
Best of Allergology

2025

Medicament
Gustavo Machado



A new epidemic of doxycycline-induced fixed drug

eruption (FDE)

 15 cases (11 in last 6 months)

 Doxycyclin for post exposure
profilaxis (PeP) or sexual transmited
infections (STIs)

 100% improved after discontinuation

 PT positive 1/3

 ROAT positive 11/14

 Doxy in petrolatum in oral or genital 
mucosa

 OPT new flare up in 3 (100%)

 90% men: genital lesions
(bullus/ulcer/eritema)

 Physicians should be aware in genital 
ulcers: 

 Diferenciation of STI 

 ROAT or PT: avoid OPT
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LET T ER T O T H E ED I T OR

Doxycycline- induced fixed drug eruption: The new epidemic?

Dear Editor,

Fixed drug eruption (FDE) is a common cutaneous adverse 

drug reaction characterized by patches of redness on the 

skin/mucosa appearing consistently in the same locations 

and may lead to pigmented sequelae. FDE is primarily as-

sociated with paracetamol, antibiotics and non- steroidal 

anti- inflammatory (NSAIDs) drugs.1–3 The list of implicated 

drugs evolves over time, influenced by prescribing practices 

and geographic variations.1 Recently, doxycycline has been 

introduced for post- exposure prophylaxis (PeP) due to its 

efficacy in reducing sexually transmitted infections (STIs) 

among men who have sex with men (MSM).4 Doxycycline is 

not commonly known to induce FDE.3,5

We report 15 cases of doxycycline- induced FDE, 11 of 

which were reported within the previous 6 months (Table 1). 

Doxycycline was prescribed in 14 cases either for STIs treat-

ment (n = 11/14) or post- exposure prevention (n = 3/14). 

Patients were not undergoing any treatment except pre- 

exposure prophylaxis (PreP) for 12 patients. All patients 

experienced one or more erythematous skin or (semi)mu-

cosal lesions (Figure 1a,b) after taking doxycycline. After 

discontinuation of doxycycline, the lesions improved in all 

patients. Patient n°14, who has had 3 bullous flares- up, re-

ported scarred balano- preputial fusion.

In situ patch tests (PT)3 performed with doxycycline (di-

luted 30% in petrolatum) were positive in 1/3 cases on Day 

2 (in case of cutaneous lesion). As PT were not applicable to 

the genital/oral mucosal area, the in situ repeated open ap-

plication test (ROAT) was done once a day, for up to a week3 

with doxycycline (diluted 10 to 30% in petrolatum) yielded 

positive results in 11/14 patients (conducted on genital/oral 

mucosa, Figure 1c). Three patients with negative PT and/

or in situ ROAT results experienced a new flare- up of FDE 

after an oral provocation test (OPT) with doxycycline (50 to 

200 mg, Figure 1d).

Doxycycline is a cyclin antibiotic used to treat certain re-

spiratory, skin, genital, urinary or ocular infections/condi-

tions. Among MSM, doxycycline is increasingly used either 

to treat STIs and more recently for PeP.4

Doxycycline is not commonly known to induce FDE, 

only a few cases have been reported.1,2,5 In a French multi-

centric study of 61 confirmed FDE, only one case was asso-

ciated with cyclins.3 In a large series of FDE, the distribution 

of lesions is gender- specific: 90% of men had genital lesions.1 

Half of those had taken NSAIDs. Such an association has al-

ready been described for tetracyclines, which are responsible 

for 31% of FDE cases with genital lesions.6

Bullous FDE presenting as genital ulcers is a significant 

concern, particularly within the MSM population, which 

encounters various causes of genital ulcers such as syphilis, 

herpes simplex virus infection, donovanosis or lymphogran-

uloma venereum. This concern is heightened by the wide-

spread prescription of doxycycline in the context of STIs, 

and repeated short courses of treatment are likely a risk fac-

tor for developing FDE.

In situ ROAT is crucial for several reasons3; to confirm 

the diagnosis (especially in mucosa where PT are not ap-

plicable); to avoid OPT, which carry risks such as post- 

inflammatory hyperpigmentation, genital scarring, severe 

exacerbation or generalization7; it can be easily performed 

by dermatologists.

In our series, 78% of in situ ROAT gave positive result 

which is much higher than the recently published series, pos-

sibly because they were performed on (semi)mucosal area.3

The exact risk of cross- sensitivity between cyclins re-

mains unknown; however, some cases of cross- sensitivity 

between doxycycline and minocycline have been reported.8 

This is why, for safety reasons, we recommend that all cyc-

lins be contraindicated.

We present the largest series of confirmed doxycycline- 

induced FDE cases, with more than two- thirds diagnosed 

in the past 6 months. The incidence may increase with the 

recently demonstrated efficacy of doxycycline in reducing 

STIs by PeP among MSM. Physicians need to be aware of 

this diagnosis, particularly in cases of genital lesions, that 

could be misdiagnosed as STIs. Our series highlights the im-

portance of in situ ROAT to confirm the diagnosis and avoid 

OPT. Cases were reported to the pharmacovigilance.
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Topical versus oral corticosteroids in 

moderate DRESS

The DRESS CODE Study: Topical versus oral corticosteroids in moderate DRESS: A multicenter randomized clinical

trial. Saskia Ingen-Housz-Oro et al. Journal of The American Academy of Dermatology, 2024, 91 (3) pp544-547

• DRESS CODE Study: 

• RCT assessing superiority of topical 

CS vs systemic CS in moderate DRESS 

during 30 days

• Clobetasol 30g vs prednisone 0.5mg/kg

• 112 expected patients but only 52 

inclusion (26 each group)

• Early stop: 

• 2 deaths (1 each group); 

• 6 patients in TSC group (23%) worsen >>> 

Rescue with high dose SCS

7 
 

 128 

Table 1: Criteria for moderate and severe DRESS used in our RCT 129 

Criteria for moderate severity DRESS 

At least one visceral involvement of intermediate severity according the following criteria: 

- Liver: transaminases between 4 and 15 folds above the normal values (N), alkaline phosphatase between 

3 and 5 N and Factor V >50% 

- Kidney: organic kidney insufficiency with sudden increase of creatininemia over 26.4 µmol/L or 1.5 N or 

oliguria < 0.5 mL/kg/h 

- Blood cell count: hemoglobin between 7 and 10 g/dL and/or neutrophils between 500 and 1500/mm3 

and/or platelets between 50,000 and 100,000/mm3 

- Lungs: interstitial pneumonia with PaO2 60-75mmHg, without rest dyspnoea 

AND no cardiac, neurological, or digestive life-threatening involvement  

 

Criteria for severe DRESS* 

At least one of the following criteria: 

- Liver: transaminases >15 folds above the normal values (N), alkaline phosphatase >5 N and Factor V 

<50% 

- Kidney: rapidly progressive organic kidney or oligo-anuria 

- Lungs: interstitial pneumonia with PaO2 <60mmHg 

- Myocarditis, neurological, digestive involvement, pancytopenia, multi-organ failure, hemophagocytosis 

*In our study, patients who worsened and achieved criteria of severe DRESS were treated according to the 130 
investigator decision. In routine practice, at the time of the study, treatment of severe DRESS could include 131 
high doses of corticosteroids (1 mg/kg/day), intravenous immunoglobulins, and/or antiviral agents.   132 



 Antibody-drug conjugates(ADC): 

Oncologic tx

Target specificity (mAb) + 

cytotoxic payload

 Unique toxicities: skin and organs

 11 ADCs FDA approved (2024)

 80 ADCs in clinical development

 Urge to understand

 mAbs may have citotoxic effect

 Linkers may be cleavable or not

 Alopecia

 Stomatitis

 Morbiliform

 Bullous

 Acneiform

 Exfoliative rashes

 SJS/TEN (rare)



Antibiotic allergy de-labeling in the intensive care unit: 
The prospective ADE-ICU study

• Patients in ICU are frequently
prescribed antibiotics

• Many patients reports antibiotic
allergy

• Mislabeling contributes to suboptimal
antibiotic use

• Antibiotic allergy assessment and
testing in ICU 

• Eligible patients: non-immune
mediated drug reaction

• Results

• Antibiotic de-labelling 48 of 51 
(94%)

• High risk 11 patients (not tested) 

• No adverse events occured from
testing
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oLack of consensus for 
diagnose and management

oRecomendations from
specialists members from
Toxi-TEN group

oMultidisciplinary
approach: Dermatologist
and Allergologist

oExams and support

oTopical corticosteroids
adults and child

oSevere: Same as TEN

Acute generalized exanthematous

pustulosis (AGEP): European

expert consensus for diagnosis

and management


