w + TCS
(n = 217)
	Dupilumab combined + TCS
(n = 642)
	Dupilumab
300 mg qw + TCS
	Dupilumab
300 mg q2w + TCS
	Dupilumab
Combined + TCS

	Total infections
	458 (145.833)
	448 (137.487)
	203 (151.950)
	651 (141.693)
	0.94 (0.83, 1.07) 
0.38
	1.04 (0.88, 1.23) 
0.63
	0.97 (0.86, 1.09) 
0.64

	Infections leading to treatment discontinuatione
	3 (0.955)
	0
	0
	0
	0.00 (0.00, NC) 
1.00
	0.00 (0.00, NC) 
1.00
	0.00 (0.00, NC) 
1.00

	Serious or severe infections
	7 (2.229)
	1 (0.307)
	2 (1.497)
	3 (0.653)
	0.14 (0.02, 1.12) 
0.06
	0.67 (0.14, 3.23) 
0.62
	0.29 (0.08, 1.13) 
0.08

	Non-herpetic skin infections

	Skin structures and soft tissue infectionsc
	26 (8.279)
	14 (4.296)
	4 (2.994)
	18 (3.918)
	0.52 (0.27, 0.99) 
0.05
	0.36 (0.13, 1.04) 
0.06
	0.47 (0.26, 0.86) 
0.01

	Adjudicated skin infections
	90 (28.657)
	33 (10.127)
	17 (12.725)
	50 (10.883)
	0.35 (0.24, 0.53) 
< 0.001
	0.44 (0.26, 0.75) 
0.002
	0.38 (0.27, 0.54) 
< 0.001

	Herpesviral infections

	Total
	39 (12.418)
	53 (16.265)
	20 (14.970)
	73 (15.889)
	1.31 (0.87, 1.98) 
0.20
	1.21 (0.70, 2.07) 
0.50
	1.28 (0.87, 1.89) 
0.21

	Clinically important (eczema herpeticum, herpes zoster)
	12 (3.821)
	1 (0.307)
	2 (1.497)
	3 (0.653)
	0.08 (0.01, 0.62) 
0.02
	0.39 (0.09, 1.75) 
0.22
	0.17 (0.05, 0.61) 
0.006

	Eczema herpeticum
	7 (2.229)
	0 (0.000)
	1 (0.749)
	1 (0.218)
	0.00 (0.00, NC) 
1.00
	0.34 (0.04, 2.73) 
0.31
	0.10 (0.01, 0.79) 
0.03

	Herpes zoster
	5 (1.592)
	1 (0.307)
	1 (0.749)
	2 (0.435)
	0.19 (0.02, 1.65) 
0.13
	0.47 (0.05, 4.02) 
0.49
	0.27 (0.05, 1.41) 
0.12


CI confidence interval, HLT MedDRA high-level term, MedDRA Medical Dictionary for Regulatory Activities, NC not calculable, nE number of events, nE/100 PY number of events per 100 PY, PY patient-years, q2w every 2 weeks, qw weekly, TCS topical corticosteroids, TEAE treatment-emergent adverse event
Duration-adjusted event rate: total number of events adjusted by [min (last visit day, last study treatment day +6, 118)]/365.25×100 for studies other than CHRONOS; total number of events adjusted by [min (last visit day, last study treatment day +6)]. TEAEs included in the analysis were those that occurred during the study treatment period 
ap values are from a time-to-event exponential regression model with treatment as the only covariate 
bIncludes discontinuations due to the following TEAEs: 1 event each of eczema herpeticum, bacterial endocarditis, sepsis, and septic embolus in the placebo group; 1 event each of conjunctivitis and folliculitis in the dupilumab 300 mg qw group; and 1 event of eczema impetiginous in the dupilumab 300 mg q2w group 
cMedDRA HLT 
dExcluding herpesviral infections; data not available for study R668-AD-1117 
eIncludes 1 event each of cytomegalovirus infection, infected dermatitis, and molluscum contagiosum in the placebo group 


[bookmark: _Toc7722833]Table E7  Percentage of patients with 0, 1, 2, 3, 4, or > 4 treatment-emergent infections during the study treatment period

	
	Number of events, n
	Patients with infection, %

	
	
	Placebo
(n = 1091)
	Dupilumab
300 mg qw
(n = 1095)
	Dupilumab
300 mg q2w
(n = 746)
	Dupilumab 
combined
(n = 1841)

	[bookmark: _Hlk525133093]Total infections
	0
	58.5
	58.7
	61.5
	59.9

	
	1
	24.5
	24.3
	24.8
	24.5

	
	2
	9.4
	9.2
	7.9
	8.7

	
	3
	3.7
	4.5
	3.8
	4.2

	
	4
	2.7
	2.0
	0.9
	1.6

	
	> 4
	1.3
	1.3
	1.1
	1.2

	Serious or severe infections
	0
	98.2
	99.4
	99.1
	99.2

	
	1
	1.6
	0.6
	0.9
	0.8

	
	2
	0.1
	0
	0
	0

	
	3
	0.1
	0
	0
	0

	Non-herpetic skin infections

	Skin structures and soft tissue infectionsa
	0
	95.0
	97.9
	97.7
	97.8

	
	1
	4.1
	1.8
	1.9
	1.8

	
	2
	0.8
	0.3
	0.1
	0.2

	
	3
	0.1
	0
	0.3
	0.1

	Adjudicated skin infectionsb
	0
	87.9
	93.6
	94.1
	93.8

	
	1
	9.3
	5.8
	5.2
	5.5

	
	2
	1.9
	0.6
	0.3
	0.5

	
	3
	0.5
	0
	0.1
	0.1

	
	4
	0.3
	0
	0.3
	0.1

	Herpesviral infections

	Total
	0
	95.3
	94.8
	94.2
	94.6

	
	1
	3.9
	4.1
	4.0
	4.1

	
	2
	0.5
	0.5
	1.6
	0.9

	
	3
	0.1
	0.4
	0
	0.2

	
	4
	0
	0.1
	0.1
	0.1

	
	> 4
	0.1
	0.2
	0
	0.1

	Eczema herpeticum or herpes zoster
	0
	98.4
	99.7
	99.2
	99.5

	
	1
	1.6
	0.3
	0.7
	0.4

	
	2
	0.1
	0
	0.1
	0.1

	Eczema herpeticum
	0
	98.9
	99.8
	99.5
	99.7

	
	1
	1.1
	0.2
	0.4
	0.3

	
	2
	0
	0
	0.1
	0.1

	Herpes zoster
	0
	99.4
	99.9
	99.7
	99.8

	
	1
	0.6
	0.1
	0.3
	0.2


HLT MedDRA high-level term, MedDRA Medical Dictionary for Regulatory Activities, q2w every 2 weeks. qw weekly
aMedDRA HLT 
bExcluding herpesviral infections; for study R668-AD-1117, impetigo, bacterial skin infection, eczema herpeticum, skin infection, anorectal cellulitis, cellulitis, and folliculitis are included 
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