EUROPEAN JOURNAL
OF DERMATOLOGY

Volume 32 ¢ Number 5 # September-October 2022

John Libbey

EUROTEXT

REVIEW.

Do generic drugs cause hypersensitivity?
Florence Tean, Hone Gonde, e a1

The key scientific and
INVESTIGATIVE REPORT
m e dl c al il’lfO rm atl On S x&;ﬂfﬁﬁ?&ﬁ:ﬂ?m cell carcinoma and keratoacanthoma

CLINICAL REPORTS

‘The Dutch Hyacorp® filler catastrophe and new EU legislation
Tom' Decates, Faryha Sayghan, et o

-l Glaucoma asociated with two types of phacomatoss
pigmentovascularis.

WWW.Jl€.COm e ans v s

— Prevalence of adult atopic dermatits in Greece

Garllia Sfanou, Stamats Greggriou, et a.

Allergic conjunctivits: a risk factor for HSV infections in atopic

dermatitis

Jussi Salonen, Anita Remitz, et al.

Eﬁel(ls of the COVID-19 pandemic on the diagnosis of malignant

melan

a
Johanna Spurny-Duworak, Anceas teiner, et al

Treatment of amphotericin-resistant fusariosis

Lingehi Zhomg Yngga ong. et .

Use of antihistamines during omalizumab treatment for chronic

spontaneous urticaria

o A it Esther S ldich, ot al

http://www.john-libbey-eurotext.fr/fr/

LAMB3 gene mutation and junctional epidermolysis bullosa
B0 Liang Dedi Meng, el

THERAPY - - - " -
Find the contents of this issue hereafter: g T e e bt

revues/medecine/ejd/sommaire.md?type= —— e
text html RESIDENTS' CORNER e NG
oJLL. Eehatiobey . Bermaiciony gD

ARCUEIL, 11/28/2022
Roland Jaussaud

You will find below the electronic reprint of your article (pdf format):

Successful treatment with omalizumab for cold urticaria in a patient with chronic hepatitis C
virus infection

published in:

European Journal of Dermatology, 2022, Volume 32, Numéro 5

John Libbey Eurotext

This electronic reprint is provided for your exclusive use, and can’t be communicated but for scientific and individual purposes. It mustn’t,
under any circumstances, be used or distributed for advertising, promotional or commercial purposes.

© John Libbey Eurotext, 2022


www.jle.com
http://www.john-libbey-eurotext.fr/fr/revues/medecine/ejd/sommaire.md?type=text.html
http://www.john-libbey-eurotext.fr/fr/revues/medecine/ejd/sommaire.md?type=text.html
http://www.john-libbey-eurotext.fr/fr/revues/medecine/ejd/sommaire.md?type=text.html
http://www.john-libbey-eurotext.fr/fr/institutionnel/credits.mhtml

3. Prager EM, Gardner RE. latrogenic hypothyroidism from topical
iodine-containing medications. West J Med 1979; 130: 553-5.

4. Nobukuni K, Hayakawa N, Namba R, et al. The influence of long-
term treatment with povidone-iodine on thyroid function. Dermatology

1997,195:69-72.

5. Soldin OP. Urinary iodine percentile ranges in the United States.
Clin Chim Acta 2003; 328: 185-90.

6. National Pressure Ulcer Advisory Panel and European Pressure
Ulcer Advisory Panel. Prevention and treatment of pressure ulcers:
clinical practice guideline. Washington, DC: National Pressure Ulcer
Advisory Panel, 2009.

7. WolffJ, Chaikoff IL. Plasma inorganic iodide as a homeostatic regu-
lator of thyroid function. J Biol Chem 1948; 174:555-64.

8. Markou K, Georgopoulos N, Kyriazopoulou V, Vagenakis AG.
lodine-induced hypothyroidism. Thyroid 2001;11:501-10.

9. Linder N, Davidovitch N, Reichman B, ef al. Topical iodine-
containing antiseptics and subclinical hypothyroidism in preterm
infants. J Pediatr 1997; 131:434-9.

10. Hayashi M, Onodera K, Suzuki K, et al. A case of consciousness
disturbance resulting from severe hypothyroidism due to chronic thyroi-
ditis and excess iodine absorption. Infern Med 2011; 50: 2627-32.

doi:10.1684/ejd.2022.4322

Successful treatment with omalizumab for
cold urticaria in a patient with chronic

hepatitis C virus infection

Cold urticaria (ColdU) is primarily (idiopathic) or seconda-
rily due to infections, autoimmune and lymphoproliferative
diseases, drugs or food. The diagnosis relies on the patient’s
history, cold stimulation testing (CST) and a search for
associated conditions. The management of ColdU includes
cold avoidance, Hl-antihistamines (for refractory cases)
and off-label administration of omalizumab, an anti-
immunoglobulin E antibody used as treatment for severe
allergic asthma, chronic spontaneous urticaria and nasal
polyps [1, 2].

We report a 65-year-old woman with ColdU and hepati-
tis C virus (HCV) infection who experienced significant
improvement with regards to severity of skin disease and
quality of life (QOL) after three months of treatment with
omalizumab. The first symptoms and signs occurred at the
age of 17 years with recurrent pruritus and rash on the face
and other areas after contact with cold objects or water. She
described itching of the lips and tongue after consumption
of cold foods and drinks. Within a few months, urticaria
became generalized with occasional shortness of breath.
The diagnosis of ColdU was established on the basis of
the clinical history and positive CST using an ice cube,
resulting in significant wheals and redness within three
minutes following removal [1]. The patient had no family
history of ColdU. Treatment using standard doses of H1-
antihistamines was administered with satisfactory control
of symptoms. She had been infected with HCV after blood
transfusion following a road accident at the age of 21 years,
and the diagnosis of chronic hepatitis C was established at
the age of 44 years. Treatment with interferon and ribavirin
led to hepatitis remission until the age of 58 years. The-
reafter, concomitant with recrudescence of hepatitis, the
patient described progression of skin symptoms, limiting
her outdoor activities and food choices, requiring a two-fold
increase in the doses of H1-antihistamines. At the age of
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59 years, polyclonal cryoglobulins were detected in serum
(type III cryoglobulinaemia) based on immunoelectropho-
retic analysis. Serum complement levels (C3, C4, CH50)
were normal and rheumatoid factor was negative. Treatment
with ledipasvir/sofosbuvir at 90 mg/400 mg, once daily, for
eight weeks induced remission of hepatitis and disappea-
rance of serum cryoglobulins without improvement of skin
symptoms, despite four-fold doses of H1-antihistamines.
Because of the severity of ColdU with a score of symp-
toms on the visual analogue scale [VAS] of 9, and a high
negative impact on QOL (Chronic Urticaria-related Qua-
lity of Life CU-Q20L score of 90.22 [3]), treatment with
subcutaneous omalizumab, 300 mg every four weeks, was
started. Omalizumab was well tolerated with significant
improvement of clinical signs (wheals), symptoms (pru-
ritus; VAS 2 score) and QOL (CU-Q20L score: 9.78),
observed after three months of treatment.

The efficacy of omalizumab for ColdU resistant to
H1-antihistamines has been demonstrated based on arando-
mized trial and a recent meta-analysis with similar benefit
for 150 mg and 300 mg administered every four weeks.
A complete response with negative CST was observed in
>40% of patients at 10 weeks of treatment [4, 5]. Our
patient reported significant improvement of symptoms but
also of QOL, which has not previously been described in
adults. The mechanism of action of omalizumab for ColdU
has not yet been identified, even though data suggest that
mast cell degranulation in ColdU involves immunoglobu-
lin E and an unknown cutaneous autoallergen that becomes
accessible upon cold stimulation [1, 4, 6].

Our patient had a complex history with ColdU and HCV
infection and cryoglobulins during active hepatitis. Cryo-
globulins were detected in 27% of patients with ColdU,
even though their pathogenic role is unknown [7]. Conver-
sely, mixed cryoglobulinaemia is present in 40% of patients
with hepatitis C [8], and HCV infection is a major cause of
mixed cryoglobulinaemia (95% of cases) [9, 10]. Direct-
acting antivirals represent the most effective treatment for
HCV-related mixed cryoglobulinaemia [10]. The clinical
history of this patient with ColdU, present before HCV
infection, the disappearance of serum cryoglobulins after
antiviral therapy, and the persistence of severe skin symp-
toms, despite the effective treatment of hepatitis, suggested
to us that the patient suffered from idiopathic ColdU and
prompted the initiation of omalizumab treatment, which
proved successful. Further research is needed to understand
the role of infections or cryoglobulins in ColdU pathoge-
nesis and the mechanism of action of omalizumab. B
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A case of Bazex syndrome with type 2
immune response

Bazex syndrome (acrokeratosis paraneoplastica) is a rare
paraneoplastic dermatosis characterized by acral hyperke-
ratotic lesions, of which the aetiology remains unknown.
This study reports the second case of Bazex syndrome with
elevated serum thymus and activation-regulated chemokine
(TARC) (also known as C-C class chemokine ligand 17
[CCL17]) levels. In addition, infiltration of C-C chemokine
receptor 4 (CCR4)-positive cells was observed in this case,
suggesting the involvement of type 2 immune responses in
the pathophysiology of Bazex syndrome.

A man in his 60 s, with a history of alcohol intake and smo-
king for 50 pack-years, and no history of allergic diseases
including atopic dermatitis, presented to the dermatology
department with a two-week history of enlarging lesions on
his palms, forearms, lower limbs, and soles (figure /A). Phy-
sical examination revealed bilateral thickening of the skin of
the palms and soles, and scaly pink patches on both forearms
and legs. Laboratory studies revealed macrocytic anaemia
(haemoglobin: 12.5 g/dL, reference range: 13.7-16.8; mean
corpuscular volume: 108.7 fL, reference range: 83.6-98.2),
and elevated C-reactive protein (0.68 mg/dL, reference
range: 0.00-0.14), TARC (3,928 pg/mL, reference range:
<450), and soluble interleukin 2 receptor (1,969 U/mL,
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reference range: 122-496) levels. White blood cell count,
differential count, and immunoglobulin E levels were nor-
mal.

Histological analysis of a biopsy specimen from the skin
of his left palm revealed hyperkeratosis, parakeratosis,
acanthosis, spongiosis, and dyskeratotic keratinocytes, with
lymphocytic infiltrates (figure 1B). The upper dermis sho-
wed perivascular infiltrates comprising lymphocytes and
eosinophils (figure 1C). Furthermore, immunological stai-
ning using mouse anti-human CCR4 monoclonal antibody
(Poteligeo Test IHC; Minaris Medical Co., Ltd., Tokyo)
revealed that CCR4 was expressed within these infiltrating
cells (figure 1D).

An underlying malignancy was suspected, and after ima-
ging and pathological work-up, the patient was diagnosed
with cStage II (cT1bNOMO) oesophageal cancer. The
patient stopped smoking after the diagnosis. Neoadjuvant
chemotherapy was initiated, and surgical treatment was per-
formed six months after the initial presentation. The skin
lesions resolved after the surgery, however, a new pruritic
eczematous eruption of unknown cause developed on his
trunk and extremities six months after the surgery, accom-
panied by serum TARC elevation to 18,330 pg/mL. The new
skin eruption gradually resolved with topical steroids, and
serum TARC levels declined to 6,019 pg/mL at 12 months
post-surgery. Finally, both the palmoplantar lesions and pru-
ritic dermatitis resolved completely (figure /E), and serum
TARC levels declined to 744 pg/mL at 15 months post-
surgery. The patient exhibited no signs of cancer for 19
months post-treatment.

Bazex syndrome is a paraneoplastic dermatosis characteri-
zed by symmetric psoriasiform lesions on the extremities,
nose, and ears, which clinically resembles psoriasis [1].
However, the unique pathological findings of Bazex syn-
drome include spongiosis and dyskeratosis, which are
observed in the eczematous immune response, including
atopic dermatitis, while acanthosis, hyperkeratosis, and
parakeratosis are common in both psoriasis and Bazex syn-
drome [1, 2].

The pathophysiology of Bazex syndrome remains unclear,
although several hypotheses have been proposed [1]. TARC
is a CCR4 ligand involved in type 2 immune responses by
selectively recruiting CCR4-positive type 2 helper T (Th2)
cells. CCR4 is predominantly expressed by Th2 cells, cuta-
neous lymphocyte antigen-positive skin-homing T cells,
and regulatory T cells [3]. Strong infiltration of CCR4-
positive cells is observed in atopic dermatitis, whereas this
is weak in psoriasis [4]. Serum TARC levels accurately
reflect the disease activity of atopic dermatitis, which is
characterized by Th2 cell proliferation during the acute
phase.

To the best of our knowledge, this is the second case of
Bazex syndrome in which serum TARC levels are repor-
ted. A previous case also reported prolonged high serum
TARC levels (3,984 pg/mL and 4,277 pg/mL two weeks
and six months after removing the underlying tumour, res-
pectively). However, baseline TARC levels prior to the
development of any skin lesions were not provided for either
the previous case [5] or our own case. Spongiosis and dys-
keratosis, histological hallmarks of Th2 immune deviation
[2], have also been observed in cases of Bazex syndrome,
including the present case. Furthermore, strong infiltration
of CCR4-positive cells in a lesion of Bazex syndrome was
reported for the first time in the present case. These findings
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