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Disclaimer 61 

Adherence to these guidelines will not ensure successful treatment in every situation. 62 
Furthermore, these guidelines should not be interpreted as setting a standard of care or be 63 
deemed inclusive of all proper methods of care, nor exclusive of other methods of care 64 
reasonably directed to obtaining the same results. The ultimate judgment regarding the 65 
propriety of any specific therapy must be made by the physician and the patient in light of 66 
all the circumstances presented by the individual patient, and the known variability and 67 
biologic behavior of the disease. This guideline reflects the best available data at the time 68 
the guideline was prepared. The results of future studies may require revisions to the 69 
recommendations in this guideline to reflect new data. 70 
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Abstract 74 

Background: While many adults diagnosed with atopic dermatitis (AD) achieve disease 75 
control with standard treatments, a subset of patients remain refractory to optimal 76 
management. In these cases, misdiagnosis or the presence of concomitant conditions 77 
may be contributing to treatment failure. 78 

Objective: To provide evidence-informed guidance for the diagnostic workup of presumed 79 
adult AD unresponsive to optimized treatment. 80 

Methods: An expert multidisciplinary workgroup applied GRADE methodology for issuing 81 
guidance on approaching suspected AD refractory to treatment by reviewing the indirect 82 
evidence, assessing the balance of benefits and harms, and reaching consensus.  83 

Results: The workgroup developed a Good Practice Statement on the diagnostic workup of 84 
adults with presumed AD unresponsive to therapy. 85 

Limitations: This guidance is based on indirect evidence and expert consensus, as direct 86 
empirical data on diagnostic workup strategies for treatment-resistant AD are lacking. 87 
Applicability may vary depending on access to dermatologic and allergy specialist care. 88 

Conclusion: The Good Practice Statement supports consideration of diagnostic 89 
reassessment in cases of presumed AD in adults not responding to optimized treatment.  90 

 91 
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Abbreviations 103 

AD: atopic dermatitis  104 

ACD: allergic contact dermatitis 105 

CTCL: cutaneous T-cell lymphoma 106 

GPS: Good Practice Statement 107 

GRADE: Grading of Recommendations, Assessment, Development, and Evaluation 108 

JAK: Janus kinase  109 

TCS: topical corticosteroid 110 
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Scope & Objectives 129 

Atopic dermatitis (AD) is a chronic, pruritic, inflammatory skin disease marked by immune 130 
dysregulation and skin barrier dysfunction, frequently affecting individuals with a genetic 131 
predisposition.2, 3 While AD most often begins during childhood, the condition can present 132 
de novo in adulthood or recur as a continuation of childhood-onset disease. The worldwide 133 
prevalence of AD in adults is 2.0%, with 25% of adults with AD reporting adult-onset.4, 5  134 

While some patients diagnosed with AD achieve disease control with standard topical or 135 
systemic therapies, a subset of individuals experience persistent symptoms despite 136 
optimal treatment following guideline recommendations and patient adherence, raising 137 
diagnostic uncertainty and the possibility of alternative or coexisting cutaneous or 138 
systemic disease.6-10 AD may be misdiagnosed or mask comorbid skin conditions in more 139 
than 20% of adults with refractory AD prescribed a systemic medication.11 In cases of 140 
suboptimal therapeutic response, diagnostic reassessment can identify alternative or 141 
concomitant conditions, such as allergic contact dermatitis (ACD), drug eruptions, tinea, 142 
cutaneous T-cell lymphoma (CTCL), psoriasis, or scabies, that may alter the therapeutic 143 
approach.  144 

This guideline aims to support diagnostic clinical decision-making in refractory adult AD to 145 
improve patient outcomes. 146 

Diagnosis of Adult AD 147 

Diagnosis of adult-onset or recurrent AD in adults can be challenging. There can be 148 
differences in lesional distribution, morphology, associated signs, and comorbidities 149 
compared to the more common childhood-onset AD, and clinical features may 150 
significantly overlap with those of other conditions.4, 12-14 As there is no single defining test 151 
or feature, the diagnosis of AD in adults is primarily clinical, based on a history and 152 
physical examination per established diagnostic criteria (Box 1). However, the pediatric 153 
origins of standard AD diagnostic criteria, such as those by Hanifin and Rajka or the UK 154 
Working Party, may limit their applicability in adults.15  155 

A few atopic or immune-mediated conditions are associated with AD in adults with high or 156 
moderate certainty evidence, and when combined with the clinical presentation, may help 157 
support a diagnosis AD. These include asthma, food allergies, allergic rhinitis, alopecia 158 
areata, and urticaria.16   159 

The diagnostic process relies on clinical evaluation, including a history of pruritus, 160 
relapsing eczematous lesions, and personal or family history of atopy. Characteristic 161 
physical signs include erythema, edema, xerosis, lichenification, oozing and crusting, and 162 
involvement of the hands, face, neck, and flexures.1 The appearance of erythema can be 163 
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altered in patients with darker skin, and in addition to a red or pink color, sites of active skin 164 
inflammation can manifest as shades of purple, gray, or brown. AD lesions in patients with 165 
darker skin may be more likely to be lichenified, papular, and present in extensor regions. 166 
Changes in pigmentation (hyper- or hypopigmentation) following skin inflammation can be 167 
prominent and long-lasting in all skin types, and particularly in patients with darker skin.17  168 

In addition to classic eczematous lesions of AD, adults may present with nummular or 169 
prurigo-like lesions, cheilitis, may lack Dennie-Morgan lines, and have lower rates of 170 
flexural involvement.1, 15, 18-20 Additionally, a personal or family history of atopy is less 171 
common in adult-onset AD.13  As a group, adults  generally have more comorbidities, some 172 
requiring medications; the incidence of other papulosquamous diseases, infection, 173 
autoimmune phenomena, and skin malignancy also increases with age.21-24  A key 174 
consideration with adult-onset AD is the wide-ranging differential diagnosis, including ACD, 175 
psoriasis, drug eruptions, and CTCL, which can have overlapping clinical features.18  176 

 177 

 178 

 179 

 180 

 181 

 182 

 183 

 184 



DRAFT

7 
 

 185 

 186 

 187 

 188 

Box 1. Features to be considered in the diagnosis of patients with atopic dermatitis 

Adapted with permission from the American Academy of Dermatology from Eichenfield 20141 

ESSENTIAL FEATURES—Must be present: 

• Pruritus 
• Eczema (acute, subacute, chronic) 

o Typical morphology and age-specific patterns* 
o Chronic or relapsing history 

*Patterns include: 

1. Facial, neck, and extensor involvement in infants and children 
2. Current or previous flexural lesions in any age group 
3. Sparing of the groin and axillary regions 

IMPORTANT FEATURES—Seen in most cases, adding support to the diagnosis: 

• Early age of onset 
• Atopy  

o Personal and/or family history 
o Immunoglobulin E reactivity 

• Xerosis 

ASSOCIATED FEATURES—These clinical associations help to suggest the diagnosis of atopic dermatitis 
but are too nonspecific to be used for defining or detecting atopic dermatitis for research and 
epidemiologic studies: 

• Atypical vascular responses (eg, facial pallor, white dermographism, delayed blanch response) 
• Keratosis pilaris/pityriasis alba/hyperlinear palms/ichthyosis 
• Ocular/periorbital changes 
• Other regional findings (eg, perioral changes/periauricular lesions) 
• Perifollicular accentuation/lichenification/prurigo lesions 

EXCLUSIONARY CONDITIONS—It should be noted that a diagnosis of atopic dermatitis depends on 
excluding conditions such as (in alphabetical order): 

• Connective tissue disease 
• Contact dermatitis (irritant or allergic) 
• Cutaneous T-cell lymphoma 
• Erythroderma of other causes 
• Ichthyoses 
• Immune deficiency diseases 
• Photosensitivity dermatoses 
• Psoriasis 
• Scabies 
• Seborrheic dermatitis 
• Tinea corporis 
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Methods 189 

The multidisciplinary guideline workgroup followed the Grading of Recommendations, 190 
Assessment, Development, and Evaluation (GRADE) approach to assess the certainty of 191 
evidence and formulate recommendations.25 A scoping search of the literature was 192 
originally conducted in July 2024 and updated in April 2025 to identify direct, relevant 193 
evidence regarding the need for further diagnostic workup in adults with suspected AD that 194 
is unresponsive to optimal AD management. This search did not identify any direct 195 
evidence addressing this specific clinical scenario. See Supplemental Table 1 for an 196 
overview and summary of the identified indirect evidence. 197 

In the absence of direct evidence, the guideline workgroup issued the following Good 198 
Practice Statement (GPS): 199 

For adults with suspected AD that is unresponsive to AD management, we 200 
recommend considering further workup (Good Practice Statement) 201 

The GPS follows the principles outlined in the GRADE framework (Table II).26, 27 A GPS is 202 
supported by indirect evidence and clinical consensus and is warranted when an action 203 
has an overwhelmingly clear benefit-to-risk balance. 204 

The workgroup agreed that failure to conduct further diagnostic workup in such cases 205 
could lead to missed alternative diagnoses, inappropriate treatment, or delayed 206 
management of other underlying conditions. Given these considerations, the workgroup 207 
concluded that further evaluation is warranted in cases where AD remains unresponsive to 208 
guidelines-recommended, optimized management. 209 

Table II. GRADE standards for developing a good practice statement 210 

GRADE GPS Criterion26 Rationale 
1.Is the statement clear 
and actionable? 

Yes, the recommendation provides clear guidance: clinicians should consider 
further diagnostic workup when a patient does not respond to optimized AD 
treatment. It does not prescribe a specific test but suggests an individualized 
approach based on clinical presentation. 

2. Is the message 
necessary in regards to 
health practice? 

Yes. If an individual’s skin condition is not improving with standard AD 
treatment, failing to conduct further workup could result in misdiagnosis, 
delayed diagnosis of serious conditions, and/or unnecessary exposure to 
ineffective or harmful treatments. 

3.Will implementing the 
GPS result in large net 
positive consequences? 

Yes. The benefit of confirming an accurate diagnosis is substantial, as it allows 
for targeted treatment. There is no reasonable doubt that further workup can 
prevent prolonged suffering, inappropriate treatment, or complications from 
undiagnosed conditions. 

4. Is collecting and 
summarizing the 
evidence a poor use of 
limited resources? 

Yes. Indirect evidence and standard clinical and diagnostic reasoning 
overwhelmingly support the need for further evaluation in unresponsive cases. 
The time and effort required to conduct a formal review of the abundant 
indirect evidence would not add meaningful value to decision-making.  
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5. Is there a well-
document clear and 
explicit rationale 
connecting the indirect 
evidence? 

Yes. Indirect evidence from varied disease states and fields of medicine and 
case-based data in presumed AD supports re-evaluation of treatment-
unresponsive presentations and confirms that misdiagnosis can lead to 
inappropriate and ineffective care. This aligns with fundamental principles of 
clinical logic and diagnostic reasoning, and harm avoidance from 
misdiagnosis.  

 211 

Clinical considerations for further workup 212 

AD management 213 

Guidelines-recommended, optimized AD management and patient adherence to 214 
therapeutic strategies should be confirmed before considering additional diagnostic 215 
workup due to non-response to AD therapy. A stepwise, individualized approach based on 216 
disease severity and patient factors like comorbidities and preferences is required for 217 
optimized treatment of AD.  218 

Foundational treatment across disease severities includes non-pharmacologic 219 
interventions, such as emollient use and trigger and allergen avoidance.28 Treatment of 220 
mild-to-moderate AD generally includes topical anti-inflammatory agents like low to mid-221 
potency topical corticosteroids (TCS), topical calcineurin inhibitors, topical 222 
phosphodiesterase inhibitors, topical aryl hydrocarbon receptor agonists, or topical JAK 223 
inhibitors.28 Phototherapy may also be considered for the management of mild-to-224 
moderate disease not adequately controlled with topical therapy.29 Unresponsive disease 225 
may require mid- to high-potency TCS.28, 29 Proactive treatment using topical anti-226 
inflammatory agents is also recommended to reduce flares in moderate and recurrent 227 
AD.28 Moderate-to-severe AD may necessitate the use of biologics, JAK inhibitors, or 228 
systemic immunomodulatory agents such as cyclosporine and methotrexate, to achieve 229 
adequate disease control in addition to topical and/or phototherapy.29  230 

Patient adherence with AD management strategies should also be considered when 231 
assessing suboptimal therapeutic outcomes. Patient-, treatment-, physician-, and disease-232 
centered factors influencing adherence include access, socioeconomic status, treatment 233 
complexity, route of administration, and burden, fear of adverse events, physician and 234 
patient relationship, and treatment fatigue caused by the chronic, relapsing nature of AD 235 
(Figure 1).30-33 A prominent barrier to adherence in AD management is "steroid phobia," or 236 
disproportionate concern of potential adverse events of TCS use, such as skin atrophy and 237 
systemic absorption.34, 35 36, 37 Adherence is key to optimal management of AD and requires 238 
scrutiny before considering confounding dermatoses or misdiagnosis in adults with 239 
presumed AD refractory to therapy. 240 

Figure 1. Atopic dermatitis treatment adherence factors 241 
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 243 

Treatment-refractory AD 244 

Treatment failure in AD has been characterized as disease that does not respond 245 
adequately to treatment despite adherence to optimally prescribed therapies.38-40 This may 246 
apply to topical or systemic therapies. As there are no universal standards or timelines for 247 
the assessment of treatment response or non-response in AD, treatment failure is typically 248 
assessed within a defined period, based on the treatment's expected onset of action.41 249 

Timing of assessments and follow up 250 

There is no universal consensus amongst experts or in the literature on pre-management 251 
workup for AD or optimal follow-up time frames. Given the estimated overlap between 252 
concomitant allergic contact dermatitis (ACD) and AD, ranging from 7 to 91%, some 253 
authors recommend evaluation for ACD before starting systemic AD therapy.42 In addition 254 
to consideration of patch testing, other groups have suggested ruling out skin infections, 255 
specialist referral, and other diagnostic considerations prior to starting systemic AD 256 
therapy or escalation of care. 43-45 257 

A range of follow-up time frames was reported in the literature with some authors 258 
assessing every 4 to 8 weeks in the first 3 months of systemic therapy.46  In our systematic 259 
review of the literature on AD misdiagnosis or confounding diagnoses, the delay in best 260 
management was a median of 6 months (range 3 to 12 months) for ACD (Supplemental 261 
Table 2).  The median delay for CTCL was 24 months (range 8 to 144 months), and within 262 
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that subset, the median duration of time on systemic therapy for presumed AD was 6 263 
months (range 1 to 96 months).  The average delays for best management for other 264 
infectious or inflammatory diseases, such as scabies, pityriasis rubra pilaris, familial 265 
benign pemphigus, were around 19.5 months, and for autoimmune conditions, 90 months. 266 

Confounding dermatoses 267 

When optimized AD management and patient adherence have been assessed and 268 
addressed in presumed adult AD, but the disease remains refractory to therapy, further 269 
diagnostic workup should be considered. Several medical conditions clinically resemble or 270 
occur concomitantly with AD and should be considered in the differential diagnosis for 271 
treatment-refractory presumed AD (Supplemental Tables 3-4). These include allergic or 272 
irritant contact dermatitis, autoimmune diseases, bacterial, viral, or fungal skin infections, 273 
malignancies, and infestations. Table III summarizes the clinical and diagnostic features 274 
for some alternative or concomitant diagnoses to consider in treatment-resistant 275 
suspected adult AD. 276 

Table III. Clinical and diagnostic factors to consider in the further workup of treatment-277 
resistant presumed adult atopic dermatitis. 278 

Differential Diagnosis Clinical Features Primary Diagnostic 
Testing 

Testing Considerations 

Allergic/irritant contact 
dermatitis (ACD/ICD) 

Localized or 
widespread 
eczematous rash, 
especially on 
head/neck or 
hands/feet; often well-
demarcated; 
development of signs 
outside of previously 
affected areas; 
inability to manage 
disease on established 
skin regimen; exposure 
history 
 
Systemic Contact 
Dermatitis is a type VI 
hypersensitivity (ACD) 
reaction following 
systemic absorption of 
an allergen (eg, 
ingestion, 
intraveneous, 
subcutaneous) and 
can present in a myriad 
of ways including but 

Patch testing for ACD 
and determine 
relevance of reactions. 

Consider expanded 
series patch testing 
battery. Consider 
systemic, environmental, 
and occupational 
exposures 
 



DRAFT

12 
 

not limited to 
generalized, 
intertriginous, 
vesicular hand 
dermatitis 
distributions 

Autoimmune blistering diseases 
(e.g., dermatitis herpetiformis, 
bullous pemphigoid) 

Bullae or vesicles on 
skin/mucous 
membranes 
Systemic 
manifestations 

Skin biopsies for 
histopathology and 
direct 
immunofluorescence 

 

Bacterial skin infection (e.g., 
impetigo, ecthyma, folliculitis) 

Crusted erosions, 
honey-colored crusts; 
localized or diffuse; 
follicular pustules 
(folliculitis) 

Bacterial skin culture  AD is commonly 
colonized by s. aureus; 
Secondary infection may 
complicate AD, but a 
positive culture does not 
always imply infection 

Cutaneous lupus 
erythematosus 

Photosensitivity, skin 
discoloration, red 
scaly rash 

Skin biopsy   

Cutaneous T-cell 
lymphoma/mycosis 
fungoides/Sezary syndrome 

Adult-onset with 
atypical features 
Persistent despite 
topical therapy; raised 
plaques, nodules, 
ulcers 
Lymphadenopathy 
Systemic 
manifestations 

Skin biopsy (ies)* *Multiple biopsies may 
be needed and/or 
additional 
immunohistochemical or 
clonality studies. If initial 
biopsies are 
inconclusive, consider 
additional biopsies over 
time or a change in 
disease morphology 

Drug eruptions Sudden onset, no 
flexural involvement, 
blisters, pustules, 
sensitivity to sunlight, 
lack of pruritus 

Skin biopsy; patch test  

Fungal skin infection (e.g., 
candidiasis, dermatophytes: 
tinea corportis) 
 
 
 
 
Tinea incognito 
 

Dermatitis in 
intertriginous areas or 
feet 
Annular, scaly borders 
Non-responsive to TCS 
 
 
Annular lesions with 
central clearing, raised 
borders 
Initial improvement, 
then worsening with 
steroid use. Annular or 
asymmetric lesions  
extend beyond typical 
eczematous 
distributions 

Skin scraping with 
microscopy; fungal 
culture; skin biopsy 
 
 
 
 
Skin scraping for 
microscopy; fungal 
culture; skin biopsy 
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Nutritional deficiencies (e.g. 
deficiencies of iron, zinc, biotin 
and other vitamins) 

Glossitis, arthralgias, 
diarrhea, anemia, 
neurologic deficits, 
perioral dermatitis & 
angular cheilitis (zinc 
deficiency), 
phrynoderma, nail 
changes, 
hyperpigmentation 

Skin biopsy  

Pityriasis rubra pilaris (Type I or 
Type II) 

Scalp erythema 
Papules 
Eczematous plaques 
“Islands of sparing” 
Ichthyosiform scale 

Skin biopsy(ies)* *Multiple biopsies may 
be needed. 

Psoriasis Lack of pruritus and 
oozing or crusting 

Skin biopsy  

Prurigo nodularis Nodular lesions,  
extensor surface 
involvement, no facial 
invovlment 

Skin biopsy  

Scabies (esp. 
Norwegian/crusted) 

Acute onset 
Burrows, inguinal, 
axillary, genital 
papules,  
severe pruritus (worse 
at night), involvement 
of hands, genitalia 
Close contacts with 
itchy rash 
Often in elderly/care 
home residents 

Skin scraping with 
microscopy; skin 
biopsy 

 

Viral Skin Infection (e.g., 
eczema herpeticum, eczema 
coxsackium) 

Acute onset, grouped 
vesicles on 
erythematous base; 
punched-out erosions; 
fever possible 

Viral culture or viral 
polymerase chain 
reaction 

 

Specific diagnostic testing considerations 279 

When adults present with recalcitrant or atypical dermatitis presumed to be AD, 280 
consideration of a broad diagnostic approach incorporating patient-reported symptoms, 281 
medical personal and family history, comorbidities, comprehensive skin exam findings, as 282 
well as serologic, molecular, photobiologic, microbiologic, and allergy testing, in 283 
conjunction with clinical judgment, is suggested to address misdiagnoses and ensure 284 
appropriate management. 285 

Patch Testing 286 

Allergic or irritant contact dermatitis can resemble or coexist with AD, particularly in adults 287 
with new-onset or treatment resistance.42, 47 Patch testing is the gold standard for 288 
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identifying hypersensitivity reactions to contact allergens, and comprehensive patch 289 
testing should be considered in adult patients who present with adult-onset dermatitis with 290 
atypical distribution of lesions (e.g., hands, face, eyelids), chronic relapsing dermatitis 291 
unresponsive to or worsening despite standard AD therapy, or new or worsening facial 292 
dermatitis.7, 48-59   293 

Patch testing can identify concomitant ACD in AD. The co-occurrence of these conditions 294 
leading to difficult-to-treat AD is increasingly documented due to skin barrier alterations, 295 
and the use of emollients, topical medications, personal care products, and occupational 296 
exposures in this population.6, 60-63 Distinguishing between these entities or identifying 297 
concomitant ACD is essential to addressing treatment-refractory AD, as the management 298 
of these conditions differs significantly. AD often requires immunomodulation, whereas 299 
ACD requires allergen avoidance.  300 

An expanded patch-testing battery that accounts for pertinent environmental and 301 
occupational exposures is suggested.42 Testing should be considered with the presentation 302 
noted above ideally before the initiation of systemic therapy for AD.42, 60 If ACD is suspected, 303 
patch testing may also be performed while on AD  therapies, potentially with some 304 
adjustment of dose or timing.64 Depending on the results and clinical course, patch testing 305 
may also warrant repeating. 306 

 Skin biopsy 307 

A skin biopsy, such as a punch biopsy, with hematoxylin and eosin staining and potential 308 
addition of special stains (for infection, immunohistochemistry, etc.), clonality studies as 309 
indicated, or direct immunofluorescence can distinguish presumed AD from other 310 
cutaneous, autoimmune, malignant, or inflammatory conditions, including pityriasis rubra 311 
pilaris, bullous pemphigoid, dermatitis, cutaneous lupus, or CTCL, particularly mycosis 312 
fungoides.65-75  As the histopathologic features of inflammatory skin disease  and other 313 
diagnoses such as CTCL can be subtle and complex, the pathologic evaluation of these 314 
cases may call for specialized training in dermatopathology to ensure diagnostic accuracy. 315 

One or more skin biopsies may be indicated with a presentation of plaques, patches, 316 
papules, and tumors, or a diffuse or generalized pruritic erythema (erythroderma) and 317 
enlarged lymph nodes, or other systemic symptoms as this is the commonly described 318 
clinical phenotype for CTCL, specifically mycosis fungoides, in adults with refractory AD 319 
later determined to be CTCL.69, 72, 76-80 In some cases, especially with suspected CTCL, more 320 
than one biopsy and reassessment over time may be needed to be diagnostic 321 
(Supplemental Table 5). A change in skin morphology to the development of blisters can 322 
precede some autoimmune manifestations of bullous disease and lead to biopsy 323 
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consideration (Supplemental Table 6).66, 67  The range of biopsies needed in the literature of 324 
misdiagnosis in refractory adult presumed AD to confirm an alternative diagnosis was 1-4 325 
(median 2 biopsies).66-72, 78-92 326 

Skin scraping 327 

Skin scraping with microscopy using  potassium hydroxide preparation or mineral oil, or 328 
fungal or bacterial culture facilitate accurate identification of infestations and infections 329 
that clinically resemble or complicate AD, such as scabies or tinea, ensuring targeted 330 
treatment and preventing the inappropriate use of topical corticosteroids and topical 331 
immunomodulators, which can exacerbate the underlying conditions.65, 93-96  332 

The most common alternative diagnosis in the literature identified by skin scraping is 333 
scabies, a parasitic infestation that can closely resemble AD due to its intense pruritus, 334 
excoriated papules, and widespread distribution.93-96 Misdiagnosis as AD often leads to 335 
inappropriate treatment with topical steroids, which can worsen infestation.94, 95 336 
Microscopic examination of skin scrapings, obtained from burrows or papules, can reveal 337 
mites, eggs, or fecal pellets, confirming the diagnosis.97, 98   338 

Additionally, skin scrapings with potassium hydroxide or fungal culture, or skin swabs for 339 
fungal culture can identify dermatophyte infections like tinea corporis or tinea incognito 340 
and Malassezia-associated dermatoses, which may be mistaken for or occur 341 
concomitantly with AD, particularly when steroid use masks classic features.65, 99-103 Tinea 342 
incognito, in particular, is a fungal infection altered by steroid or other immunomodulatory 343 
medication use, leading to an atypical presentation.99, 100, 104, 105  Lesions often lack the 344 
typical annular appearance and may appear more eczematous, lichenified, or 345 
psoriasiform, or have a purpuric or vesicular appearance.105 106 Heightened clinical 346 
suspicion is warranted in cases of presumed AD that initially improve but ultimately fail to 347 
respond to or worsen with steroids or other topical treatments, particularly when lesions 348 
appear annular, asymmetric, or extend beyond typical eczematous distributions.104, 105 Early 349 
identification and treatment with appropriate antifungal agents are essential to prevent 350 
progression and recurrence. 351 

Other diagnostic testing 352 

Beyond patch testing, skin biopsy, and skin scraping, several other adjunctive diagnostic 353 
tests can aid in the differential diagnosis of presumed AD refractory to treatment.  354 

Skin swabs for bacterial, viral, or fungal cultures may be warranted when infection is 355 
suspected with crusting, erythema with induration, oozing, vesicles, punched-out ulcers, 356 
or pustules. If superinfection with a virus, such as herpes simplex or varicella is suspected, 357 
if available, viral polymerase chain reaction testing may produce faster results. Skin swabs 358 
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for culture may show growth in the setting of colonization and results should be clinically 359 
correlated with the signs of infection noted above. 360 

Photodermatoses such as chronic actinic dermatitis or photoallergic contact dermatitis 361 
may clinically resemble or occur concurrently with AD, especially in the setting of skin 362 
disease predominantly in a sun-exposed/photo-distributed pattern.107 Phototesting with 363 
UVA/UVB exposures and photopatch testing can identify abnormal photosensitivity 364 
patterns and support a diagnosis of photodermatitis.  365 

Laboratory studies like a complete blood count with differential, comprehensive metabolic 366 
panel, autoimmune serologies, peripheral blood flow cytometry or clonality studies, or 367 
other additional tests may be indicated in specific situations, such as with signs or 368 
symptoms of systemic disease or malignancy. 369 

Access and feasibility considerations 370 

Access to dermatology specialists, allergists, or specific diagnostic procedures can vary by 371 
healthcare setting. Performing further diagnostic workup in patients with refractory AD may 372 
be challenging in resource-limited settings where such testing is not readily available. In 373 
these contexts, clinicians may need to prioritize tests based on the most likely alternative 374 
diagnoses and consider specialist referral. 375 

Specialist referral  376 

Referral to a specialist for diagnostic considerations and workup is suggested when the 377 
clinical picture is unclear, initial diagnostics are inconclusive, or the suspected condition is 378 
high-risk.108 Specialists bring advanced diagnostic capabilities, a deeper understanding of 379 
clinical-pathologic correlation, and access to additional resources such as expanded 380 
allergen panels and immunofluorescence studies. Timely referral not only improves 381 
diagnostic accuracy but also ensures appropriate treatment and minimizes unnecessary 382 
interventions or patient distress.108 383 

Patch testing presents several feasibility challenges as it requires standardized allergen 384 
panels, trained personnel, and multiple patient visits for application and interpretation over 385 
48 to 96 hours.42, 60 Differentiating between irritant and allergic reactions, grading severity, 386 
and correlating results with the patient’s history require experience and training.42, 109 387 

The diagnostic utility of a skin biopsy is dependent on selecting the appropriate biopsy site 388 
and technique.110 Referral to a dermatology specialist is advised for complex cases as 389 
dermatologists are trained in advanced techniques and the correlation of clinical patterns 390 
with histologic findings, particularly in conditions like autoimmune dermatoses, cutaneous 391 
malignancies, or atypical rashes.108 392 
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Skin scraping is one of the most accessible dermatologic diagnostic tools and can be 393 
performed effectively in most practice settings. However, diagnostic accuracy depends on 394 
adequate sampling and the ability to recognize fungal hyphae or mites microscopically.111-395 
113  Referral is recommended when scrapings are negative despite high clinical suspicion, 396 
when infections are widespread or recurrent, or when systemic treatment is being 397 
considered.112, 113 398 

Limitations, Future Directions, and Research Priorities 399 

Empirical data on optimal diagnostic strategies in presumed AD in adults non-responsive 400 
to therapy are limited. Research is needed to define and validate standardized diagnostic 401 
algorithms, as well as appropriate follow up times for this clinical population. This includes 402 
identifying clinical features or biomarkers that can reliably guide the selection of further 403 
tests. To develop high-yield diagnostic protocols and avoid unnecessary workup, studies 404 
evaluating the prevalence and types of conditions that clinically resemble or coexist with 405 
AD in patients who do not respond to standard treatments are needed. Randomized or 406 
well-designed observational studies comparing different diagnostic strategies would 407 
provide insight into whether additional diagnostic workup leads to improved patient 408 
outcomes. 409 

Conclusion 410 

For adults with suspected AD that is unresponsive to optimized, guideline-recommended 411 
AD management, we recommend considering further diagnostic workup. This 412 
recommendation is grounded in established clinical reasoning, abundance of indirect 413 
evidence, and consensus among experts. Diagnostic uncertainty, including the possibility 414 
of misdiagnosis or comorbid conditions, may be considered in treatment-refractory AD. In 415 
such cases, timely and appropriate diagnostic workup can lead to more effective 416 
management strategies and improve patient-important outcomes. 417 

Implementation of this recommendation requires judicious clinical judgment. Decisions 418 
regarding further workup should be individualized, based on clinical features, and 419 
treatment optimization and adherence. Over-testing may increase healthcare costs, cause 420 
unnecessary patient burden, and result in diagnostic confusion, while under-testing may 421 
delay appropriate treatment and worsen outcomes. Until further empirical data become 422 
available, clinical expertise remains the cornerstone of appropriate decision-making in this 423 
context. Future research should focus on delineating high-yield diagnostic strategies, 424 
evaluating the impact of testing on clinical outcomes, and optimizing care pathways for 425 
this complex patient population. 426 

 427 
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