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Let it be(e)

Dr. Jolien Kessels *2, Prof. Dr. Martine Grosber 2

1 Dienst Dermatologie, Universitair Ziekenhuis Brussel

2 Vrrije Universiteit Brussel

BACKGROUND

Allergies to bee-derived products such as type 4 reactions to propolis in cosmetics are
frequently observed and have led to the inclusion of propolis in the European standard series
for patch testing. The increasing popularity of bee-derived products can lead to a higher
prevalence of well-known, but also lesser-known allergic reactions.

CASE

Here we present the case of a 27-year-old female who had recently purchased an over-the-
counter bee pollen supplement. Twenty minutes after ingestion of the first tablet on an empty
stomach, she developed a generalized urticarial rash that resolved without any intervention.
The next day, after ingestion of a second tablet, she presented with generalized urticaria,
dyspnea, angio-edema and nausea to the emergency department and required treatment
with intravenous antihistaminics and corticosteroids. A detailed medical history revealed she
had undergone gastric bypass surgery and was under treatment for severe psoriasis with
ixekizumab. Atopic anamnesis was positive for asthma, childhood eczema, seasonal
rhinoconjunctivitis from February to September, and year-round house dust mite allergy.
Ongoing medications included a LABA/ICS inhaler, pantoprazole, and zinc and vitamin D
supplements. Based on the history and clinical presentation, anaphylaxis to the bee pollen
supplement was suspected.

Prick-to-prick testing with the bee pollen supplement was performed, as well as all its
individual components (bee pollen, honey, stearic acid, silicium dioxide, royal jelly), and was
positive for the supplement itself, as well as the raw bee pollen. This confirmed our clinical
suspicion of a type 1 allergic reaction to bee pollen. Specific IgE serum testing showed a type
1 sensitization to herb and grass pollen. Pricktesting with standardized extracts revealed a
birch, herb and grass pollen sensitization. Together with the hay fever symptoms spanning
from February to September, the diagnosis of a type 1 allergy to birch, herb and grass pollen
with seasonal rhinoconjunctivitis was made.



DISCUSSION

In a recent series of 32 cases of anaphylaxis to bee products, half of those were caused by bee
pollen intake. All patients had seasonal rhinoconjunctivitis, especially to the ambrosia
(compositae) family, as was also the case in our patient (1). An underlying two-step
mechanism has been proposed. First, there is a type 1 sensitization to wind-transported
(anomophilous) pollen from compositae-family plants such as ambrosia causing seasonal
rhinoconjunctivitis. These pollens then cross-react with entomophilous pollen (transported by
animals such as bees) that compose bee pollen, which then cause anaphylaxis upon ingestion.

CONCLUSION

With bee-derived products increasing in popularity, physicians should be aware that ingestible
bee pollen supplements are formally contraindicated in patients with seasonal
rhinoconjunctivitis. Ambrosia-allergic patients seem most at risk, but it is important to note
the seasonal and regional variability in bee pollen composition, making bee pollen
supplements an unsafe choice for all pollen-allergic patients. Physicians should actively
discourage bee pollen supplements in pollen-allergic patients due to their lack of evidence-
based health benefits, and the potential life-threatening allergic reactions they can illicit.
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If the drugs itch, you may need to SCRATCH!

Sofie Stappers?, Ella Dendooven? and Olivier Aerts'?

1 Department of Dermatology, University Hospital Antwerp (UZA), Antwerp, Belgium

2 Research Group Immunology, Infla-Med Centre of Excellence, University of Antwerp,
Antwerp, Belgium

Drug patch tests are considered a valuable and safe tool to identify the culprit(s) of a
cutaneous adverse drug reaction (CADR), and also to guide the choice of potentially safer
alternatives. However, false negative reactions may sometimes occur, for example to haptens
with a large chemical structure less able to penetrate the stratum corneum. Scratch—patch
testing, meaning the mechanical disruption of the epidermis with a sterile needle before patch
placement, may overcome this limitation by enabling better skin penetration of such drug
haptens. This method has been successfully used in cases of drug-induced allergic contact
dermatitis (e.g., from topical ophtalmics) as well as for the investigation of CADRs, even of
severe cutaneous adverse drug reactions (SCARs) such as acute generalized exanthematous
pustulosis (AGEP).

We describe the case of a 79-year-old male who developed a generalized maculopapular rash
and facial edema 12 weeks after the initiation of imatinib (Glivec®) treatment for chronic
myeloid leukemia (CML). Notably, peripheral absolute and relative eosinophilia, acute-on-
chronic kidney failure and transaminitis, as well as skin biopsy findings (interphase dermatitis)
all aligned well with a diagnosis of drug rash with eosinophilia and systemic symptoms (DRESS;
RegiSCAR score >5). Subsequently, considering the large chemical structure of imatinib, both
patch and scratch patch tests were performed with this drug (10% pet.), 3 months following
the index event, together with several alternatives of the same drug class (nilotinib, asciminib,
bosutinib; all 10% pet.). While standard patch tests remained negative, the scratch patch tests
were clearly positive on day 2 (+) and day 4 (+), only to imatinib. Moreover, histopathology of
the positive test shared identical features with the skin biopsy of the CADR, which further
supported the relevance of this positive scratch patch test. All 3 alternative drugs were
negative on both patch and scratch-patch test. No adverse events occurred during the test
procedure, except for an (interesting) reactivation of Varicella Zoster virus (VZV), clinically
manifesting as a classic shingles on the back. A graded challenge with asciminib, the
structurally most different alternative, was well tolerated, allowing the patient to successfully
resume treatment for CML. To the best of our knowledge, this is the first case report of a major
SCAR, i.e., DRESS, where the culprit and safer alternatives were successfully investigated using
the scratch-patch test method.



Chloracne caused by dietary supplements

Stephanie Heudens, Jonathan White

Université Libre de Bruxelles

A 35-year-old woman with a previous history of keratosis pilaris rubra faciei presented with
an acute onset of acneiform papules, pustules and open and closed comedones. A local
dermatologist suggested treatment with oral isotretinoin. On review in a tertiary centre, a
clinical diagnosis of chloracne was made. There was no relevant occupational exposure. She
had been taking various dietary supplements from a nutritionist prior to the onset of the rash.
Fish-oil supplements (likely contaminated with dioxin-derivatives) seemed to be the likely
cause. The eruption rapidly resolved on stopping these supplements. Analysis of the contents
is ongoing. Non-prescribed medications or food supplements should be considered as a cause

of unusual rashes.



An apple a day does not always keeps the doctor away

Stefan Kerre

Dermatologie Aarschot

Dermatologie Imeldaziekenhuis Bonheiden

A 50-year-old woman is sent by a rheumatologist because of persistent aphtosis, Raynaud’s
phenomenon and swollen eyelids, suspect of an auto-immune disease.

The clinical image was rather suspect of an allergic contact dermatitis, even more so because
the patient already was known with several allergies.

Patch tests performed with the Belgian standard series and cosmetic series showed positive
reactions for nickel, limonene, fragrance mix-1 and cinnamic alcohol.

A thorough anamnesis revealed that the patient ate apples with cinnamon on a daily basis.
Stopping this habit resulted in a complete remission of the symptoms.

On the basis of the clinic, the patch tests and the effect of avoiding cinnamon, a diagnosis of
allergic contact stomatitis to cinnamon was made.

Allergic contact dermatitis can be due to cosmetics, music instruments, dental material, drugs
and rarely also to food.

In literature cinnamon, propolis, fruit and vegetables, and additives are cited as culprit food.

Diagnosis can be difficult due to the diverse clinical presentations that often mimics other
diseases of the lips and oral mucosa.



What did you do this weekend?

Sofie Engelen, Sara Huygens

University Hospital Leuven (UZL)

INTRODUCTION

In the European baseline series we have the following rubber allergens: thiuram mix,
mercapto mix, 2-mercaptobenzothiazole and N-isopropyl-N’-phenyl-1,4-phenylenediamine
(IPPD). In the Belgian supplements series we additionally test 1,3-diphenylguanidine and the
black rubber mix, consisting out of IPPD, N-cyclohexyl-N-phenyl-4-phenylenediamine and
N,N-diphenyl-4-phenylenediamine. We wanted to take a closer look at the least common
rubber allergen of the European baseline series, IPPD.

Casel

A 65-year-old woman consulted our dermatology department because of persistent
erythematosquamous lesions with fissuration on the palmar surface of the fingertips of digits
1-4 of the right hand. She already underwent patch testing (European baseline, cosmetic and
pharmaceutical series, and own material) that showed a strong positive reaction to N-
isopropyl-N'-phenyl-1,4-phenylenediamine (IPPD)(+++) and to sodium metabisulfite (+++).
First, these results seemed relevant because the patient regularly came into contact with
these compounds through their usage in photography. But after a period of avoidance, no
improvement was noticed. Additional patch testing with the hairdressers series was therefore
performed: tests turned out negative. The patient was referred to us, and we did patch testing
with the Belgian baseline series (Belgian core baseline series, the Belgian extended baseline
series and the Belgian supplements (BCEDG)) (the known allergens were not re-tested), the
rubber additives series, the plastics & glues series, the metal series and (components of) own
material. This showed positive reactions to thiuram mix, tetramethylthiuram disulfide (TMTD),
tetraethylthiuram  disulfide  (TETD), dipentamethylenethiuram  disulfide, zinc
dibutyldithiocarbamate (ZDC), zinc diethyldithiocarbamate (ZBC), naphthyl mix, black rubber
mix, PPD, Peru balsam, fragrance Mix |, textile dye mix, limonene, linalool and the black rubber
handle of the squeegee the patient used over the weekend to clean her shower stall. This
explained the flare-up of eczema after the weekend.



Case 2

A 33-year-old man was referred to our department because of itchy, sharply demarcated,
vesicular skin eruption on both feet, worsening with practicing climbing, only when wearing
his old climbing shoes. Patch tests were performed with the Belgian baseline series (Belgian
core baseline series, the Belgian extended baseline series and the Belgian supplements
(BCEDG)) , the cosmetic series, the shoe series and (components of) own material: a contact
allergy to IPPD, black rubber mix, textile dye mix and his own climbing shoe, made out of black
rubber, was proven.

DISCUSSION

IPPD or N-isopropyl-N'-phenyl-1,4-phenylenediamine is an antioxidant, used in (black) rubber
to prevent degradation. It can be found in tires (car, bike...), shock absorbers, handles (e.g.
escalator), gloves, boots, watch straps, masks (diving, oxygen...),... It is related to the "para"-
compounds (e.g., azo textile dyes, hair dyes, ...).

From 2003 to 2023 10 590 patients were tested with IPDD in UZ Leuven: 63 patients (= 0.59%)
tested positive, of which 10 patients had a really strong (+++) reaction. Female to male ratio
was 1.86 (41/22 female/male). The mean over 21 years was 2.8, with most recorded cases in
2010 (8). Locations were most frequent the hands (n=25) and feet (n=13), with palms and
soles most frequently affected, and the face (n = 15), followed by forearm/wrist (n=6), lower
leg (n=5), trunk (n=4), ear (n=4), ankle (n=2), knee (n=2), armpit (n=1), perianal (n=1), neck
(n=1). In 22 cases relevance was suspected, and in only 3 of them relevance was confirmed by
positive tests on own material (black glove, squeegee, climbing shoe). In 4 cases relevance
was unclear. In 37 cases no relevance was found and positive reaction to IPPD could probably
be explained by cross-allergy with other para-compounds (PPD!).

From 2003 to 2023, 3522 patients were tested with the black rubber mix of which 25 tested
positive (=0.71%). 1 patient did not have a positive test for IPPD.

CONCLUSION

- Locations of an IPPD allergy are most often the hands, more than the feet, the face and other
locations.

- Determining the relevance of an IPPD allergy is difficult.
- To prove the relevance of an IPPD allergy, it is important to check for the own materials and
to test pieces of the own rubber materials.
- By only testing IPPD, black rubber allergens can rarely be missed.

Our advice: if you suspect a rubber contact allergy, especially on hands or feet, test IPPD, as
well as black rubber mix and proprietary rubber materials !
And... be careful what you do on your weekends...



NECTIN, IT’S FOLD UP !

N. Boulakhrif!, B. Ben Said 2, G. Dupire.?

I Department of Dermatology, Brugmann Hospital, ULB, Brussels, Belgium

2 Severe Cutaneous Adverse Drug Reaction National Reference Center, Dermatology, Hépital
Edouard

Herriot, Lyon, France

3Department of Immuno-Allergology, Brugmann Hospital, ULB, Brussels, Belgium

INTRODUCTION

Enfortumab Vedotin (EV) is an antinectin-4 antibody that is used in combination or as
monotherapy for treatment of metastatic rothelial carcinoma [1]. Herein, we illustrate a case
of enfortumab vedotin induced Toxic Epidermal Necrolysis (TEN) in a 69-year-old man with
urothelial carcinoma.

OBSERVATION

A 69-year-old man diagnosed with metastatic urothelial cancer began treatment with EV after
disease progression under chemotherapy and pembrolizumab. After completing 2 cycles of
EV, the patient developed a widespread erythematous rash on the skin, complicated with skin
detachment of the folds, and mild conjunctivitis. According to the previous reports and the
clinical trials, the diagnosis of EV induced TEN have been suggested.The skin biopsy confirmed
the epidermal necrolysis. Given the recent onset of EV, the rapid onset of the rash, and the
detachment of the folds, the diagnosis of EV-induced TEN was made. The rash experienced
rapid improvement under the administration of systemic corticosteroid therapy. The absence
of alternative treatments in this clinical instance indicates that the challenge test of a reduced
dose of EV was performed without rash, allowing for the continuation of EV treatment. The
patient is alive and EV has successfully controlled the oncologic disease to date.

DISCUSSION

EV, an antibody-drug conjugate, comprises a monoclonal antibody, a fully human anti-nectin-
4 antibody, and the chemotherapeutic agent monomethyl auristatin E (MMAE). FDA approval
in 2019 for third-line treatment of metastatic urothelial carcinoma established its reputation
for manageable side effects [1]. Cutaneous reactions occur in 60% of cases during clinical
trials and are typically mild and often described as SDRIFE (Symmetrical Drug-Related



Intertriginous and Flexural Exanthema) confirming his ability to induce fold exanthema [2].
However, multiple cases of EV-associated toxic epidermal necrolysis (TEN) have recently been
reported, some of them with fatal outcomes [3]. Nectin-4, expressed in epidermal
keratinocytes, plays a role in skin cell adhesion. Cutaneous eruptions induced by EV are
histologically characterized by keratinocyte dystrophy. It appears that keratinocyte
dysmaturation and apoptosis of the epidermis, with either spongiosis or interface changes,
are characteristic features of EV drug eruption [4]. Using topical or systemic corticosteroids
early on can help with EV treatment, which is considered the best option for these types of
cancer when combined with checkpoint inhibitors.

CONCLUSION

In conclusion, EV induced TEN is rare. We are presenting this case to highlight the potential
for severe cutaneous adverse reactions under EV, and to aware dermatologists with the typical
cutaneous toxicities associated with EV, in order to facilitate uninterrupted oncologic therapy.
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Finding the right match

Sofie De Meulemeester?, Elena Vankwikelberge 2, Hilde Lapeere?

I University Hospital Ghent

2 Dermatologie Maldegem

CASE REPORT

This case concerns a 77-year-old female referred to UZ Gent due to recurrent episodes of acute pruritic
and burning cutaneous eruptions, localized on the face and the body.

The initial episode occurred in April 2023, characterized by a burning eruption on the face. The
following episode in May 2023 involved a sharply defined erythematous lesion on the upper back and
left arm, possibly associated with the patient's intake of Arcoxia the day before. In June 2023 a third
cutaneous eruption with pruritic to burning rash occurred on the face, back, and perianal area.
Anamnestically Arcoxia intake was confirmed on the evening prior and the morning of the symptoms.
In July 2023 the patient reported another burning skin eruption on the face, mentioning the
application of a new Skintist day cream that same morning. Topical corticosteroids effectively treated
these cutaneous eruptions.

The patient uses a Diadermine day cream for facial care and cleanses her face exclusively with water.
Additionally she uses Galenco bath oil and cleanses her intimate area with Lactacyd 3-4 times a week.
Occasional use of TriAnal is noted due to her hemorrhoids. She has a known nickel contactallergy, no
history of atopy, and takes Pantomed, Crestor, and Asaflow as medication.

Clinical examination in our hospital after the multiple episodes revealed a sharply defined
postinflammatory hyperpigmentation on the upper back and perianal area. A discrete erythema
indicative of rosacea was observed on the face. General blood tests were normal. A biopsy of the lesion
on the back showed acute interface dermatitis with superficial perivascular lymphocytic and discrete
eosinophilic inflammatory infiltrate, from which a fixed drug eruption could not be excluded.

Patch tests were conducted with EU baseline series, EU extended baseline series and Belgium
supplements, cosmetics and pharmaceutical series, Arcoxia 10% in vaseline (Etoricoxib, lesional on the
hyperpigmented lesion on the back and perilesional), and the patients own products. Positive
reactions were seen for fragrance mix | (+++), Evernia furfuracea (+++), limonene 0.3% (+), and 0.2%
(+). This explains the recurrent burning rash on her face due to a contact allergy to the Diadermine day
cream containing perfume.

Additionally a positive reaction was observed for lidocaine (++), explaining the recurring burning
perianal skin eruption due to a contact allergy to TriAnal, the hemorrhoid cream containing Lidocaine.
Furthermore a positive reaction was noted for Arcoxia 10% (+) lesional on the upper back, not
perilesional. This explains the recurrent skin rash on the upper back, indicating a Fixed Drug Eruption
to Arcoxia (Etoricoxib).



Lastly a positive reaction to nickel (+++) was observed, a known contact allergen for the patient.

As advice it was emphasized that the patient should strictly use fragrance-free products and be
cautious with local products for hemorrhoids. Furthermore, it is advisable to discontinue Arcoxia, given
that a Fixed Drug Eruption recurs at the same site upon each subsequent exposure to the offending
drug and may cause new lesions. Existing literature indicates minimal cross-reactivity with Etoricoxib,
thereby suggesting that the use of other coxibs should not present concerns. (1)

This case emphasizes the importance of considering the possibility of various types of delayed
hypersensitivity reactions in the same patient, whether occurring simultaneously or not, in complex
medical scenarios. Additionally this case highlights the significance of conducting lesional patch testing
to confirm the diagnosis of a fixed drug eruption.

REFERENCES
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Une toxidermie classique a rappeler (Revisiting a Classic Toxidermia)

Delahaye T, Nikkels AF, Dezfoulian B

Department of Dermatology, Liege University Hospital, Belgium

INTRODUCTION

The SDRIFE (Symmetrical Drug-Related Intertriginous and Flexural Exanthema), commonly
known as the Baboon Syndrome, represents two toxidermias that remain insufficiently
identified and understood. We report one of the two clinical cases of SDRIFE recently observed
at our department, triggered by a frequently overlooked culprit in toxidermias: iodinated
contrast agents (ICAs).

CLINICAL CASE

A 63-year-old man, with no notable medical or surgical history, developed eczematous lesions
on his right buttock following an arthrogram with OMNIPAQUE& (lohexol) and a coronary
angiography using IOMERONa (lomeprol).

Immediate reading skin tests (skin prick tests and intradermal tests) for OMNIPAQUES,
IOMERONa& and VISIPAQUEA (lodixanol) where negative.

Intravenous reintroduction test of IOMERON3 elicited no immediate IgE-dependent reaction,
as confirmed by post-test tryptase levels.

However, approximately one-hour post-infusion, despite hemodynamic stability, a pruritic
eczematous eruption appeared on his buttocks and flanks. This reaction mirrors his previously
documented ones with other ICAs, thereby confirming a T Lymphocyte-mediated toxidermia,
commonly referred to as SDRIFE.

CONCLUSION

This clinical case underscores the lack of data on flexural toxidermias, including SDRIFE and
Baboon Syndrome. A recent study, based on data from the national pharmacovigilance
database, sheds light on the challenges of distinguishing between these two entities and
provides insights into the semiology of flexural toxidermias and the implicated medications.
Another crucial observation concerns the tendency to underestimate the role of ICAs in
toxidermias. These agents, often overlooked in investigations of severe reactions, require
special vigilance due to their short onset time and single-injection administration, which can
be responsible for such reactions, even without prior sensitization in case of Baboon
syndrome. The allergological workup remains essential to confirm the role of the suspected
product.
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