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e-Appendix 1. Recommendations for the Management of Atopic 1 

Dermatitis in Adults with Topical and Systemic Therapies  2 
 3 
The revised recommendations appear in bold font. For evidence supporting recommendations 4 
from the previously published guidelines refer to the original publications1, 2 and their online data 5 
supplements. AD, atopic dermatitis; FDA, Food and Drug Administration; PUVA, psoralen plus 6 
ultraviolet A  7 
 8 
Recommendation  Strength  Certainty of Evidence  
Topical Therapies  
Non-prescription therapies  
For adults with AD, we recommend the use of moisturizers.  
  
Remark: The use of a particular moisturizer or active 
ingredient in an emollient cannot be recommended based on 
the limited available evidence.  

Strong  Moderate  

For adults with AD, we conditionally recommend bathing for 
treatment and maintenance.  
  
Remark: A standard for the frequency or duration of 
bathing appropriate for those with AD cannot be suggested 
based on the limited available evidence.  

Conditional  Low  

For adults with moderate-to-severe AD experiencing a flare, 
we conditionally recommend the use of wet dressings.  

Conditional  Low  

Topical calcineurin inhibitors  
For adults with AD, we recommend the use of tacrolimus 
0.03% or 0.1%.  

Strong  High  

For adults with mild-to-moderate AD, we recommend the use 
of pimecrolimus 1% cream.  

Strong  High  

Topical corticosteroids  
For adults with AD, we recommend topical corticosteroids.  Strong  High  
For adults with AD, we recommend intermittent use of 
medium potency topical corticosteroids as maintenance 
therapy (2 times/week) to reduce disease flares and relapse.  

Strong  High  

Topical antimicrobials/antiseptics and antihistamines  
We conditionally recommend against the use of topical 
antimicrobials for AD in adults.  

Conditional  Low  

We conditionally recommend against the use of topical 
antihistamines for AD in adults.  

Conditional  Low  

We conditionally recommend against the use of topical 
antiseptics for AD in adults.  
  
Remark: For patients with moderate to severe AD and 
clinical signs of secondary bacterial infection, bleach baths 
or the use of topical sodium hypochlorite may be suggested to 
reduce disease severity.  

Conditional   Very Low  

Topical PDE-4 inhibitors  
For adults with mild to moderate AD, we recommend the use 
of crisaborole.  

Strong  High  
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For adults with mild to moderate AD, we recommend the use 
of roflumilast 0.15% cream.  

Strong  High  

Topical JAK inhibitor  
For adults with mild to moderate AD, we recommend the use 
of ruxolitinib cream.  

Strong  Moderate  

Topical aryl hydrocarbon receptor agonist   
For adults with moderate to severe AD, we 
recommend tapinarof cream.  

Strong  High  

Phototherapy & Systemic Therapies  
Phototherapy  
For adults with AD, we conditionally recommend 
phototherapy.  
  
Remarks: Most current literature reports the efficacy and 
safety of narrow band UVB. Wherever possible, use a light 
source that minimizes the potential for harm under the 
supervision of a qualified clinician.  

Conditional  Low  

Monoclonal antibodies (biologics)  
For adults with moderate to severe AD, we recommend 
dupilumab.  

Strong  High  

For adults with moderate to severe AD, we recommend 
tralokinumab.  

Strong  Moderate  

For adults with moderate to severe AD, we recommend 
lebrikizumab.  

Strong  High  

For adults with moderate to severe atopic dermatitis, we 
recommend nemolizumab with concomitant topical 
therapy.   

Strong  High  

JAK inhibitors  
For adults with moderate to severe AD, we recommend 
upadacitinib.  
  
Remarks:  Upadacitinib is approved by the FDA in patients 
with AD who have failed other systemic therapies (pills or 
injections, including biologics) or when use of those therapies 
is inadvisable.  

Strong  High  

For adults with moderate to severe AD, we 
recommend abrocitinib.  
  
Remarks: Abrocitinib is approved by the FDA in patients with 
AD who have failed other systemic therapies (pills or 
injections, including biologics) or when use of those therapies 
is inadvisable. The evidence supporting abrocitinib 200 mg is 
of higher certainty than that for 100 mg.  

Strong  Moderate  

For adults with moderate to severe AD, we recommend 
baricitinib.  
  
Remark: Baricitinib is not approved by the FDA for use in 
AD.  

Strong  Moderate  

Antimetabolites  
For adults with moderate to severe AD, we conditionally 
recommend methotrexate with proper monitoring.  
  

Conditional  Low  
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Remarks: Comorbidities or drug interactions that 
may exacerbate toxicity make this intervention inappropriate 
for select patients. In the US, the FDA has not approved 
methotrexate for use in AD.  
Immunosuppressants  
For adults with AD, we conditionally recommend against 
systemic corticosteroids.  
  
Remarks: Their use should be reserved exclusively for acute, 
severe exacerbations and as a short-term bridge therapy to 
other systemic, corticosteroid-sparing therapy.  

Conditional  Low  

For adults with refractory moderate to severe AD, we 
conditionally recommend mycophenolate mofetil with proper 
monitoring.  
  
Remarks: Mycophenolate mofetil^ is not approved by the 
FDA for use in AD. Comorbidities or drug interactions that 
may exacerbate toxicity make this intervention inappropriate 
for select patients.  

Conditional   Very Low  

For adults with refractory moderate to severe AD, we 
conditionally recommend TPMT-dosed azathioprine with 
proper monitoring.  
  
Remarks: Comorbidities or drug interactions that 
may exacerbate toxicity make this intervention inappropriate 
for select patients.  

Conditional  Low  

For adults with refractory moderate to severe AD, we 
conditionally recommend limited-term use of cyclosporine 
with proper monitoring.  
  
Remarks: Evidence suggests an initial dose of 3mg/kg/d 
to 5mg/kg/d is effective. The FDA has not approved 
cyclosporine for use in AD^^. The FDA has approved limited-
term use (up to one year) in psoriasis. Comorbidities or drug 
interactions that may exacerbate toxicity make this 
intervention inappropriate for select patients.  

Conditional  Low  

AD: atopic dermatitis; FDA: Food and Drug Administration; PUVA: psoralen plus ultraviolet A  9 
^Mycophenolic acid can be used interchangeably depending on availability. Note that dosing differs for 10 
mycophenolic acid and mycophenolate mofetil.  11 
^^While not approved by the US FDA for use in AD, cyclosporine is indicated for atopic dermatitis in 12 
other jurisdictions such as the European Union.  13 
  14 
1. Davis DMR, Drucker AM, Alikhan A, Bercovitch L, Cohen DE, Darr JM et al. Guidelines of care for 15 
the management of atopic dermatitis in adults with phototherapy and systemic therapies. Journal 16 
of the American Academy of Dermatology 2024;90:e43-e56.  17 
2. Sidbury R, Alikhan A, Bercovitch L, Cohen DE, Darr JM, Drucker AM et al. Guidelines of care for 18 
the management of atopic dermatitis in adults with topical therapies. Journal of the American 19 
Academy of Dermatology 2023;89:e1-e20. 20 
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e-Appendix 2. Interim Update Process  22 
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Processes for updating the AAD’s clinical practice guidelines are established and continue 23 
to develop under the direction of the AAD’s Clinical Guidelines Committee (CGC). The 24 
standard comprehensive guideline updating process considers AAD guideline publications 25 
to be current up to five years post-publication with full updates, including consideration of 26 
all clinical questions addressed within a guideline publication, to be completed in 27 
alignment with the five-year currency cycle. Recognizing the need for timely updates to 28 
clinical guidance when novel evidence that has the potential to inform the revision or 29 
development of clinical practice recommendations within the scope of existing, recently 30 
published (< 5 years) AAD guidelines becomes available, the CGC oversaw the 31 
development of focused and interim update processes.   32 

An interim update is undertaken outside of the standard, comprehensive 5-year guideline 33 
updating process as necessitated by the availability of new evidence or a change in the 34 
clinical landscape that is likely to impact a subset of recommendations within the scope of 35 
an existing, current AAD guideline.   36 

Initiation of an interim update is based on the identification of peer-reviewed publications 37 
of new, high-quality evidence that is considered likely to impact current clinical practice 38 
recommendations or support the development of new recommendations. Identification of 39 
the new evidence may be prompted by approval of new treatments by the U.S. Food and 40 
Drug Administration that impact the management of a dermatologic condition addressed 41 
in a current AAD guideline or identification of potentially impactful practice-changing 42 
evidence by AAD staff, guideline workgroup members, or CGC members.  43 

CGC approval and prioritization of an interim update dictate that new evidence be critically 44 
reviewed by a guideline workgroup but does not indicate that a recommendation will be 45 
changed, or a new recommendation developed. Recommendations within the source 46 
guideline for the update that are not being considered directly during the update remain 47 
current. Recommendations revised or added by a focused update are considered current 48 
for the standard 5-year currency period or until superseded by another update or full 49 
guideline revision.   50 

Once an interim update is approved for development by the CGC, a guideline-51 
interim update workgroup of four to eight members is appointed by the CGC to ensure 52 
efficiency in the updating process. Workgroup empanelment adheres to all requirements of 53 
the AAD/AAD Association Administrative Regulations for Evidence-Based Clinical Practice 54 
Guidelines. Interim updates are undertaken by an expert workgroup supported by an AAD 55 
guidelines staff member with health research methodology expertise.  56 
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The evidence synthesis and assessment process as well as the process employed to revise 57 
or draft recommendations for these updates adhere to the standard methodology for the 58 
development of AAD guidelines. Specifically, a systematic review of the literature relevant 59 
to the focused update is conducted and the Grading of Recommendations, Assessment, 60 
Development, and Evaluation (GRADE) approach is employed to assess the certainty of the 61 
evidence and formulate and grade clinical recommendations.  62 

Interim updates are subject to the standard AAD guideline multilevel review and approval 63 
process which includes the opportunity for review and comment by the entire AAD 64 
membership and final review and comment by the AAD Board of Directors.  65 

 66 

e-Appendix 3. Detailed Methodology 67 

Expert Work Group Composition and Disclosures of Interest  68 

Work Group members were reviewed for potential disclosures of interest (DOIs) and 69 
approved by the AAD’s Clinical Guidelines Committee (CGC) leadership. The majority (at 70 
least 51%) of the Work Group was required to be free of financial DOIs relevant to the topic 71 
of the guideline update. Nominees found to have no relevant financial DOIs were 72 
approved, whereas nominees found to have potentially relevant financial DOIs were 73 
approved with management. Work Group members approved with management were 74 
prohibited from voting on recommendations in which they had relevant DOIs. Work Group 75 
members completed a DOI form that was periodically updated and reviewed 76 
for potential relevant DOIs throughout the guideline update development process and used 77 
to ensure management terms were observed.   78 

Formulation of Questions and Outcomes of Interest  79 

This interim update considers new evidence and standardizes the analysis addressing the 80 
following clinical questions from the previously published guidelines for the management 81 
of atopic dermatitis (AD) in adults with topical and systemic therapies: 1) What is the 82 
efficacy and safety of biologic therapies for AD? and 2) What is the efficacy and safety of 83 
systemic JAKis for AD?1, 2 This update used the outcomes of interest that were identified and 84 
ranked as critical or important for clinical decision-making regarding the management of 85 
AD during the development of the original AD guidelines (see original guideline 86 
publications for outcome details).  87 

Literature Searches  88 

The literature search strategies employed for the original AD guidelines were revised and 89 
updated specifically to the clinical questions informing the interim update. AAD guidelines’ 90 
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staff (L.F.G) performed a systematic search of the literature for the clinical questions using 91 
MEDLINE (via PubMed) and Cochrane Library. Databases were searched from the date of 92 
the previous search to December 2nd, 2025. A combination of the National Library of 93 
Medicine’s medical subject headings and other keywords specific to the clinical questions 94 
were used to identify studies. Searches were limited to English-language randomized 95 
controlled trials.   96 

Study Selection and Data Extraction  97 

Studies identified by the literature searches were reviewed for relevance over two rounds of 98 
study selection. During the first round of study selection, title and abstract screening was 99 
performed independently by two reviewers using predefined inclusion and exclusion 100 
criteria established during the original AD guideline development process. The full text of 101 
studies appearing to meet inclusion criteria during the title and abstract screening were 102 
retrieved and then underwent a second round of study selection by two independent 103 
reviewers, during which a final inclusion decision was made. Disagreements were resolved 104 
through discussion by the original pair of reviewers to reach a consensus or a third party 105 
was engaged to resolve the conflict.   106 

A structured data table was used to extract relevant data from the included studies. Data 107 
extraction was initially performed independently by a reviewer with subsequent quality 108 
control via review by a second extractor. Discrepancies were resolved through discussion 109 
by the original data extractor and the reviewing party.  110 

Risk of Bias Assessment  111 

The risk of bias was assessed for all included studies using the Cochrane Collaboration’s 112 
tool for assessing the risk of bias in randomized trials.3  113 

Evidence Synthesis  114 

Pairwise meta-analyses were conducted for all outcomes and comparisons of interest, 115 
provided at least two studies were available, using a random-effects model. The treatment 116 
effect for dichotomous outcomes was measured via risk ratios and 95% confidence 117 
intervals (CIs), calculated by Wald-type method. Continuous outcomes were reported as 118 
mean differences with 95% CIs.  119 

Standardizing the Evidence Synthesis  120 

This interim update standardized the evidence synthesis approach across 121 
all considered recommendations. The 2023 guideline derived effect estimates from 122 
network meta-analysis, reporting dichotomous outcomes as odds ratios and continuous 123 
outcomes as standardized mean differences.2, 4 To ensure methodological consistency with 124 
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the 2025 focused update and across JAKi and biologic recommendations, the present 125 
update instead employed pairwise meta-analysis, with effect estimates expressed as risk 126 
ratios and mean differences. Furthermore, whereas the 2023 127 
guideline analyses pooled monotherapy trials with trials of systemic therapy combined 128 
with concomitant topical therapy, this interim update analyzed these trial types separately 129 
for all interventions, with the exception of those with FDA indications for use in 130 
combination with topical therapy.  131 

Assessing the Overall Certainty of the Body of Evidence  132 

The GRADE (Grading of Recommendations, Assessment, Development, and Evaluation) 133 
approach was used to assess the overall certainty of the evidence for each critical or 134 
important outcome.5 For the imprecision domain, the guideline 135 
panel established minimally important differences (MIDs) for each critical and important 136 
outcome prior to evidence review. MIDs were defined as the smallest absolute difference in 137 
an outcome that a patient or clinician would consider meaningful when making a treatment 138 
decision. Imprecision was rated down when the 95% confidence interval around the 139 
pooled effect estimate crossed the MID threshold, indicating that the evidence was 140 
consistent with both a clinically important benefit and either no meaningful benefit or 141 
meaningful harm. MIDs were established on an outcome-by-outcome basis through panel 142 
consensus informed by published literature on patient-important thresholds, where 143 
available, and by clinical judgment regarding the magnitude of effect that would be 144 
expected to influence treatment decisions. See Table a. for the 145 
established MIDs. The GRADEPro Guideline Development Tool was used to create an 146 
evidence profile that categorized the overall certainty of the body of evidence for each 147 
outcome into one of four categories: high, moderate, low, or very low. Each 148 
category represents the confidence in the estimate of effect for an outcome (Table I).  149 

Table A. Minimally Important Differences  150 

Outcome Measure  MID (specific to absolute difference)  
DLQI  3.3 points6, 7  
DLQI≥4  12%  
EASI  6.6 points8, 9  
EASI 100  5%  
EASI 90  10%  
EASI 75  10%  
IGA 0/1  12%  
POEM  3.4 points8  
PP-NRS4  10%  
Discontinuations  10%  
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Serious adverse events  2%  
Adverse events (non-serious)  10%  
Treatment-related adverse events  5%  
  151 
Formulating and Grading Recommendations   152 

The Work Group drafted recommendations using the evidence profile and considering the 153 
following: the balance of desirable and undesirable consequences of an intervention, the 154 
overall certainty of the evidence, patient values and preferences, resource use, 155 
acceptability, and feasibility.10 Per the GRADE approach, recommendations are either 156 
“strong” or “conditional”.11 The implications of each strength of recommendation are 157 
summarized in Table II.   158 

Manuscript Review and Currency Statement  159 

This interim update has been developed following the AAD/AAD Association Administrative 160 
Regulations for Evidence-Based Clinical Practice Guidelines, which includes the 161 
opportunity for review and comment by the entire AAD membership and final review and 162 
comment by the AAD Board of Directors. The guidance issued by this interim update will be 163 
considered current for 5 years from the date of publication unless reaffirmed, updated, or 164 
retired before that time.  165 

  166 
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e-Table 1. Dupilumab Monotherapy GRADE Summary of Findings (Short-term) 

Dupilumab 600mg LD then 300mg every 2 weeks monotherapy for 16 weeks   
Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis   
Intervention: Dupilumab 600mg LD then 300mg every 2 weeks monotherapy for 16 weeks  
Comparison: placebo   

Outcomes  

Anticipated absolute effects* (95% 
CI)  

Relative effect  
(95% CI)  

№ of participants  
(studies)  

Certainty of the 
evidence  
(GRADE)  Comments  

Risk with 
placebo  

Risk with Dupilumab 
monotherapy  

IGA (0,1)  
assessed with: IGA 0 or 1 with ≥2-point 
improvement from baseline  
follow-up: 16 weeks  
CRITICAL  

88 per 1,000  337 per 1,000  
(241 to 472)  

RR 3.83  
(2.74 to 5.36)  

1340  
(5 RCTs)1-4  

⨁⨁⨁⨁  
High    

EASI75  
follow-up: 16 weeks  
CRITICAL  

132 per 1,000  494 per 1,000  
(397 to 615)  

RR 3.73  
(3.00 to 4.64)  

1207  
(4 RCTs)  

⨁⨁⨁⨁  
High    

Pruritus improvement 
assessed with: Pruritus NRS ≥ 4-point 
improvement in patients with baseline NRS 
score of 4+  
follow-up: 16 weeks  
CRITICAL  

101 per 1,000  390 per 1,000  
(304 to 501)  

RR 3.86  
(3.01 to 4.96)  

1294  
(5 RCTs)1-4  

⨁⨁⨁⨁  
High    

Discontinuation due to AEs  
follow-up: 16 weeks  
CRITICAL  

20 per 1,000  23 per 1,000  
(11 to 52)  

RR 1.17  
(0.53 to 2.62)  

1211  
(4 RCTs)  

⨁⨁⨁⨁  
High    

POEM  
assessed with:  mean change from baseline in 
POEM total score  
follow-up: 16 weeks  
CRITICAL  

MD 7.52 lower  
(8.71 lower to 6.32 lower)  -  1204  

(4 RCTs)  
⨁⨁⨁⨁  

High    

Serious adverse events  
follow-up: 16 weeks  
CRITICAL  

57 per 1,000  31 per 1,000  
(17 to 54)  

RR 0.54  
(0.30 to 0.95)  

1211  
(4 RCTs)  

⨁⨁⨁⨁  
High    
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Flare prevention  
assessed with: patients with exacerbation of AD  
follow-up: 16 weeks  
CRTICIAL  

325 per 1,000  133 per 1,000  
(101 to 175)  

RR 0.41  
(0.31 to 0.54)  

921  
(2 RCTs)  

⨁⨁⨁⨁  
High    

Quality of Life 
assessed with: DLQI mean change from baseline 
follow-up: 16 weeks  
CRITICAL  

MD 5.04 points fewer  
(6 fewer to 4.07 fewer)  -  1207  

(4 RCTs)  
⨁⨁⨁⨁  

High    

EASI90  
follow-up: 16 weeks  
INFORMATIVE 

68 per 1,000  329 per 1,000  
(239 to 451)  

RR 4.84  
(3.52 to 6.65)  

1207  
(4 RCTs)  

⨁⨁⨁⨁  
High    

Adverse events  
follow-up: 16 weeks  
INFORMATIVE 

715 per 1,000  708 per 1,000  
(636 to 779)  

RR 0.99  
(0.89 to 1.09)  

1211  
(4 RCTs)  

⨁⨁⨁⨁  
High    

Infections and infestations  
follow-up: 16 weeks  
INFORMATIVE 

277 per 1,000  293 per 1,000  
(224 to 385)  

RR 1.06  
(0.81 to 1.39)  

1211  
(4 RCTs)  

⨁⨁⨁⨁  
High    

Conjunctivitis  
follow-up: 16 weeks 
INFORMATIVE  

15 per 1,000  45 per 1,000  
(21 to 95)  

RR 2.97  
(1.39 to 6.32)  

1211  
(4 RCTs)  

⨁⨁⨁◯  
Moderatea    

Upper Respiratory Tract Infection  
follow-up: 16 weeks  
INFORMATIVE 

45 per 1,000  45 per 1,000  
(27 to 77)  

RR 1.01  
(0.60 to 1.70)  

1211  
(4 RCTs)  

⨁⨁⨁⨁  
High    

Nasopharyngitis   
follow-up: 16 weeks  
INFORMATIVE 

95 per 1,000  102 per 1,000  
(73 to 143)  

RR 1.07  
(0.77 to 1.50)  

1211  
(4 RCTs)  

⨁⨁⨁⨁  
High    

Any Herpes Viral Infection  
follow-up: 16 weeks  
INFORMATIVE 

35 per 1,000  55 per 1,000  
(31 to 98)  

RR 1.57  
(0.88 to 2.81)  

1046  
(3 RCTs)  

⨁⨁⨁◯  
Moderateb    

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI). CI: confidence interval; MD: mean difference; RR: risk ratio  

Explanations  
a. CI consistent with no meaningful difference and harm (based on MID of 2%)  
b. CI consistent with benefit and harm (based on MID of 5%)  
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Analysis. IGA (0,1) 

  
 
Analysis. EASI75 
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Analysis. Pruritus improvement 
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Analysis. Discontinuation due to adverse events 

 
 
Analysis. POEM 
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Analysis. Serious adverse events 

 
 
Analysis. Flare Prevention 
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Analysis. Quality of life 
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Dupilumab 600mg LD then 300mg every 2 weeks + TCS for 12-16 weeks compared to Placebo + TCS  
Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis   
Intervention: Dupilumab 600mg LD then 300mg every 2 weeks + TCS for 12 to 16 weeks  
Comparison: Placebo + TCS   

Outcomes  

Anticipated absolute effects* (95% CI)  
Relative effect  

(95% CI)  

№ of 
participants  

(studies)  

Certainty of the 
evidence  
(GRADE)  Comments  

Risk with Placebo 
+ TCS  

Risk with Dupilumab 
+ TCS  

IGA (0,1)  
assessed with: IGA 0 or 1 with ≥2-point 
improvement from baseline  
follow-up: 16 weeks  
CRITICAL  

124 per 1,000  396 per 1,000  
(312 to 504)  

RR 3.19  
(2.51 to 4.06)  

1186  
(4 RCTs)  

⨁⨁⨁⨁  
High    

EASI75  
follow-up: range 12 weeks to 16 weeks  
CRITICAL  

254 per 1,000  618 per 1,000  
(524 to 730)  

RR 2.43  
(2.06 to 2.87)  

1343  
(5 RCTs)1-5  

⨁⨁⨁⨁  
High    

Pruritus improvement 
assessed with: Pruritus NRS ≥ 4-point 
improvement in patients with baseline NRS 
score of 4+   
follow-up: 16 weeks  
CRITICAL  

173 per 1,000  564 per 1,000  
(453 to 701)  

RR 3.26  
(2.62 to 4.05)  

958  
(3 RCTs)  

⨁⨁⨁⨁  
High    

Discontinuation due to AEs  
follow-up: range 12 weeks to 16 weeks  
CRITICAL  

15 per 1,000  23 per 1,000  
(6 to 85)  

RR 1.52  
(0.41 to 5.64)  

969  
(4 RCTs)  

⨁⨁⨁⨁  
High    

POEM  
assessed with: mean score, change from 
baseline  
follow-up: range 12 weeks to 16 weeks  
CRITICAL  

MD 7.42 points lower  
(8.51 lower to 6.32 lower)  -  1472  

(5 RCTs)  
⨁⨁⨁⨁  

High    

Serious Adverse Events  
follow-up: range 12 weeks to 16 weeks  
CRITICAL  

15 per 1,000  13 per 1,000  
(5 to 39)  

RR 0.89  
(0.30 to 2.59)  

969  
(4 RCTs)  

⨁⨁⨁⨁  
High    

Quality of Life  
assessed with:  DLQI mean score, change 
from baseline  
follow-up: range 12 weeks to 16 weeks  

MD 4.62 points fewer  
(5.28 fewer to 3.96 fewer)  -  1137  

(4 RCTs)  
⨁⨁⨁⨁  

High    
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CRITICAL  
EASI90  
follow-up: range 12 weeks to 16 weeks 
INFORMATIVE   

116 per 1,000  402 per 1,000  
(313 to 517)  

RR 3.46  
(2.69 to 4.45)  

1166  
(4 RCTs)  

⨁⨁⨁⨁  
High    

Treatment-emergent AEs  
follow-up: range 12 weeks to 16 weeks 
INFORMATIVE   

356 per 1,000  406 per 1,000  
(288 to 570)  

RR 1.14  
(0.81 to 1.60)  

969  
(4 RCTs)  

⨁⨁⨁◯  
Moderatea    

Conjunctivitis  
follow-up: range 12 weeks to 16 weeks  
INFORMATIVE 

45 per 1,000  117 per 1,000  
(72 to 192)  

RR 2.58  
(1.58 to 4.23)  

969  
(4 RCTs)  

⨁⨁⨁⨁  
Highb    

Infections and infestations  
follow-up: range 12 weeks to 16 weeks 
INFORMATIVE   

367 per 1,000  378 per 1,000  
(286 to 495)  

RR 1.03  
(0.78 to 1.35)  

403  
(2 RCTs)  

⨁⨁⨁◯  
Moderatec    

Upper Respiratory Tract Infection  
follow-up: range 12 weeks to 16 weeks  
INFORMATIVE 

56 per 1,000  43 per 1,000  
(24 to 77)  

RR 0.78  
(0.44 to 1.39)  

969  
(4 RCTs)  

⨁⨁⨁⨁  
High    

Nasopharyngitis  
follow-up: range 12 weeks to 16 weeks 
INFORMATIVE   

88 per 1,000  100 per 1,000  
(66 to 151)  

RR 1.13  
(0.75 to 1.71)  

969  
(4 RCTs)  

⨁⨁⨁⨁  
Highd    

Herpes Infection  
follow-up: range 12 weeks to 16 weeks  
INFORMATIVE 

7 per 1,000  6 per 1,000  
(0 to 100)  

RR 0.88  
(0.05 to 14.99)  

775  
(3 RCTs)  

⨁⨁⨁⨁  
Highd    

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI). CI: confidence interval; MD: mean difference; RR: risk ratio  

Explanations  
a. CI consistent with benefit and harm (based on MID of 5%)  
b. Results consistent with no effect and trivial benefit. Safety signal  
c. CI consistent with benefit and harm (based on MID of 5%). Small sample is concerning for precision.  
d. No difference between the absolute effects in the treatment group compared to placebo  
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e-Table 3. Dupilumab GRADE Summary of Findings (Long-term) 

Dupilumab 600mg LD then 300mg every 2 weeks + TCS for 52 weeks compared to Placebo + TCS 1  
Patient or population: Adolescents and adults aged 12+ with moderate to severe AD   
Intervention: Dupilumab 600mg LD then 300mg every 2 weeks + TCS for 52 weeks   
Comparison: Placebo + TCS   

Outcomes  

Anticipated absolute effects* (95% 
CI)  

Relative effect  
(95% CI)  

№ of 
participants  

(studies)  

Certainty of the 
evidence  
(GRADE)  Comments  

Risk with 
Placebo + TCS  

Risk with Dupilumab 
+ TCS   

IGA (0,1)  
assessed with: IGA 0 or 1 with ≥2-point 
improvement from baseline  
follow-up: 52 weeks  
CRITICAL  

125 per 1,000  360 per 1,000  
(235 to 549)  

RR 2.88  
(1.88 to 4.39)  

353  
(1 RCT)  

⨁⨁⨁◯  
Moderatea    
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EASI75  
follow-up: 52 weeks  
CRITICAL  

216 per 1,000  652 per 1,000  
(494 to 859)  

RR 3.02  
(2.29 to 3.98)  

353  
(1 RCT)  

⨁⨁⨁◯  
Moderateb    

Pruritus improvement  
assessed with: Pruritus NRS ≥ 4-point 
improvement in patients with baseline NRS 
score of 4+  
follow-up: 52 weeks  
CRITICAL  

129 per 1,000  511 per 1,000  
(348 to 751)  

RR 3.98  
(2.71 to 5.84)  

335  
(1 RCT)  

⨁⨁⨁◯  
Moderateb    

Discontinuation due to AEs  
follow-up: 52 weeks  
CRITICAL  

76 per 1,000  18 per 1,000  
(5 to 75)  

RR 0.24  
(0.06 to 0.99)  

425  
(1 RCT)  

⨁⨁⨁◯  
Moderatec    

POEM  
assessed with: mean score, change from 
baseline  
follow-up: 52 weeks  
CRITICAL  

MD 8.4 points fewer  
(10.12 fewer to 6.68 fewer)  -  353  

(1 RCT)  
⨁⨁⨁◯  

Moderateb    

Serious Adverse Events  
follow-up: 52 weeks  
CRITICAL  

70 per 1,000  45 per 1,000  
(17 to 117)  

RR 0.65  
(0.25 to 1.68)  

425  
(1 RCT)  

⨁⨁⨁◯  
Moderatec    

Flares  
assessed with: proportion of patients with 
AD flares  
follow-up: 52 weeks  
CRITICAL  

148 per 1,000  169 per 1,000  
(98 to 290)  

RR 1.14  
(0.66 to 1.96)  

359  
(1 RCT)  

⨁⨁⨁◯  
Moderateb    

Quality of Life  
assessed with: DLQI mean score, change 
from baseline  
follow-up: 52 weeks  
CRITICAL  

MD 5.3 points fewer  
(6.65 fewer to 3.95 fewer)  -  353  

(1 RCT)  
⨁⨁⨁◯  

Moderateb    

EASI90  
follow-up: 52 weeks  
INFORMATIVE 

155 per 1,000  506 per 1,000  
(357 to 716)  

RR 3.26  
(2.30 to 4.61)  

353  
(1 RCT)  

⨁⨁⨁◯  
Moderateb    

Treatment-emergent Adverse Events  
follow-up: 52 weeks  
INFORMATIVE 

844 per 1,000  878 per 1,000  
(811 to 954)  

RR 1.04  
(0.96 to 1.13)  

425  
(1 RCT)  

⨁⨁⨁◯  
Moderateb    
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Infections and infestations  
follow-up: 52 weeks  
INFORMATIVE  

578 per 1,000  572 per 1,000  
(474 to 693)  

RR 0.99  
(0.82 to 1.20)  

425  
(1 RCT)  

⨁⨁⨁◯  
Moderateb    

Conjunctivitis  
follow-up: 52 weeks  
INFORMATIVE 

79 per 1,000  137 per 1,000  
(75 to 249)  

RR 1.72  
(0.94 to 3.14)  

425  
(1 RCT)  

⨁⨁⨁◯  
Moderateb  

 

Herpes Infection  
follow-up: 52 weeks  
INFORMATIVE 

79 per 1,000  73 per 1,000  
(34 to 156)  

RR 0.92  
(0.43 to 1.97)  

425  
(1 RCT)  

⨁⨁⨁◯  
Moderateb    

Upper Respiratory Tract Infection  
follow-up: 52 weeks  
INFORMATIVE 

102 per 1,000  100 per 1,000  
(52 to 192)  

RR 0.98  
(0.51 to 1.89)  

425  
(1 RCT)  

⨁⨁⨁◯  
Moderateb    

Nasopharyngitis  
follow-up: 52 weeks  194 per 1,000  227 per 1,000  

(151 to 343)  
RR 1.17  

(0.78 to 1.77)  
425  

(1 RCT)  
⨁⨁◯◯  

Lowd    
*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI). CI: confidence interval; MD: mean difference; RR: risk ratio  

Explanations  
a. CI consistent with no meaningful difference and benefit (based on MID of 12%). Small sample is concerning for precision.  
b. Small sample is concerning for precision.  
c. Results consistent with less harm in the treatment group which indicates safety. Small sample is concerning for precision.  
d. CI consistent with benefit and harm (based on MID of 5%). Small sample is concerning for precision.  
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e-Table 4. Tralokinumab Monotherapy GRADE Summary of Findings (Short-term) 

Tralokinumab monotherapy 600 mg LD, 300 mg every 2 weeks for 16 weeks compared to Placebo  

Patient or population: Adolescents and adults aged 12+ with moderate to severe AD  
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Intervention: Tralokinumab monotherapy 600 mg LD, 300 mg every 2 weeks for 16 weeks  
Comparison: Placebo  

Outcomes 

Anticipated absolute effects* (95% CI) 

Relative effect 
(95% CI) 

№ of 
participants 

(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
Placebo 

Risk with 
Tralokinumab 
monotherapy  

IGA (0,1) 
assessed with: Patients with IGA score 0 or 1 
follow-up: 16 weeks 
CRITICAL 

113 per 1,000 216 per 1,000 
(164 to 284) 

RR 1.92 
(1.46 to 2.52) 

1805 
(3 RCTs)1, 2 

⨁⨁⨁◯ 
Moderatea  

EASI75 
follow-up: 16 weeks 
CRITICAL 

172 per 1,000 337 per 1,000 
(215 to 531) 

RR 1.96 
(1.25 to 3.09) 

1805 
(3 RCTs)1, 2 

⨁⨁⨁◯ 
Moderateb  

Pruritus Improvement 
assessed with: Pruritus NRS ≥ 4-point 
improvement in patients with baseline NRS 
score of 4+  
follow-up: 16 weeks 
CRITICAL 

99 per 1,000 224 per 1,000 
(163 to 307) 

RR 2.26 
(1.65 to 3.10) 

1563 
(2 RCTs) 

⨁⨁⨁◯ 
Moderatec  

Discontinuation due to AEs 
assessed with: AEs Leading to permanent 
discontinuation of IMP 
follow-up: 16 weeks 
CRITICAL 

28 per 1,000 23 per 1,000 
(12 to 44) 

RR 0.84 
(0.44 to 1.58) 

1804 
(3 RCTs)1, 2 

⨁⨁⨁⨁ 
High  

POEM 
assessed with: mean score, change from 
baseline 
follow-up: 16 weeks 
CRITICAL 

MD 4.85 points fewer 
(5.88 fewer to 3.82 fewer) - 1590 

(2 RCTs) 
⨁⨁⨁⨁ 

High  

Serious Adverse Events 
assessed with: Patients with at least 1 SAE 
follow-up: 16 weeks 
CRITICAL 

28 per 1,000 24 per 1,000 
(13 to 45) 

RR 0.88 
(0.48 to 1.63) 

1804 
(3 RCTs)1, 2 

⨁⨁⨁⨁ 
High  

Flares 
assessed with: proportion of patients with AD 
flares 
follow-up: 16 weeks 

455 per 1,000 286 per 1,000 
(191 to 427) 

RR 0.63 
(0.42 to 0.94) 

1590 
(2 RCTs) 

⨁⨁⨁⨁ 
High  
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CRITICAL 
Quality of Life 
assessed with: DLQI mean score, change 
from baseline 
follow-up: 16 weeks 
CRITICAL 

MD 3 points fewer 
(4.76 fewer to 1.23 fewer) - 1590 

(2 RCTs) 
⨁⨁⨁◯ 

Moderated  

EASI90 
follow-up: 16 weeks 
INFORMATIVE 

48 per 1,000 164 per 1,000 
(104 to 259) 

RR 3.43 
(2.17 to 5.42) 

1590 
(2 RCTs) 

⨁⨁⨁◯ 
Moderatec  

Treatment-Related Adverse Events 
assessed with: patients with AE related to the 
treatment 
follow-up: 16 weeks 
INFORMATIVE 

131 per 1,000 122 per 1,000 
(60 to 246) 

RR 0.93 
(0.46 to 1.88) 

214 
(1 RCT) 

⨁⨁◯◯ 
Lowe  

Conjunctivitis 
follow-up: 16 weeks 
INFORMATIVE 

30 per 1,000 75 per 1,000 
(42 to 136) 

RR 2.49 
(1.38 to 4.49) 

1590 
(2 RCTs) 

⨁⨁⨁◯ 
Moderatef  

Upper Respiratory Tract Infection 
assessed with: patients with URTI 
follow-up: 16 weeks 
INFORMATIVE 

48 per 1,000 58 per 1,000 
(36 to 94) 

RR 1.20 
(0.74 to 1.95) 

1560 
(2 RCTs) 

⨁⨁⨁⨁ 
High  

Viral Upper Respiratory Tract Infection 
follow-up: 16 weeks 
INFORMATIVE 

119 per 1,000 144 per 1,000 
(88 to 236) 

RR 1.21 
(0.74 to 1.98) 

1804 
(3 RCTs)1, 2 

⨁⨁⨁◯ 
Moderatef  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention 
(and its 95% CI). CI: confidence interval; MD: mean difference; RR: risk ratio 
Explanations 
a. CI consistent with no meaningful difference and benefit (based on MID of 12%) 
b. CI consistent with no meaningful difference and benefit (based on MID of 5%) 
c. CI consistent with no meaningful difference and benefit (based on MID of 10%) 
d. CI consistent with no meaningful difference and benefit (based on MID of 3.3 points) 
e. CI consistent with no meaningful difference and harm (based on MID of 5%). Small sample is concerning for precision. 
f. CI consistent with no meaningful difference and harm (based on MID of 5%).  
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e-Table 5. Tralokinumab Combination Therapy GRADE Summary of Findings (Short-term) 

Tralokinumab 600 mg LD, 300 mg + TCS every 2 weeks for 16 weeks compared to Placebo + TCS 
Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis  
Intervention: Tralokinumab 600 mg LD, 300 mg + TCS every 2 weeks for 16 weeks  
Comparison: Placebo + TCS  
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Outcomes 

Anticipated absolute effects* (95% CI) 
Relative effect 

(95% CI) 

№ of 
participants 

(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with Placebo 
+ TCS 

Risk with 
Tralokinumab + TCS  

IGA (0,1) 
follow-up: 16 weeks 
CRITICAL 

262 per 1,000 388 per 1,000 
(280 to 542) 

RR 1.48 
(1.07 to 2.07) 

378 
(1 RCT) 

⨁⨁⨁◯ 
Moderatea  

EASI75 
follow-up: 16 weeks 
CRITICAL 

433 per 1,000 607 per 1,000 
(494 to 737) 

RR 1.40 
(1.14 to 1.70) 

653 
(2 RCTs)1, 2 

⨁⨁⨁◯ 
Moderateb  

Pruritus improvement 
assessed with: ≥ 4-point improvement in 
patients with baseline NRS score of 4+  
follow-up: 16 weeks 
CRITICAL 

349 per 1,000 457 per 1,000 
(373 to 558) 

RR 1.31 
(1.07 to 1.60) 

644 
(2 RCTs) 

⨁⨁⨁◯ 
Moderateb  

Discontinuation due to AEs 
assessed with: AEs Leading to 
discontinuation of IMP 
follow-up: 16 weeks 
CRITICAL 

8 per 1,000 24 per 1,000 
(3 to 196) 

RR 3.00 
(0.37 to 24.65) 

378 
(1 RCT) 

⨁⨁⨁◯ 
Moderatec  

POEM 
assessed with: mean score change from 
baseline 
follow-up: 16 weeks 
CRITICAL 

MD 3.72 points fewer 
(4.86 fewer to 2.57 fewer) - 598 

(2 RCTs) 
⨁⨁⨁◯ 

Moderated  

Serious adverse events 
assessed with: Patients with at least one 
SAE 
follow-up: 16 weeks 
CRITICAL 

32 per 1,000 8 per 1,000 
(2 to 43) 

RR 0.25 
(0.05 to 1.35) 

378 
(1 RCT) 

⨁⨁⨁⨁ 
Highe  

Flares 
assessed with: Proportion of patients with 
AD Flares 
follow-up: 16 weeks 
CRITICAL  

139 per 1,000 58 per 1,000 
(26 to 128) 

RR 0.42 
(0.19 to 0.92) 

275 
(1 RCT) 

⨁⨁⨁⨁ 
Highe  

Quality of Life 
assessed with: DLQI mean score change 

MD 2.19 points fewer 
(3.46 fewer to 0.92 fewer) - 649 

(2 RCTs) 
⨁⨁⨁◯ 

Moderatef  
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from baseline 
follow-up: 16 weeks 
CRITICAL 
EASI90 
follow-up: 16 weeks 
INFORMATIVE 

255 per 1,000 374 per 1,000 
(290 to 479) 

RR 1.47 
(1.14 to 1.88) 

653 
(2 RCTs) 

⨁⨁⨁◯ 
Moderatec  

Conjunctivitis 
assessed with: Patients with 
conjunctivitis, conjunctivitis bacterial, 
conjunctivitis viral and conjunctivitis 
allergic AEs 
follow-up: 16 weeks 
INFORMATIVE 

56 per 1,000 131 per 1,000 
(59 to 288) 

RR 2.36 
(1.07 to 5.18) 

378 
(1 RCT) 

⨁⨁⨁◯ 
Moderateg  

Upper Respiratory Tract Infection 
assessed with: Patient with a URTI 
follow-up: 16 weeks 
INFORMATIVE 

48 per 1,000 75 per 1,000 
(31 to 184) 

RR 1.58 
(0.65 to 3.87) 

378 
(1 RCT) 

⨁⨁⨁◯ 
Moderateg  

Viral Upper Respiratory Tract Infection 
assessed with: Patients with viral URTI 
follow-up: 16 weeks 
INFORMATIVE 

111 per 1,000 194 per 1,000 
(112 to 339) 

RR 1.75 
(1.01 to 3.05) 

378 
(1 RCT) 

⨁⨁⨁◯ 
Moderateg  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI). CI: confidence interval; MD: mean difference; RR: risk ratio 
Explanations 
a. CI consistent with no meaningful difference and benefit (based on MID of 12%) 
b. CI consistent with no meaningful difference and benefit (based on MID of 15%) 
c. CI consistent with benefit and harm (based on MID of 10%) 
d. CI consistent with no meaningful difference and benefit (based on MID of 3.4 points) 
e. Results consistent with no meaningful difference and benefit favoring the intervention over placebo. Safety signal 
f. CI consistent with no meaningful difference and benefit (based on MID of 3.3) 
g. CI consistent with no meaningful difference and harm (based on MID of 5%) 
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e-Table 6. Tralokinumab Monotherapy GRADE Summary of Findings (Long-term) 

Tralokinumab monotherapy 600mg LD, 300 mg every 2 weeks for 52 weeks compared to Placebo1 

Patient or population: Adolescents and adults aged 12+ with moderate to severe AD  
Intervention: Tralokinumab monotherapy 600mg LD, 300 mg every 2 weeks for 52 weeks  
Comparison: Placebo  

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
Placebo 

Risk with 
Tralokinumab 
monotherapy 

IGA (0,1) 
follow-up: 52 weeks 
CRITICAL 

340 per 1,000 
534 per 1,000 
(242 to 1,000) RR 1.57 

(0.71 to 3.45) 
140 

(2 RCTs) 
⨁⨁◯◯ 

Lowa 
 

EASI75 
follow-up: 52 weeks 
CRITICAL 

264 per 1,000 
559 per 1,000 

(369 to 844) RR 2.12 
(1.40 to 3.20) 

196 
(2 RCTs) 

⨁⨁⨁◯ 
Moderateb 

 

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI). CI: confidence interval; RR: risk ratio 

Explanations 
a. CI consistent with benefit and harm (based on MID of 12%). Small sample is concerning for precision. 
b. Small sample is concerning for precision. 



DRAFT 

 

References 
 

1. Wollenberg A, Blauvelt A, Guttman-Yassky E, Worm M, Lynde C, Lacour JP et al. Tralokinumab for moderate-to-severe atopic 
dermatitis: results from two 52-week, randomized, double-blind, multicentre, placebo-controlled phase III trials (ECZTRA 1 
and ECZTRA 2). Br J Dermatol 2021;184:437-49. 

 

 

 

e-Table 7. Lebrikizumab Monotherapy GRADE Summary of Findings (Short-term) 

Lebrikizumab 500mg LD then 250mg every 2 weeks monotherapy compared to Placebo  
Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis short-term   
Intervention: Lebrikizumab 500mg LD then 250mg every 2 weeks monotherapy   
Comparison: Placebo   

Outcomes  

Anticipated absolute effects* (95% 
CI)  

Relative effect  
(95% CI)  

№ of 
participants  

(studies)  

Certainty of the 
evidence  
(GRADE)  Comments  

Risk with 
Placebo  

Risk 
with Lebrikizumab  

monotherapy  
IGA 0,1  
follow-up: 16 weeks  
CRITICAL  

134 per 1,000  
382 per 1,000  

(297 to 491)  RR 2.84  
(2.21 to 3.65)  

1225  
(4 RCTs)1-3  

⨁⨁⨁⨁  
High    

EASI 75  
follow-up: 16 weeks  
CRITICAL  

210 per 1,000  
570 per 1,000  

(389 to 835)  RR 2.71  
(1.85 to 3.97)  

1225  
(4 RCTs)1-3  

⨁⨁⨁⨁  
High    

Pruritus improvement  
assessed with: ≥ 4-point improvement in 
patients with baseline NRS score of 4+  
follow-up: 16 weeks  

179 per 1,000  
472 per 1,000  

(285 to 779)  RR 2.63  
(1.59 to 4.34)  

1040  
(4 RCTs)1-3  

⨁⨁⨁⨁  
High    
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CRITICAL  
Discontinuations due to AEs  
follow-up: 16 weeks  
CRITICAL  

24 per 1,000  
25 per 1,000  

(11 to 54)  RR 1.04  
(0.48 to 2.27)  

1223  
(4 RCTs)1-3  

⨁⨁⨁⨁  
High    

POEM 
assessed with: mean score, change 
from baseline  
follow-up: 16 weeks  
CRITICAL  

MD 5.68 lower  
(7.66 lower to 3.7 lower)  -  852  

(4 RCTs)1-3  
⨁⨁⨁⨁  

High    

Serious AEs  
follow-up: 16 weeks  
CRITICAL  

17 per 1,000  
13 per 1,000  

(4 to 37)  RR 0.73  
(0.25 to 2.10)  

1223  
(4 RCTs)1-3  

⨁⨁⨁⨁  
High    

Quality of Life  
assessed with: DLQI mean score, 
change from baseline  
follow-up: 16 weeks  
CRITICAL  

MD 4.79 lower  
(6.62 lower to 2.97 lower)  -  779  

(3 RCTs)1, 2  
⨁⨁⨁◯  

Moderatea    

Adverse Events  
follow-up: 16 weeks  
INFORMATIVE 

622 per 1,000  
547 per 1,000  

(466 to 640)  RR 0.88  
(0.75 to 1.03)  

1194  
(4 RCTs)1-3  

⨁⨁⨁⨁  
High    

Infections and Infestations  
follow-up: 16 weeks  
INFORMATIVE 

174 per 1,000  
209 per 1,000  

(162 to 268)  RR 1.20  
(0.93 to 1.54)  

1096  
(3 RCTs)2, 3  

⨁⨁⨁⨁  
High    

EASI 90  
follow-up: 16 weeks  
INFORMATIVE 

122 per 1,000  
359 per 1,000  

(236 to 548)  RR 2.94  
(1.93 to 4.48)  

1098  
(3 RCTs)2, 3  

⨁⨁⨁⨁  
High    

Conjunctivitis  
follow-up: 16 weeks  
INFORMATIVE 

15 per 1,000  
50 per 1,000  

(24 to 105)  RR 3.31  
(1.58 to 6.91)  

1223  
(4 RCTs)1-3  

⨁⨁⨁⨁  
High    

Herpes Infection  
follow-up: 16 weeks  
INFORMATIVE 

33 per 1,000  
22 per 1,000  

(11 to 42)  RR 0.67  
(0.34 to 1.30)  

1223  
(4 RCTs)1-3  

⨁⨁⨁⨁  
High    

Upper Respiratory Tract Infection 
follow-up: 16 weeks  
INFORMATIVE 

58 per 1,000  
27 per 1,000  

(5 to 154)  RR 0.46  
(0.08 to 2.67)  

127  
(1 RCT)1  

⨁⨁⨁◯  
Moderateb    

Nasopharyngitis  
follow-up: 16 weeks  27 per 1,000  41 per 1,000  

(19 to 88)  
RR 1.53  

(0.71 to 3.29)  
976  

(3 RCTs)1, 2  
⨁⨁⨁⨁  

High    
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INFORMATIVE 
*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI). CI: confidence interval; MD: mean difference; RR: risk ratio  

Explanations  
a. CI consistent with no important difference and meaningful benefit (based on MID 3.3 points)  
b. Small sample is concerning for precision.  
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e-Table 8. Lebrikizumab Combination Therapy GRADE Summary of Findings (Short-term) 
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Lebrikizumab 500mg LD then 250mg every 2 weeks + TCS compared to Placebo + TCS  
Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis short-term   
Intervention: Lebrikizumab 500mg LD then 250mg every 2 weeks + TCS   
Comparison: Placebo + TCS   

Outcomes  

Anticipated absolute effects* (95% 
CI)  

Relative effect  
(95% CI)  

№ of 
participants  

(studies)  

Certainty of the 
evidence  
(GRADE)  Comments  

Risk with 
Placebo + TCS  

Risk with 
Lebrikizumab + 

TCS  
IGA (0,1)  
follow-up: 16 weeks  
CRITICAL  

181 per 1,000  
408 per 1,000  

(240 to 700)  RR 2.25  
(1.32 to 3.86)  

747  
(3 RCTs)1-4  

⨁⨁⨁◯  
Moderatea    

EASI 75  
follow-up: 16 weeks  
CRITICAL  

324 per 1,000  
655 per 1,000  

(444 to 966)  RR 2.02  
(1.37 to 2.98)  

747  
(3 RCTs)  

⨁⨁⨁◯  
Moderateb    

Pruritus improvement  
assessed with: ≥ 4-point improvement in 
patients with baseline NRS score of 4+  
follow-up: 16 weeks  
CRITICAL  

232 per 1,000  

472 per 1,000  
(272 to 814)  RR 2.03  

(1.17 to 3.50)  
652  

(3 RCTs)  
⨁⨁⨁◯  

Moderatec    

Discontinuation due to AEs  
follow-up: 16 weeks  
CRITICAL  

4 per 1,000  
6 per 1,000  

(1 to 34)  RR 1.64  
(0.31 to 8.80)  

747  
(3 RCTs)  

⨁⨁⨁⨁  
High    

POEM  
assessed with: mean change from 
baseline  
follow-up: 16 weeks  
CRITICAL  

MD 5.47 lower  
(8.01 lower to 2.94 lower)  -  472  

(2 RCTs)  
⨁⨁⨁◯  

Moderated    

Serious Adverse Events  
follow-up: 16 weeks  
CRITICAL  

15 per 1,000  
12 per 1,000  

(3 to 47)  RR 0.79  
(0.21 to 3.05)  

747  
(3 RCTs)  

⨁⨁⨁◯  
Moderatee    

Quality of Life  
assessed with: DLQI mean score, 
change from baseline  
follow-up: 16 weeks  
CRITICAL  

MD 1.6 lower  
(3.23 lower to 0.03 higher)  -  491  

(2 RCTs)  
⨁⨁⨁⨁  

High  
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EASI 90  
follow-up: 16 weeks  174 per 1,000  384 per 1,000  

(288 to 511)  
RR 2.21  

(1.66 to 2.94)  
747  

(3 RCTs)  
⨁⨁⨁⨁  

High    
Treatment related AEs  
follow-up: 16 weeks  367 per 1,000  447 per 1,000  

(378 to 528)  
RR 1.22  

(1.03 to 1.44)  
747  

(3 RCTs)  
⨁⨁⨁◯  

Moderatef    
URTIs  
follow-up: 16 weeks  63 per 1,000  37 per 1,000  

(13 to 98)  
RR 0.58  

(0.21 to 1.55)  
331  

(1 RCT)  
⨁⨁⨁⨁  

High    
Infections 
Assessed with: number of patients with 
opportunistic infection  
follow-up: 16 weeks  

20 per 1,000  
17 per 1,000  

(2 to 115)  RR 0.82  
(0.12 to 5.65)  

425  
(2 RCTs)  

⨁⨁⨁⨁  
High    

Conjunctivitis  
follow-up: 16 weeks  15 per 1,000  76 per 1,000  

(29 to 198)  
RR 4.89  

(1.87 to 12.83)  
756  

(3 RCTs)  
⨁⨁⨁◯  

Moderatef    
Herpes Infection  
follow-up: 16 weeks  27 per 1,000  47 per 1,000  

(21 to 110)  
RR 1.75  

(0.76 to 4.07)  
747  

(3 RCTs)  
⨁⨁⨁⨁  

High    
*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI). CI: confidence interval; MD: mean difference; RR: risk ratio  

Explanations  
a. CI consistent with no meaningful difference and benefit (based on MID of 12%)  
b. CI consistent with no meaningful difference and benefit (based on MID of 15%)  
c. CI consistent with no meaningful difference and benefit (based on MID of 10%)  
d. CI consistent with no meaningful difference and benefit (based on MID of 3.4 points)  
e. CI consistent with no meaningful difference and harm (based on MID of 2%)  
f. CI consistent with no meaningful difference and harm (based on MID of 10%)  
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e-Table 9. Lebrikizumab Monotherapy GRADE Summary of Findings (Long-term) 

Lebrikizumab 250mg every 2 weeks monotherapy compared to Placebo1   
Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis who responded to therapy at 16 weeks   
Intervention: Lebrikizumab 250mg every 2 weeks monotherapy   
Comparison: Placebo   

Outcomes  

Anticipated absolute effects* (95% CI)  
Relative effect  

(95% CI)  

№ of 
participants  

(studies)  

Certainty of the 
evidence  
(GRADE)  Comments  

Risk with 
Placebo  

Risk with Lebrikizumab 
monotherapy  

IGA (0,1)  
follow-up: 52 weeks  
CRITICAL  

474 per 1,000  711 per 1,000  
(493 to 1,000)  

RR 1.50  
(1.04 to 2.16)  

115  
(2 RCTs)  

⨁⨁⨁◯  
Moderatea    

EASI 75  
follow-up: 52 weeks  
CRITICAL  

649 per 1,000  766 per 1,000  
(617 to 948)  

RR 1.18  
(0.95 to 1.46)  

169  
(2 RCTs)  

⨁⨁⨁◯  
Moderateb    

Pruritus improvement 
assessed with: 4-point improvement 
in patients with baseline NRS score of 
4+  
follow-up: 52 weeks  
CRITICAL  

643 per 1,000  855 per 1,000  
(636 to 1,000)  

RR 1.33  
(0.99 to 1.78)  

89  
(2 RCTs)  

⨁⨁⨁◯  
Moderatec    

Discontinuation due to AEs  
follow-up: 52 weeks  
CRITICAL  

0 per 1,000  -- per 1,000  
(0 to 0)  

RR 1.61  
(0.07 to 38.81)  

173  
(2 RCTs)  

⨁⨁⨁◯  
Moderated  

Event rate: 1/113 with LEB 
vs 0/60 with placebo  

POEM  
assessed with: mean change in score 

MD 2.26 lower  
(4.37 lower to 0.14 lower)  -  173  

(2 RCTs)  
⨁⨁⨁◯  

Moderatee    
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from baseline  
follow-up: 52 weeks  
CRITICAL  
Serious AEs  
follow-up: 52 weeks  
CRITICAL  

17 per 1,000  18 per 1,000  
(2 to 191)  

RR 1.06  
(0.10 to 11.47)  

173  
(2 RCTs)  

⨁⨁⨁◯  
Moderatef    

Quality of Life 
assessed with: mean change in score 
from baseline  
follow-up: 52 weeks  
CRITICAL  

MD 0.9 lower  
(2.4 lower to 0.6 higher)  -  173  

(2 RCTs)  
⨁⨁⨁◯  

Moderateg    

EASI 90  
follow-up: 52 weeks  
INFORMATIVE 

421 per 1,000  627 per 1,000  
(451 to 876)  

RR 1.49  
(1.07 to 2.08)  

169  
(2 RCTs)  

⨁⨁⨁◯  
Moderatec    

Nasopharyngitis  
follow-up: 52 weeks  
INFORMATIVE 

50 per 1,000  36 per 1,000  
(8 to 153)  

RR 0.71  
(0.16 to 3.06)  

173  
(2 RCTs)  

⨁⨁⨁◯  
Moderateh    

Conjunctivitis  
follow-up: 52 weeks  
INFORMATIVE 

50 per 1,000  4 per 1,000  
(73 to --)  

RR 0.08  
(0.00 to 1.46)  

173  
(2 RCTs)  

⨁⨁⨁◯  
Moderated    

Herpes infections  
follow-up: 52 weeks  
INFORMATIVE 

33 per 1,000  27 per 1,000  
(5 to 155)  

RR 0.80  
(0.14 to 4.64)  

173  
(2 RCTs)  

⨁⨁⨁◯  
Moderateh    

Potential opportunistic infections  
follow-up: 52 weeks  
INFORMATIVE 

17 per 1,000  3 per 1,000  
(0 to 72)  

RR 0.18  
(0.01 to 4.31)  

173  
(2 RCTs)  

⨁⨁⨁◯  
Moderateg    

Parasitic infections  
follow-up: 52 weeks  
INFORMATIVE 

not pooled  not pooled  not pooled  173  
(2 RCTs)  

⨁⨁⨁◯  
Moderateg  No events in either arm.  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the 
intervention (and its 95% CI). CI: confidence interval; MD: mean difference; RR: risk ratio  

Explanations  
a. CI consistent with no meaningful difference and benefit (based on MID of 12%)  
b. CI consistent with no meaningful difference and benefit (based on MID of 15%)  
c. CI consistent with no meaningful difference and benefit (based on MID of 10%)  
d. Very low event rate in a small sample is concerning for precision (leading to a very wide CI)  
e. CI consistent with no meaningful difference and benefit (based on MID of 3.4 points)  
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f. CI consistent with no meaningful difference and harm (based on MID of 2%)  
g. Small sample is concerning for precision  
h. CI consistent with no meaningful difference and harm (based on MID of 10%)  
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e-Table 10. Nemolizumab Combination Therapy GRADE Summary of Findings (Short-term) 

Nemolizumab 30mg every 4 weeks + TCS and/or TCI for 16 weeks to 24 weeks compared to placebo +TCS/TCI  
Patient or population: Adolescents and adults aged 12+ with moderate to severe AD   
Intervention: nemolizumab 30mg every 4 weeks + TCS and/or TCI for 16 weeks to 24 weeks   
Comparison: placebo +TCS/TCI   

Outcomes  

Anticipated absolute effects* (95% CI)  
Relative 
effect  

(95% CI)  

№ of 
participants  

(studies)  

Certainty of 
the evidence  

(GRADE)  Comments  
Risk with placebo 

+TCS/TCI  

Risk 
with nemolizumab + 

TCS and/or TCI  
IGA Success (0,1)  
follow-up: 16 to 24 weeks  
CRITICAL  

249 per 1,000  366 per 1,000  
(314 to 426)  

RR 1.47  
(1.26 to 

1.71)  
1842  

(3 RCTs)1, 2  
⨁⨁⨁◯  

Moderatea    

EASI 75  
follow-up: 16 to 24 weeks  
CRITICAL  

292 per 1,000  430 per 1,000 
(374 to 494) 

RR 1.47  
(1.28 to 

1.69)   

1842  
(3 RCTs)1, 2   

 ⨁⨁⨁◯  
Moderateb   
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Pruritus improvement 
assessed with: ≥4-point 
improvement from baseline in PP-
NRS score  
follow-up: 16 to 24 weeks  
CRITICAL  

168 per 1,000  396 per 1,000  
(329 to 477)  

RR 2.36  
(1.96 to 

2.84)  
1842  

(3 RCTs)1, 2  
⨁⨁⨁⨁  

High    

Discontinuation due to Adverse 
Event  
follow-up: 16 to 24 weeks  
CRITICAL 

31 per 1,000   
27 per 1,000  

(15 to 47)  
RR 0.86  
(0.49 to 

1.52) 
1833  

(3 RCTs)1, 2  
⨁⨁⨁⨁  

High   
  

POEM  
assessed with: mean 
score change from baseline 
follow-up: 16 weeks  
CRITICAL  

MD 3.95 points lower  
(4.84 lower to 3.06 lower)  -  1702  

(2 RCTs)2  
⨁⨁⨁◯  

Moderatec    

Serious Adverse Events  
follow-up: 16 to 24 weeks 
CRITICAL  

22 per 1,000  25 per 1,000  
(13 to 49) 

RR 1.16  
(0.60 to 

2.25)  
1833  

(3 RCTs)1, 2  
⨁⨁⨁⨁  

High   
 

Flare prevention 
assessed with: proportion of 
patients with AD flares  
follow-up: 16 to 24 weeks  
CRITICAL  

78 per 1,000 51 per 1,000 
(35 to 73) 

RR 0.65 
(0.45 to 

0.94) 

1842  
(3 RCTs)1, 2  

⨁⨁⨁⨁  
High  

 

Quality of life 
assessed with: DLQI, change from 
baseline  
follow-up: 16 to 24 weeks  
CRITICAL  

MD 2.5 points lower  
(3.39 lower to 1.61 lower)  -  1601  

(3 RCTs)1, 2  
⨁⨁⨁◯  

Moderated    

EASI 90  
follow-up: 16 to 24 weeks  
INFORMATIVE 

170 per 1,000  259 per 1,000  
(202 to 334)  

RR 1.53  
(1.19 to 

1.97)  
1842  

(3 RCTs)1, 2  
⨁⨁⨁◯  

Moderatef  
 

Treatment-related Adverse 
Events  
assessed with: Participants with AE 
related to the treatment  
follow-up: 16 weeks  
INFORMATIVE 

122 per 1,000  
168 per 1,000  

(130 to 216)  
RR 1.38  
(1.07 to 

1.78)  
1719  

(2 RCTs)2   
⨁⨁⨁◯  

Moderatee   
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Treatment-emergent Adverse 
Events 
Assessed with: participants with 
any AE  
follow-up: 16 to 24 weeks  
INFORMATIVE 

478 per 1,000  492 per 1,000  
(449 to 545)  

RR 1.03  
(0.94 to 

1.14)  
1832  

(3 RCTs)1, 2  
⨁⨁⨁⨁  

High  
 

Serious Infections  
follow-up: 16 weeks  
INFORMATIVE 

2 per 1,000  1 per 1,000  
(0 to 28)  

RR 0.84  
(0.04 to 
16.29)  

1719  
(2 RCTs)2  

⨁⨁⨁⨁  
High  

  

Infections 
Assessed with: participants with 
any infection  
follow-up: 16 to 24 weeks  
INFORMATIVE 

70 per 1,000 86 per 1,000  
(62 to 120) 

RR 1.22  
(0.88 to 

1.70) 
1832  

(3 RCTs)1, 2  
⨁⨁⨁⨁  

High   
  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative 
effect of the intervention (and its 95% CI). CI: confidence interval; MD: mean difference; RR: risk ratio  

Explanations  
a. Imprecision due to the 95% CI crossing the MCID of 12%  
b. Imprecision due to the 95% CI crossing the MCID of 15%  
c. Imprecision due to the 95% CI crossing the MCID of 3.4  
d. Imprecision due to the 95% CI crossing the MID of 3.3 points  
e. Imprecision due to the 95% CI crossing the MCID of 5%  
f. Imprecision due to the 95% CI crossing the MCID of 10%  
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