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Disclaimer 51 

Adherence to these guidelines will not ensure successful treatment in every situation. 52 
Furthermore, these guidelines should not be interpreted as setting a standard of care or be 53 
deemed inclusive of all proper methods of care, nor exclusive of other methods of care 54 
reasonably directed to obtaining the same results. The ultimate judgment regarding the 55 
propriety of any specific therapy must be made by the physician and the patient in light of all the 56 
circumstances presented by the individual patient, and the known variability and biologic 57 
behavior of the disease. This guideline reflects the best available data at the time the guideline 58 
was prepared. The results of future studies may require revisions to the recommendations in 59 
this guideline to reflect new data. 60 
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Abstract 71 

Background: In 2023 and 2024, the AAD published guidelines on the use of topical and 72 

systemic therapies for the management of atopic dermatitis (AD) in adults. Since the publication 73 

of these guidelines, several novel therapies have emerged to treat AD. 74 

Objective: To update previous guidelines on the management of AD in adults by providing 75 

evidence-based recommendations on the use of additional FDA-approved topical and systemic 76 

therapies. 77 

Methods: A multidisciplinary workgroup conducted a systematic review and applied the GRADE 78 

approach for assessing the certainty of evidence and formulating and grading 79 

recommendations.  80 

Results: The workgroup developed four new recommendations for the management of AD in 81 

adults. 82 

Limitations: This analysis is based on the best available evidence at the time it was conducted. 83 

Most randomized controlled trials of the considered therapies for AD are of short duration, 84 

limiting comparative long-term efficacy and safety conclusions.   85 

Conclusions: The workgroup developed strong recommendations for the use of tapinarof cream, 86 

roflumilast cream, lebrikizumab, and nemolizumab with concomitant topical therapy. 87 

 88 

 89 
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Abbreviations Used 92 

AAD: American Academy of Dermatology 93 

AD: Atopic dermatitis 94 

DLQI: Dermatology Life Quality Index  95 

EASI: Eczema Area Severity Index  96 

FDA: U.S Food and Drug Administration 97 

GRADE: Grading of Recommendations, Assessment, Development, and Evaluation 98 

IGA: Investigator Global Assessment  99 

POEM: Patient Oriented Eczema Measure  100 

TCI: Topical calcineurin inhibitor  101 

TCS: Topical corticosteroids  102 
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Scope & Objective 118 

In 2023 and early 2024, the American Academy of Dermatology (AAD) published guidelines on 119 

the management of atopic dermatitis (AD) in adults with topical and systemic therapies.1, 2 120 

Recently published evidence and U.S Food and Drug Administration (FDA) approval of novel 121 

topical small molecule and biologic therapies necessitated an update of the previous guidance. 122 

The focused scope of the present update is to incorporate the evidence specifically and solely 123 

addressing the use of tapinarof cream, roflumilast cream, lebrikizumab, and nemolizumab into 124 

the AAD’s existing guidance on the management of AD in adults. Recommendations for the 125 

management of AD in children will be covered in a forthcoming guideline. 126 

 127 

The newly developed recommendations for the management of AD in adults are available in 128 

Table I. A complete list of the current recommendations for the management of AD with topical 129 

and systemic therapies is available in e-Appendix 1 and outlined in Figure 1.  130 

 131 
Table I. Additional Recommendations for the Management of Atopic Dermatitis in Adults. AD, 132 
Atopic dermatitis 133 

Recommendation Strength Certainty of 
Evidence 

Evidence 

For adults with moderate to severe AD, we recommend tapinarof cream Strong High 3-5 

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

Strong High 6, 7 

For adults with moderate to severe AD, we recommend lebrikizumab Strong High 8-15 

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

Strong High 16, 17 

 134 

Methods 135 

Cognizant of the need for timely updates to clinical guidance when novel evidence that has the 136 

potential to inform the revision or development of clinical practice recommendations within the 137 

scope of existing, recently published (< 5 years) AAD guidelines becomes available, the AAD’s 138 

Clinical Guidelines Committee developed a focused update process. For details of the focused 139 

update process, see e-Appendix 2.  Per this process, new evidence and the FDA-approval of 140 
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novel topical small molecule and biologic therapies were identified as potentially impacting the 141 

current AD guidance resulting in the initiation of this update.  142 

This update is based on a systematic review by an expert workgroup supported by an AAD 143 

guidelines staff member with health research methodology expertise and applied the GRADE 144 

(Grading of Recommendations, Assessment, Development, and Evaluation) approach for 145 

assessing the certainty of the evidence and formulating and grading clinical recommendations. 146 

The strength of recommendation indicates the assessed magnitude of the balance of desirable 147 

and undesirable consequences of a treatment option. While the certainty of evidence ratings 148 

represent the level of confidence the guideline developers placed in the evidence supporting a 149 

recommendation (Table II).18-20 For detailed methodology, see e-Appendix 3. 150 

 151 
Table II. Strength of Recommendation and Certainty of Evidence 152 
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Strength of 
Recommendation 

Wording Implication18-20  

Strong recommendation for 
the use of an intervention 
 
 
Strong recommendation 
against the use of an 
intervention 

“We 
recommend…”   
 
 
“We recommend 
against…”          

Benefits clearly outweigh risk and burdens; 
recommendation applies to most patients in most 
circumstances.  
 
Risk and burden clearly outweigh benefits; 
recommendation applies to most patients in most 
circumstances. 

Conditional recommendation 
for the use of an intervention 

“We conditionally 
recommend…” 

Benefits are closely balanced with risks and burdens; 
recommendation applies to most patients, but the 
most appropriate action may differ depending on the 
patient or other stakeholder values.  

Conditional recommendation 
against the use of an 
intervention 

“We conditionally 
recommend 
against…” 

Risks and burden closely balanced with benefits; 
recommendation applies to most patients, but the 
most appropriate action may differ depending on the 
patient or other stakeholder values 

Certainty of Evidence Wording Implication18, 19 

High “high certainty 
evidence” 

Very confident that the true effect lies close to that of 
the estimate of the effect. 

Moderate “moderate 
certainty 
evidence” 

Moderately confident in the effect estimate; the true 
effect is likely to be close to the estimate of the effect, 
but there is a possibility that it is substantially different. 

Low “low certainty 
evidence” 

Confidence in the effect estimate is limited; the true 
effect may be substantially different from the estimate 
of the effect 

Very Low "very low certainty 
evidence" 

The estimate of effect is very uncertain; the true effect 
may be substantially different from the estimate of 
effect 

 153 
 154 
New Recommendations 155 

Clinical Questions 156 

This focused update considers new evidence pertaining to the following clinical questions from the 157 

previously published guidelines: What are the efficacy and safety of topically applied therapies for 158 

AD?2 and what are the efficacy and safety of systemic therapies for AD?1 This guidance updates 159 

the clinical questions by introducing two new topical and two new systemic therapies and does 160 

not update evidence of the topical or systemic therapies considered in the previous guidelines. 161 

The previously issued recommendations are considered current for 5 years post-publication or 162 

until superseded by another update or full revision of the AD guidelines.   163 

Topical Therapies 164 
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Tapinarof  165 

Background 166 

Tapinarof cream 1% is a nonsteroidal, topical aryl hydrocarbon receptor agonist FDA-approved 167 

for the treatment of atopic dermatitis in individuals aged two years of age and older in December 168 

2024.21 169 

 170 

Summary of Evidence and Analysis 171 

A systematic literature search identified two phase II and two phase III randomized, double-172 

blind, vehicle-controlled trials meeting established inclusion criteria.3-5 The trials collectively 173 

included 1,169 participants with moderate to severe AD aged 2 years and older. Evidence on 174 

the once-daily use of 1% tapinarof for 8 to 12 weeks was analyzed to support the 175 

recommendation.  176 

 177 

At 8 weeks, tapinarof 1% cream daily demonstrated statistically significant and clinically 178 

meaningful efficacy in the treatment of AD compared with vehicle as assessed via the Validated 179 

Investigator Global Assessment scale for AD, ≥75% improvement from baseline is Eczema Area 180 

Severity Index (EASI75), and Peak Pruritus Numerical Rating Scale (e-Table 1). The most 181 

common adverse events (≥5% in any arm) reported at weeks 8 to 12 were folliculitis, headache, 182 

and nasopharyngitis and were mild or moderate in severity (e-Table 1). No serious treatment-183 

related adverse events were reported across the trials and the rates of discontinuation were low 184 

(e-Table 1).   185 

 186 

Rationale for Recommendation 187 

The Workgroup determined that the overall balance of benefits and potential harms as reported 188 

at 8 weeks favors using tapinarof cream for the management of AD and that the certainty of the 189 

available short-term evidence is high (e-Table 1).  190 
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 191 

Reducing symptoms, specifically dermatitis and pruritus, and minimizing therapeutic risks are 192 

key goals of AD therapy. The reported clinically meaningful improvements in disease severity 193 

and pruritus were considered to be moderate in magnitude. The safety profile suggests 194 

tapinarof is well tolerated with limited anticipated adverse effects. The moderate improvement in 195 

desirable effects in the absence of substantial risk of undesirable effects favors the use of 196 

tapinarof. The Workgroup acknowledges that the current recommendation is based on the 197 

available short-term efficacy and safety evidence.  198 

 199 

Roflumilast  200 

Background 201 

Roflumilast cream 0.15% is a phosphodiesterase-4 inhibitor approved by the FDA in July of 202 

2024 for the treatment of mild to moderate AD in individuals aged six years and older.22 While 203 

roflumilast cream is also FDA-approved for the management of plaque psoriasis, 0.3% is 204 

indicated for the management of that condition. 205 

 206 

Summary of Evidence and Analysis 207 

A systematic literature search identified a phase II proof of concept trial and two phase III 208 

randomized, double-blind, vehicle-controlled trials meeting established inclusion criteria.6, 7 The 209 

trials collectively included 1,427 participants with mild to moderate AD aged six years and older. 210 

Evidence on the once-daily use of roflumilast cream 0.15% for four weeks was analyzed to 211 

support the recommendation. 212 

 213 

At 4 weeks, significantly more participants achieved Validated Investigator Global Assessment 214 

scale for AD scores of 0 or 1 and EASI75 with daily use of roflumilast cream compared with 215 

vehicle (e-Table 2). A greater percentage of roflumilast- versus vehicle-treated participants also 216 
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achieved a 4-point or greater improvement in Worst Itch Numerical score. The most common 217 

adverse events reported (≥1% in any arm) were headache, nausea, diarrhea, and vomiting.  218 

Application site pain was reported in 1.5% of roflumilast-treated patients compared to 0.7% of 219 

vehicle-treated patients. The rates of discontinuation were low and similar across treatment 220 

groups (e-Table 2).  221 

 222 

Rationale for Recommendation 223 

The Workgroup determined that the overall balance of benefits and potential harms as reported 224 

at 4 weeks favors using roflumilast cream for the management of AD and that the certainty of 225 

the available short-term evidence is high (e-Table 2).  226 

 227 

The reported improvements in disease severity and pruritus were considered to be moderate in 228 

magnitude and the safety profile suggests roflumilast is well tolerated with limited anticipated 229 

adverse effects. The moderate improvement in desirable effects in the absence of substantial 230 

risk of undesirable effects favors the use of roflumilast. The Workgroup acknowledges that the 231 

current recommendation is based on the available short-term efficacy and safety evidence.  232 

Monoclonal antibodies (biologics) 233 

Lebrikizumab 234 

Lebrikizumab a monoclonal antibody targeting interleukin-13 was FDA-approved for the 235 

management of moderate to severe AD in individuals aged 12 years and older in 2024.23 236 

 237 

Summary of Evidence and Analysis 238 

A systematic literature search identified one phase II and three phase III randomized, double-239 

blind, placebo-controlled trials and a 52-week extension study of lebrikizumab monotherapy that 240 

met inclusion criteria.8, 13-15 Also identified were two randomized, double-blind, placebo-241 

controlled trials of lebrikizumab in combination with topical corticosteroids (TCS).10, 11 242 
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Collectively, the monotherapy and combination therapy trials included 1,232 and 497 243 

adolescents and adults with moderate to severe AD, respectively. Evidence on the use of 244 

lebrikizumab 250mg (500mg loading dose) with or without the use of concomitant TCS every 245 

two weeks for 16 weeks was analyzed. 246 

 247 

In the monotherapy trials, significantly more participants in the lebrikizumab arm compared to 248 

the placebo arm achieved IGA 0/1 with a ≥2-point improvement from baseline, EASI75, and 249 

clinically meaningful pruritus improvement (e-Table 3). Clinically meaningful improvements in 250 

Patient Oriented Eczema Measure (POEM) score and quality of life as assessed via the 251 

Dermatology Life Quality Index (DLQI) were also achieved. Similarly, in the combination therapy 252 

trials, a greater number of lebrikizumab +TCS- versus placebo +TCS-treated patients achieved 253 

the efficacy outcome listed above as well as greater improvement in POEM and DLQI scores (e-254 

Table 4). 255 

 256 

Worsening of AD (8.9%), conjunctivitis (8.2%), nasopharyngitis (8.2%), allergic conjunctivitis 257 

(6.0%), and herpesvirus infection (5.0%) were the most common treatment-emergent adverse 258 

events reported over 52-weeks in monotherapy trial participants receiving at least one dose of 259 

lebrikizumab (n=806).8 The frequencies of injection site reactions (2.4%), eosinophilia (1.5%), 260 

and anaphylaxis (0%) were low. Discontinuation rates were also low and similar across 261 

treatment arms in both the monotherapy and combination therapy trials (e-Table 3). 262 

 263 

Rationale for Recommendation 264 

Based on high-certainty evidence, the reported improvements in disease severity and pruritus 265 

were considered to be large in magnitude with monotherapy. The favorable safety profile 266 

suggests lebrikizumab is well tolerated with treatment-emergent adverse effects consisting 267 

primarily of mild or moderate events that did not lead to discontinuation. The large improvement 268 
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in desirable effects in the absence of substantial risk of undesirable effects favors the use of 269 

lebrikizumab.  270 

 271 

Nemolizumab 272 

Background 273 

Nemolizumab, a monoclonal antibody targeting the interleukin-31 receptor, was FDA-approved 274 

in December 2024 for the management of moderate to severe AD that is inadequately 275 

controlled with topical therapies in individuals aged 12 years and older in combination with 276 

topical corticosteroids and/or calcineurin inhibitors.24 277 

 278 

Summary of Evidence and Analysis 279 

A systematic literature search identified one phase II and two phase III randomized, double-280 

blind, placebo-controlled trials that met established inclusion criteria.16, 17 The treatment arms of 281 

the included trials combined nemolizumab with background TCS therapy and the phase III trials 282 

allowed for additional therapy with topical calcineurin inhibitors (TCI). Collectively, the trials 283 

included 1,256 participants aged 12 years and older with moderate to severe AD. Evidence on 284 

the use of nemolizumab 30mg every four weeks + TCS with or without TCI for 16 to 24 weeks 285 

was analyzed to support the recommendation. 286 

 287 

At 16 to 24 weeks, combination topical therapy and nemolizumab resulted in a significantly 288 

greater number of participants achieving clinically meaningful itch reduction, IGA 0/1, and 289 

EASI75 compared to placebo and topical therapy (e-Table 5). Greater improvements in POEM 290 

and DLQI scores were also achieved by nemolizumab- compared to placebo-treated 291 

participants. In the phase III trials, adverse events were generally mild or moderate with the 292 

most common (≥5% in the nemolizumab arms) being worsening of AD and asthma events.17 293 
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Injection site reactions or pain occurred in < 1% of the nemolizumab-treated patients. Rates of 294 

discontinuation due to adverse events were low and similar across treatment arms (e-Table 5). 295 

Rationale for Recommendation 296 

Given the large magnitude of benefits in terms of improvements in disease severity and itch and 297 

the favorable safety profile, the Workgroup determined that the overall balance of benefits and 298 

potential harms as reported at 16 to 24 weeks favors using nemolizumab in addition to topical 299 

TCS and possibly TCI for the management of AD and that the certainty of the available 300 

evidence is high. 301 

 302 

Cost 303 

The Workgroup recognizes that costs for the considered therapies may be prohibitive without 304 

adequate insurance coverage and other strongly recommended treatments for AD may be 305 

available for a lower cost. Given the available evidence of efficacy and safety, the Workgroup 306 

concluded that the use of the recommended therapies is likely acceptable to patients and 307 

providers, and cost should be considered during the shared decision-making process. 308 

 309 

Conclusion and Research Needs 310 

The Workgroup recommends the use of tapinarof cream, roflumilast cream, lebrikizumab, and 311 

nemolizumab with concomitant topical therapy for the management of AD in adults. Additional, 312 

long-term efficacy and safety data and data on patient-reported outcomes in real-world settings 313 

are needed to provide additional insights into the efficacy, effectiveness, and safety of these 314 

therapies for the management of AD. Comparative studies of these medications and available, 315 

standard AD therapies would provide an understanding of the role of these therapies in the 316 

armamentarium of AD treatments.  317 

 318 

 319 
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 338 

 339 

Figure 1. Treatment algorithm for adults with atopic dermatitis. FDA, U.S. Food and Drug 340 

Administration, TCI, Topical calcineurin inhibitor, TCS, Topical corticosteroids, QoL, Quality of 341 

life. 342 
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