
28 JCAD  JOURNAL OF CLINICAL AND AESTHETIC DERMATOLOGY  May 2026 • Volume 19 • Number 5

R E V I E W

Atopic dermatitis (AD) and alopecia areata (AA) are chronic 
immune-mediated disorders that frequently coexist in the 
same patient, an observation noted in both pediatric and 

adult populations. Recent epidemiologic studies con�rm that patients 
with moderate to severe or very severe AA have a signi�cantly higher 
prevalence of comorbid AD, ranging from 3.2% to 17.4%, compared to 
the general population estimates in some subgroups.1,2 These �ndings 
highlight a population at greater risk for compounded disease burdens 
and adverse psychosocial e�ects. The compounded implications of a 
patient experiencing both disease states simultaneously underscore the 
importance of integrated care and the need for a deeper understanding of 
how to optimally utilize speci�c therapeutic options with the hopeful goal 
of achieving synergistic outcomes.

Emerging case reports and data on o�-label, targeted use of 
biologics (such as dupilumab and tralokinumab) and Janus kinase (JAK) 
inhibitors (including abrocitinib and upadacitinib) have demonstrated 

cross-therapeutic bene�ts for AD and AA, prompting a re-evaluation 
of sequential and combination treatment strategies.3–26 Nonetheless, 
optimal patient selection and personalization of therapeutic choices to 
comprehensively address both disease states warrant the integration 
of immunophenotyping into clinical practice with the development of 
precision-guided approaches to maximize therapeutic outcomes. Unlike 
prior reviews that primarily summarize e�cacy of individual agents, this 
article integrates immunophenotyping data across AD and AA to propose 
a practical, endotype-based approach for systemic treatment selection 
and sequencing in comorbid disease. The core premise of this article 
is to promote understanding of how seemingly divergent and shared 
immune circuits correlate directly with clinical endotypes that clinicians 
can e�ciently identify when encountering patients with both AD and 
AA. This premise is essential for advancing the accuracy of individualized 
therapeutic selection.
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WHAT HAS CHANGED OVER THE PAST 
DECADE THAT DIRECTLY IMPACTS HOW 
WE MAY CHANGE AS CLINICIANS?

Both AD and AA share complex 
immunopathologic mechanisms, with AD 
described as being driven primarily by helper 
T cell (T

H
) 2/T

H
22-skewed responses and AA 

by T
H
1/interferon (IFN) γ cytokine signatures. 

Over time, it is also apparent that signi�cant 
immunologic overlap does exist between 
these pathways, which provides at least part of 
the rationale for why patients with the same 
fundamental disease state exhibit variable 
responses to di�erent established therapies.27 
Until recently, therapeutic options were 
limited to a traditional stepwise approach 
(stated under the euphemistic guise called 
an “algorithm”) because our understanding 
of the disease mechanism was incomplete; 
we knew from direct observations in clinical 
practice over years that disease states such as 
AD or AA were heterogeneous in their clinical 
manifestations, but we never fully understood 
the underlying reasons why. Before the recent 
"explosion" in mapping cytokines, pathways, 
cell types, and signaling mediators, we had very 
limited understanding of which immunologic 
circuits mattered most for the speci�c patient 
with AD/AA and what would work for them. 
Prior to the past decade with both AD and 
AA independently, escalation from topical 
or intralesional therapy (with an occasional 
"burst" of a systemic corticosteroid to rapidly 
reduce marked �ares) to a conventional 
systemic immunosuppressant (methotrexate, 
cyclosporine) was a selective decision reserved 
for severe, refractory cases. Even greater caution 
was considered in the pediatric population 
(where both AD and AA are relatively common), 
especially with few to no US Food and Drug 
Administration (FDA)-approved options. Since 
the FDA approval of dupilumab approximately 
a decade ago, the addition of other biologics 
for AD and the subsequent addition of certain 
JAK inhibitors for AD and/or AA, along with 
published data in such cases, the landscape of 
options is steadily changing and evolving with 
more detailed data on e�cacy and safety.

As newer therapies evolve quickly and 
explanations of pathophysiology accrue at 
a fast pace, there is an inevitable pitfall in 
how and when speci�c advances become 
accepted enough to be consistently integrated 
into everyday practice across the country. 

The cadence of changes in patient care does 
not occur at a steady and predictable rate 
among clinicians who are treating these 
patients. The rate of adoption of newer 
approaches by clinicians is a�ected by the 
level of understanding of the underlying 
pathophysiology or modes of action, con�dence 
in the data presented, true di�erentiation of 
therapies, believability of the presenters of 
data, comfort level with proper monitoring 
and safety information, concerns regarding 
practice e�ciency, third-party coverage, cost to 
patients, and ease of authorizations. Clinicians 
often continue suboptimal therapies with 
poor long-term e�cacy, minimal impact on 
underlying in�ammation, and safety concerns, 
overall limiting adoption of newer, more 
e�ective options. This becomes an important 
consideration in disease states when response 
to an advanced treatment is adversely a�ected 
by the duration of the disease, such as with AA. 
At present, there is a limited ability to predict 
which patients with AD and AA may respond 
to speci�c therapies that are established as 
both e�cient and cost e�ective. Collectively, 
this highlights the need for development of 
endotype-driven, targeted approaches that 
become established within the mainstream 
of dermatology and can dramatically improve 
treatment selection for all clinicians and 
patients.

PATHOPHYSIOLOGY AND 
IMMUNOPHENOTYPING

AD is classically characterized primarily as 
a type 2 in�ammatory dermatosis, with T

H
2 

cytokines such as interleukin (IL) 4, IL-13, and 
IL-31 driving immunoglobulin (Ig) E production, 
eosinophil recruitment, and epidermal barrier 
dysfunction.28 Exogenous (high-IgE) AD exhibits 
marked T

H
2 skewing and �laggrin (FLG) loss, 

whereas endogenous (normal-IgE) AD shows 
relatively lower T

H
2 signatures and more 

prominent T
H
1/IFN-γ activity, especially in chronic 

lesions. With disease chronicity, there is a shift 
from a purely T

H
2-dominant pro�le toward 

mixed T
H
2/T

H
1 and T

H
22 signatures, including 

increased IFN-γ and IL‑22, which further disrupt 
keratinocyte homeostasis, amplify pruritus, and 
perpetuate in�ammation.1

AA, by contrast, has traditionally been framed 
as a T

H
1- and IFN‑γ–mediated autoimmune 

attack on the hair follicle immune privilege, with 
CD8+ T cells, natural killer cells, and cytokines 

such as IFN‑γ and tumor necrosis factor (TNF) α 
central to follicular damage and hair cycle arrest.29 
However, Cheng et al1 demonstrated that AA 
also exhibits T

H
2 and T

H
17/T

H
22 involvement, 

with elevated IL‑4, IL‑13, IL‑17, IL‑22, IgE, and 
eosinophils in subsets of patients, particularly in 
those with concomitant atopic disease or high 
serum IgE. Perifollicular T

H
17 cell in�ltrates and 

increased IL‑17/IL‑22 correlate with AA severity 
and early onset, suggesting that AA exists along 
a continuum of T

H
1–T

H
2–T

H
17/T

H
22 activation 

rather than a purely T
H
1-polarized entity.1

Across both conditions, the JAK–signal 
transducers and activators of transcription 
(STAT) pathway serves as a central intracellular 
hub integrating these cytokine signals.1,29 In 
AD, IL‑4 and IL‑13 signaling via JAK1/JAK3 and 
STAT6 downregulates FLG and other barrier 
proteins, promotes class-switching to IgE, and 
ampli�es type 2 in�ammation and pruritus. 
In AA, genome-wide association studies have 
identi�ed JAK–STAT components (eg, JAK1, JAK3, 
STAT3, STAT5) as susceptibility loci, and aberrant 
JAK–STAT activation in hair follicles is associated 
with failure to re-enter anagen, supporting the 
clinical e�cacy of JAK inhibition in restoring hair 
growth. These shared JAK–STAT dependencies 
provide a mechanistic rationale for overlapping 
responsiveness of AD and AA to targeted small-
molecule inhibitors and selected biologics.1,29

T
H
17/T

H
22 axes further link AD and AA. In 

AD, IL‑17 and IL‑22 contribute to epidermal 
hyperplasia, barrier dysfunction, and 
nonhistaminergic itch. In AA, elevated IL‑17 and 
IL‑22 are associated with severe and early-onset 
disease and may re�ect stress-induced skewing 
toward T

H
17 dominance, while T

H
22 products can 

perpetuate chronic in�ammation in both skin 
and hair follicles. The OX40/OX40L costimulatory 
pathway, overexpressed in AD lesional skin and 
upregulated in AA around follicles, promotes 
expansion of T

H
1, T

H
2, T

H
17, and T

H
22 populations 

and impairs regulatory T-cell function, further 
eroding follicular immune privilege. This shared 
T-cell costimulation axis represents an additional 
convergent therapeutic target in overlapping AD/
AA.1

Genetically, AD and AA share susceptibility 
loci that reinforce their mechanistic overlap.1,30 
FLG loss-of-function variants, the strongest 
known genetic risk factor for AD, are also 
associated with increased AA risk and more severe 
AA in patients with a history of AD, likely by 
compromising barrier integrity and facilitating 
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antigen penetration into the follicular unit.1 

Polymorphisms in IL-4, IL-13, and immune 
regulatory loci such as CLEC16A/KIAA0350 
contribute to both AD and AA and to broader 
atopic or autoimmune diatheses, supporting the 
concept of shared immunogenetic architecture.1,30 
Building on these mechanistic endotypes, JAK–
STAT activation and barrier-genetic background 
exist across the AD/AA spectrum.

CURRENT EVIDENCE: BIOLOGICS AND 
JAK INHIBITOR USE IN AD AND AA

Biologics such as dupilumab, tralokinumab, 
and lebrikizumab have transformed AD control, 
and the impact of these biologic agents on AA 
may be synergistic. Randomized controlled 
trial extension data and meta-analyses of the 
dupilumab AD program con�rm durable skin 
clearance, corticosteroid-sparing e�ects, and 
a largely acceptable long-term safety pro�le.31 
Furthermore, some patients with concurrent AD 
and AA experience substantial hair regrowth on 
dupilumab, particularly in T

H
2‑high, high-IgE 

phenotypes; however, new-onset or worsening AA 
has been observed in some cases, suggesting that 
pure T

H
2 blockade can unmask or shift disease 

toward a T
H
1/IFN‑γ‑dominant pattern.32 Similar 

patterns are now emerging for tralokinumab, 
with observational cohorts exhibiting marked AD 
improvement yet isolated cases suggest varied 
e�ects on AA. This indicates that IL‑13–selective 
inhibition alone may potentially be insu�cient 
to reliably modulate follicular disease; more 
data are needed.1,11–13 Thus, AD biologics appear 
to be reliable anchors for T

H
2‑high AD, but their 

e�ects on AA are nuanced, heterogeneous, and 
endotype‑dependent.

JAK inhibitors o�er a distinct therapeutic 
pro�le, with consistent evidence of dual bene�t 
in AD and AA, particularly for abrocitinib and 
upadacitinib, the oral agents that predominantly 
inhibit JAK1.9,10,15–26 In AD, network meta-
analyses and head-to-head comparisons 
show that these JAK inhibitors provide rapid, 
progressive improvements in both marked itch 
reduction and increased clearance of eczematous 
dermatitis, with results that exceed or at least 
match the therapeutic outcomes with biologics; 
however, they carry more potential safety 
signals and a need for baseline and periodic 
laboratory monitoring.33,34 For AA, systematic 
reviews �nd that JAK inhibitors signi�cantly 
increase complete or near-complete scalp, 
eyebrow, and eyelash regrowth across all disease 

severities.35,36 JAK1-selective regimens can 
also improve both AD and AA in patients with 
overlapping immunophenotypes. Case reports 
of upadacitinib and abrocitinib in severe AD with 
long-standing AA describe rapid eczema clearance 
with progressive, sometimes dramatic, hair 
regrowth, reinforcing the concept that convergent 
JAK–STAT blockade can simultaneously address 
T

H
2‑ and IFN‑γ–driven pathophysiologic 

cascades.9,10,15–26,35,36 JAK inhibitors provide the 
advantage of achieving the most consistent dual 
control of AD and AA, accompanied by the need 
to perform baseline and periodic clinical and 
laboratory monitoring due to potential adverse 
e�ects. 

IMMUNOPHENOTYPE-GUIDED 
STRATIFICATION

Given this complexity, immunophenotyping 
and endotyping have become important advances 
in guiding targeted therapy. Biomarker panels, 
including total and speci�c IgE, blood eosinophil 
counts, cytokine and chemokine signatures 
(eg, IL‑4/IL‑13, IFN‑γ, IL‑17, IL‑22, CXCL9/10), 
and genetic markers such as FLG and IL-4/IL-13 
polymorphisms, can help di�erentiate T

H
2‑high 

vs T
H
1/IFN‑γ‑high pro�les in individual patients.34 

In AD with comorbid or emerging AA, T
H
2‑high, 

high-IgE, eosinophilic phenotypes are likely 
to respond to IL‑4/IL‑13–targeting biologics, 
whereas T

H
1/IFN‑γ–high or mixed T

H
1/T

H
17 

signatures are likely to favor JAK inhibition or 
combination strategies. Similarly, in patients 
with AA who have strong atopic backgrounds, IgE 
elevation and T

H
2/T

H
22 activation could identify 

a subgroup in whom AD biologics in�uence hair 
disease course, whereas T

H
1‑dominant, low-

IgE AA may be at risk of paradoxical worsening 
with pure T

H
2 blockade.19 Incorporating such 

endotyping into therapeutic decision-making is 
valuable in improving the precision of treatment 
strati�cation.

Emerging evidence supports this strati�ed 
approach in both AD and AA. In AD, serum IgE, 
eosinophils, and type 2-skewed transcriptomic 
signatures (IL‑4/IL‑13 axes, periostin, TARC/CCL17) 
identify T

H
2‑high endotypes that show the most 

robust and durable responses to biologics such 
as dupilumab, tralokinumab, and lebrikizumab, 
while patients with higher IFN-γ expression, 
stronger IFN‑γ–secreting T‑cell capacity, or mixed 
T

H
1/T

H
17 pro�les display relatively attenuated 

responses and may bene�t more from JAK 
inhibition.1,34,37 In AA, immunophenotyping 

studies indicate that non-atopic, low-IgE AA 
is enriched for type 1 cytotoxic T cells/T

H
1 and 

IFN‑γ signatures, whereas atopic AA shows 
increased T

H
2/T

H
17 skewing and B‑cell activation, 

suggesting that JAK inhibitors may be preferable 
in the former while the latter overlaps more 
closely with T

H
2‑high AD biology and may be 

modulated by AD biologics in selected cases. This 
continuum helps explain clinical observations 
of AA improvement in highly atopic patients 
treated with dupilumab or tralokinumab, in 
contrast to paradoxical AA onset or worsening in 
T

H
1‑dominant, low-IgE phenotypes.1

These data are translated into practical 
archetypes to assist clinicians with optimizing 
therapeutic selection in patients with AD and AA:

– T
H
2‑high AD/AA archetype

– T
H
1/IFN‑γ‑high AA‑dominant archetype

– Mixed or ‘switching’ archetype

 A T
H
2‑high AD/AA archetype includes patients 

with long-standing AD, early onset, personal 
or family atopy, markedly elevated total IgE, 
eosinophilia, and elevated T

H
2/T

H
22 biomarkers. 

By contrast, a T
H
1/IFN‑γ–high AA‑dominant 

archetype comprises individuals with severe, 
often non-atopic AA, low or normal IgE, minimal 
eosinophilia, and strong IFN‑γ/T

H
1 or mixed T

H
1/

T
H
17 signatures. A third mixed or “switching” 

archetype includes patients whose AD has 
transitioned from a T

H
2-dominated acute phase 

to a T
H
1-dominant chronic phase, with declining 

IgE/eosinophils, increased IFN-γ signatures, and 
licheni�ed skin, or whose AA arises in the context 
of chronic AD, re�ecting a dynamic shift along the 
T

H
2–T

H
1/T

H
17 continuum.38 For example, an adult 

with early‑onset and long-standing AD, very high 
IgE, and new patchy AA would be categorized as 
T

H
2‑high AD/AA, whereas a non-atopic young 

adult with alopecia universalis, low IgE, and 
minimal eczema would �t the T

H
1/IFN‑γ‑high 

AA‑dominant archetype.

PROPOSED THERAPEUTIC SELECTION 
APPROACH

A practical therapeutic selection approach 
(often called an “algorithm”) for patients with 
AD and comorbid or emerging AA e�ectively 
integrates standard AD severity-based pathways 
with immunophenotype-guided and directed 
assistance. (Table 1) Existing AD algorithms 
and/or consensus guidelines rarely address 
coexisting AA or paradoxical hair outcomes; 
this approach recommended here extends 
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the frameworks of therapeutic management 
by coupling systematic AA assessments and 
immunophenotype‑guided options. 

Building on this, a proposed treatment 
selection approach for AD/AA overlap could 
proceed in 3 tiers: baseline optimization, 
immunophenotype-guided initial systemic 
choice, and structured switching/combination 

recommendations. After con�rming diagnosis 
and optimizing skincare, trigger control, 
and topical therapy, patients with moderate 
to severe AD and any degree of AA would 
undergo a focused strati�cation: clinical pattern 
(AD‑dominant vs AA‑dominant vs balanced), 
atopic history (personal or family asthma, 
rhinitis, food allergy), and a minimal biomarker 

panel (total IgE, eosinophils, with basic 
cytokine/chemokine surrogates if available). In 
T

H
2‑high, AD‑dominant patients (early-onset 

AD, widespread eczema, high IgE, eosinophilia, 
strong atopic diathesis), initial systemic 
therapy would usually favor IL‑4/IL‑13–
targeting biologics (dupilumab, tralokinumab, 
lebrikizumab) with a consistent methodology 

TABLE 1. Immunophenotype‑guided treatment archetypes and decision thresholds in AD/AA overlap

TIER/SCENARIO
KEY CLINICAL AND 

BIOMARKER FEATURES

PREFERRED SYSTEMIC 

STRATEGY

SWITCH/ADD-ON 

TRIGGERS

MONITORING FOCUS (LOW-BURDEN, STANDARDIZED 

METHODS)

Baseline optimization 
(all patients)

Any AD/AA phenotype; 
presystemic therapy

Skincare (cleanser and 
moisturizer options), trigger 
control, optimized topical anti- 
in�ammatory agents; consider 
phototherapy for refractory 
disease

Inadequate AD/AA control 
after optimized topicals ± 
phototherapy

Baseline standardized documentation: incorporate a consistent 
method for standardized severity assessment of AD and AA

AD: ADCT suggested as an option to determine baseline and 
repeated at subsequent visits to assess control over time 

AA: Standardized scalp photographs with 4–5 views (frontal, 
vertex, temporal, occipital, and top‑down) captured each visit to 
track hair response

T
H
2‑high, 

AD‑dominant

Long‑standing, 
early‑onset AD; 
widespread eczema; 
strong atopic history; very 
high IgE and eosinophils; 
T

H
2/T

H
22‑skewed markers

Initial use of a IL‑4/IL‑13 
biologic agent (dupilumab, 
tralokinumab, lebrikizumab) 
with serial scalp photography 
and patient‑reported tracking 
such as with the ADCT

– AD well controlled 
but < meaningful 
AA improvement at 
6–9 months → consider 
adding or switching to JAK 
inhibitor if clinically safe 
and accessible

– Any paradoxical AA 
onset/worsening → 

shift away from pure T
H
2 

blockade

For biologic: ocular surface and joint symptom checks

AD: Consider eosinophil monitoring, repeat ADCT assessing for a 
score of ≥7 or ±5-point change, and/or clinician impression of 
eczema control (clear/improving/stable/�aring)

AA: Standardized scalp photograph set at every visit with 
clinician impression (improved, unimproved, worsening)

T
H
1/IFN‑γ‑high or 

mixed T
H
1/T

H
17, 

AA‑dominant

Severe, often non-atopic 
AA (patchy/ophiasis/
universalis); low/normal 
IgE; minimal eosinophilia; 
strong IFN‑γ/T

H
1 or mixed 

T
H
1/T

H
17 signatures

Prioritize oral JAK1‑biased 
inhibition agent per label and 
safety pro�le; use T

H
2 biologics 

cautiously

– Inadequate AD control 
despite good AA control 
→ consider T

H
2 biologic or 

maximize topicals

– Safety or laboratory 
concerns (MACE/VTE, 
cytopenia, lipid shifts) → 
downtitrate or discontinue 
JAK; maximize non‑JAK 
options

For JAK: CBC, CMP, lipids, ± D‑dimer; infection/VTE risk review

AD: Consider ADCT assessing for a score of ≥7 or ±5-point 
change and/or clinician impression of eczema control (clear/
improving/stable/�aring)

AA: Standardized scalp photograph set every visit with clinician 
impression (improved, unimproved, worsening)

Mixed or "switching" 
archetype

AD evolving from T
H
2‑ to 

more T
H
1/T

H
17‑dominant 

chronic in�ammation 
(licheni�cation, rising 
IFN‑γ markers, falling 
IgE/eosinophils) or AA 
arising on background of 
chronic AD

Individualized combination 
or sequential regimen 
(biologic → JAK; JAK → biologic; 
or controlled overlap) per 
dominance (skin vs hair), 
biomarkers, and risk pro�le

– Failure of 
single‑pathway control

– Paradoxical event (eg, AA 
on T

H
2 biologic) → repeat 

endotyping, adapt toward 
JAK, dual, or phased 
therapy

Consider repeat endotyping every 6–12 months (IgE/
eosinophils ± simple chemokine surrogates if available); brief 
checklist for adverse symptoms and lab monitoring as per active 
agent

AD: Consider ADCT assessing for a score of ≥7 or ±5-point 
change and/or clinician impression of eczema control (clear/
improving/stable/�aring);

AA: Standardized scalp photograph set every visit with clinician 
impression (improved, unimproved, worsening)

AD: atopic dermatitis; AA: alopecia areata; ADCT: Atopic Dermatitis Control Tool; CBC: complete blood count; CMP: comprehensive metabolic panel; IFN‑γ: interferon γ;  
Ig: immunoglobulin; IL: interleukin; JAK: Janus kinase; MACE: major adverse cardiovascular event; T

H
: helper T cell; VTE: venous thromboembolism
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for baseline and serial documentation of hair 
status, reserving JAK inhibitors for inadequate 
AA response or emergent T

H
1/T

H
17 features. In 

T
H
1/IFN‑γ‑high or mixed T

H
1/T

H
17, AA‑dominant 

phenotypes (non-atopic AA, low or normal IgE, 
minimal eosinophilia, severe patchy, ophiasis, 
or universalis patterns), oral JAK inhibition 
(eg, abrocitinib, upadacitinib, deuruxolitinib, 
or another systemic JAK1‑biased agent chosen 
per label, risk pro�le, and/or other speci�c 
factors) with high-quality published data 
would be prioritized, with T

H
2 biologics used 

cautiously, if at all. Factors such as younger 
patient age groups below adolescence will 
warrant consideration, as this requires a more 
detailed review of experience, literature review, 
and pediatric dermatology expertise and 
consultation. 

Within this framework, this treatment 
selection approach de�nes explicit “switch” and 
“add‑on” thresholds based on both skin and 
hair outcomes. For example, in a patient with 
T

H
2‑high AD/AA started on dupilumab, failure 

to achieve meaningful AA improvement despite 
good AD control would trigger either addition 
of a JAK inhibitor (where safety and coverage 
allow) or a switch to JAK inhibitor monotherapy 
to address both AA and AD, whereas any clear 
paradoxical AA worsening would prompt 
earlier transition away from pure T

H
2 blockade. 

Conversely, in a JAK‑�rst, AA‑dominant 
patient, marked hair regrowth with persistent, 
inadequately controlled AD can justify adding 
a T

H
2 biologic, particularly in individuals with 

elevated cardiometabolic or thromboembolic 
risk, with the goal of potentially de-escalating 
JAK inhibitor exposure (such as lowering the 
daily dose exposure, every-other day dosing, 
etc) while maintaining dual disease control. 

Across all branches, this approach emphasizes 
practical, consistent monitoring methods rather 
than mandated scoring systems. Baseline 
and periodic laboratory testing (complete 
blood count, comprehensive metabolic panel, 
lipid panel, with or without D‑dimer) and 
infection or venous thromboembolism risk 
evaluation remain essential for JAK inhibitors, 
while monitoring for ocular surface disease 
(OSD) symptoms, eosinophil trends, and joint 
complaints is recommended for biologics. 
Evaluation of OSD at baseline and periodic 
intervals is optimally conducted by an 
ophthalmologist, as slit‑lamp examination may 
be required for accurate assessment. 

Streamlined objective assessment strategies 
for AD such as the Atopic Dermatitis Control Tool 
(ADCT) completed by patients in the waiting 
room and standardized scalp photography for 
AA (4–5 consistent views—frontal, vertex, 
temporal, occipital, top-down—taken 
by sta� at each visit) provide reproducible 
documentation of treatment progress to guide 
management decisions over time. The ADCT 
represents 1 validated, low-burden option 
for practices seeking e�cient, longitudinal 
monitoring of AD control.39,40 This brief, 6-item 
patient-reported survey, validated for adult 
and pediatric patients (aged 12 years or older, 
with modi�ed 6-month or older versions 
available), enables rapid, consistent assessment 
of disease control at each visit and is completed 
independently in the waiting room, thereby 
optimizing clinical discussions.41 The ADCT 
assists with treatment decisions and addresses 
core pertinent clinical questions such as "Over 
the last week, how many nights did you have 
trouble falling asleep or staying asleep because 
of your eczema?" followed by 5 answer choices 
and qualitative values assigned to each. The 
ADCT total score (range: 0–24) is calculated 
by summing responses (0–4 points each) 
to its 6 questions, with scores ≥7 indicating 
poor current control and ±5-point changes 
signifying clinically meaningful improvement or 
worsening over time.42 Readers are referred to 
the cited references for free access to the ADCT 
instrument, validation data, implementation 
guidance, and evidence of its impact on practice 
quality and e�ciency.39–42

Above all, consistency in the clinician's 
chosen tracking method is most important to 
ensure longitudinal reliability for both skin 
and hair outcomes. Such a stepwise, clinical, 
and biomarker-based �ow supports a more-
informed decision-making process at each 
point of evaluation that the clinician can use 
in discussing with the patient when deciding 
together on next steps.

REAL-WORLD FACTORS AND EFFECTS 
ON PRESCRIBING PATTERNS

Real-world use of biologics and JAK inhibitors 
for AD and AA is frequently constrained by 
access, with o�-label prescribing falling into 
third-party coverage barriers. Patients with 
moderate to severe AD may already face hurdles 
for prescribing of on-label biologics. Survey data 
from the National Eczema Association show 

nearly half of respondents experienced at least 1 
insurance-related delay or denial in the previous 
year, and over 40% of biologic prescriptions 
encountered a third-party coverage issue, 
often requiring prior authorization or step 
therapy leading to weeks-long treatment 
delays.43,44 Prior authorizations for AD biologics 
cause the majority of delays (55%), often 
requiring multiple weeks of back-and-forth 
communications to resolve the delay; such 
coverage barriers impose a substantial increase 
in administrative costs, with biologics and other 
systemic agents facing more coverage barriers 
and longer wait times than topical therapies.43 
These barriers can delay e�ective care for 
the patient and prolong the su�ering they 
experience from their disease without access to 
a potential option used in the study. These same 
barriers can create frustrations for clinicians and 
distract from their primary obligation to provide 
care to their patients. The increased workload 
and time constraints caused by these third-party 
coverage barriers can sometimes deter clinicians 
and/or their sta� from pursuing advanced 
treatments even when medically appropriate. 

When therapeutic agents are prescribed 
o�-label, such as using AD biologics or JAK 
inhibitors to treat AA or to leverage cross-
e�cacy in comorbid AD/AA, these coverage 
barriers are often magni�ed. A published series 
in AA documented very high initial denial rates 
for JAK inhibitor coverage in o�‑label use, with 
many requests denied on �rst submission and 
"cosmetic" classi�cation or lack of on‑label 
status cited as common reasons.44 Patients who 
do obtain access frequently do so only after 
multiple appeals, letters of medical necessity, 
or external review processes that are time-
intensive for dermatology practices and not 
uniformly successful, especially in community 
settings with fewer administrative resources. 
When coverage is denied or only partially 
approved, individuals can face high monthly 
out-of-pocket expenses for oral JAK inhibitors 
or injectable biologics, leading to treatment 
abandonment, dose stretching, or cycling back 
to less e�ective but reimbursed therapies. This 
pattern has commonly been characterized as 
“�nancial toxicity” in dermatologic care.45 In 
this context, the practical implementation of 
immunophenotype-guided, o�-label strategies 
for AD and AA is limited not by scienti�c 
rationale but by payor policies, variable bene�t 
design, and patients' capacity to absorb 
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substantial direct costs, all of which must be 
explicitly considered when proposing real-world 
clinical treatment plans.

FUTURE DIRECTIONS AND RESEARCH 
GAPS

Future directions and research gaps in 
managing overlapping AD and AA center on 
moving from empiric, label-driven prescribing 
toward genuinely strati�ed and data-informed 
care. Current evidence is predominantly 
dominated by short- to medium-term 
randomized controlled trials designed for the 
primary purpose of FDA evaluation and drug 
approval. Published case series that are often 
heterogeneous in nature regarding patient 
inclusion may add a fraction of additional 
perspective on management of patients 
with both AD and AA. There are relatively 
few prospective studies speci�cally designed 
around comorbid AD and AA or cross-disease 
e�ects of AD-targeted agents in AA. There is a 
pressing need for pragmatic, real-world trials 
that embed simple immunophenotyping (eg, 
IgE, eosinophils, basic cytokine/chemokine 
panels) and follow patients longitudinally as 
they cycle through biologics and JAK inhibitors, 
capturing coprimary endpoints that evaluate 
both eczematous dermatitis/pruritus and hair 
growth outcomes. Large, multicenter registries 
that systematically record clinical phenotype, 
biomarker data, treatment sequences, and 
patient-reported outcomes in AD/AA overlap 
would help de�ne durable response patterns, 
clarify predictors of paradoxical events, and 
contribute to informed reimbursement and 
policy decisions.1,29

Opportunities for precision medicine include 
operationalizing routine immunophenotyping 
in everyday practice in a time- and cost-
e�cient manner and integrating these data 
into optimizing clinical decisions related to 
treatment selection. Standardized, a�ordable 
panels linking IgE/eosinophils, a small set of 
signature cytokines or chemokines, and key 
genetic markers (such as FLG and IL-4/IL-13 
variants) could be used to assign patients to 
T

H
2‑high, T

H
1/IFN‑γ–high, or mixed endotypes, 

with treatment plans that adapt over time 
as those pro�les shift. Accurately designed 
arti�cial intelligence and machine-learning 
models that are properly vetted and trained on 
registry and trial datasets could then synthesize 
demographics, comorbidities, laboratory 

pro�les, and prior treatment responses to 
generate individualized recommendations for 
initial therapy, timing of escalation or switching, 
and risk of paradoxical AA with T

H
2 blockade 

or inadequate AA response with biologic 
monotherapy. Finally, long-term outcome 
studies spanning safety, durability of dual 
disease control, quality of life, and economic 
impact are essential to validate these precision 
strategies, re�ne risk-bene�t assessments 
for combination regimens, and ensure that 
advances in immunology and data science 
translate into equitable, sustainable care for 
patients with concurrent AD and AA.34,37,38

CONCLUSION
AD and AA exemplify a spectrum of 

overlapping, dynamically shifting immune 
endotypes in which shared T

H
1/T

H
2/T

H
17/T

H
22 

and JAK–STAT pathways drive heterogeneous 
cutaneous and follicular in�ammation.38 The 
current evidence base shows that T

H
2‑targeting 

biologics (such as dupilumab, tralokinumab, 
and lebrikizumab) and JAK inhibitors (including 
abrocitinib, upadacitinib, and related agents) 
can each achieve robust control of moderate to 
severe AD and that JAK inhibitors in particular 
o�er consistent e�cacy for AA, with biologics 
demonstrating more variable and sometimes 
paradoxical e�ects on hair disease.3,31,32,35 These 
�ndings collectively support moving from a 
one-size-�ts-all treatment model toward an 
immunophenotype-guided approach that 
strati�es patients by clinical dominance (AD 
vs AA), atopic history, and simple biomarkers 
(IgE, eosinophils, cytokine signatures, and 
key genetic variants) when selecting and 
sequencing systemic therapies.1,34,37 It is hoped 
that future research will further convert this 
conceptual framework into validated, clinically 
actionable pathways that will streamline and 
simplify the accuracy of treatment selection 
and improve therapeutic outcomes for a�ected 
patients.
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