
INTRODUCTION 

R eview question / Objective To estimate 
t h e a s s o c i a t i o n o f J a n u s K i n a s e 
(JAK)inhibitors with the incidence of 

eczema herpeticum compared with placebo, 
Dupilumab, cyclosporine, methotrexate and other 
systemic therapy used in atopic dermatitis. 

Rationale It is unclear if there is increased risk of 
eczema herpeticum in atopic dermatitis receiving 
JAK inhibitors and if the risk is similar or higher 
compared to other forms of systemic treatment for 
atopic dermatitis. 

Condition being studied Atopic dermatitis is the 
most common inflammatory skin disease in 
developed countries and is characterised by an 
impai red epidermal barr ier and immune 
dysregulation. Reactivation and super-infection of 
human herpes simplex virus is a known 
compl ica t ion to occur in AD, and th is 
superinfection is known as eczema herpeticum. It 

is unclear if the risk of eczema herpeticum is 
increased in individuals receiving systemic / 
immunosuppressive agents for AD. 

METHODS 

Search strategy Literature search will be 
conducted using MEDLINE, Embase and Cochrane 
databases to identify RCTs and long term 
extension studies of JAK inhibitors, biologics, 
immunosuppressive agents in atopic dermatitis. 
Search terms would include eczema, Dermatitis, 
Atopic, Cyclosporine, Azathioprine, JAK inhibitors, 
Abrocitinib, Upadacitinib, Baricitinib, Prednisolone, 
cor t icostero ids , mycopheno la te mofet i l , 
lebrikizumab, tralokinumab, dupilumab.

Search will be performed in accordance with 
PRISMA requirements. 

Participant or population adult atopic dermatitis. 

Intervention JAK inhibitors including upadacitinib, 
abrocitinib, baricitinib. 
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C o m p a r a t o r D u p i l u m a b , t r a l o k i n u m a b , 
lebrikizumab, prednisolone, corticosteroid, 
m e t h o t re x a t e , m y c o p h e n o l a t e m o f e t i l , 
cyclosporine. 

Study designs to be included Randomised 
controlled trials and long term extension studies. 

Eligibility criteria adult > 18 years; diagnosis of 
atopic dermatitis. 

Information sources Midline, embase, cochrane, 
trial registers (ISRCTN), ClinicalTrials.Gov.


Main outcome(s) Risk of eczema herpeticum. 

Data management Records and data will be 
stored on an electronic repository. 

Quality assessment / Risk of bias analysis Risk 
of bias will be analysed using Cochrane Risk of 
Bias tool. 

Strategy of data synthesis Meta-analysis will be 
performed to estimate the risk of eczema 
herpet icum between JAK inh ib i tors and 
comparators. Incidence rate ratios for pooled 
phase II/III/IV RCT and for combined phase II/III/IV 
RCT and LTE data. In LTE studies without. long-
term comparator data, comparator data from the 
original RCTs will be included for comparison. 
Meta analysis will also be performed to estimate 
the effect of JAK I medications on the risk of 
eczema herpeticum relative to placebo.


Subgroup analysis The various types of JAK 
inhibitors (Abrocitinib, Upadacitinib and Baricitinib) 
will be analysed separately.

To analysis low dose versus high dose JAK 
inhibitors. (Low dose : Abrocitnib 100mg, 
Upadacitinib 15 mg, Baricitinib 2mg; High dose: 
Abrocitinib 200mg, Upadacitinib 30mg, Baricitinib 
4mg). 

Sensitivity analysis "leave-one-out" meta analysis 
to investigate the influence of individual studies on 
pooled estimates. 

Language restriction English. 

Country(ies) involved Singapore. 

Keywords Eczema herpeticum, herpes simplex, 
atopic dermatitis, JAK inhibitors, cyclosporine, 
Dupilumab. 

Dissemination plans Will be published. 
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