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Sporadic Red Papules on the Face: A Quiz
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A 35-year-old woman presented to our outpatient derma-
tology clinic with multiple red papules on her face for 1
month. She reported no specific reason for the onset. She
had been diagnosed with acne in another clinic and used
external medicines for acne, including fusidic acid and
retinoic acid cream, without evident effect.

The patient was diagnosed with lupus miliaris disse-
minatus faciei at another hospital. She was treated with
minocycline and compound glycyrrhizin tablets; however,
the lesions improved and then recurred. Her lesions were
characterized as multiple red papules the size of miliary
grains on her face. The papules had a glossy surface, and
no pus was observed (Fig. 1A). On physical examination,
the patient reported no fever and chills, without lymph
node enlargement. No abnormalities were found on routine
laboratory examinations or thoracoabdominal computed
tomography. According to the physical examination and
medical history, the initial suspicion was that the diagnosis
might include eruptive xanthoma, lupus miliaris dissemina-
tus faciei, granuloma annulare, and sarcoidosis.

Reflectance confocal microscopy showed that the
epidermis was slightly thin, the basal layer had oedema,
inflammatory cells migrated, the basal layer liquefaction
had liquefactive degeneration, pigment, and inflammatory
cells were infiltrated in the dermis, and tissue-like cells were
observed. The skin lesions were biopsied, and pathological
examination revealed excessive keratinization of the epi-
dermis with the formation of local keratotic plugs. Diffuse
tumour cells were seen in the shallow and deep dermis,
with many histopathocytes, lymphocytes, and plasma cells
scattered among them. Deep-staining areas of lymphocytes
and light-staining areas of cytoplasm-rich histocytes were

Fig. 1. Cutaneous Rosai-Dorfman disease in the cheek of a 35-year-
old woman. (A) Before treatment, her lesions were characterized by
multiple red papules the size of miliary grains on her face. The papules had
a glossy surface and no pus was observed. (B) After 1 month of treatment,
the facial skin of patient has dark-red patches, some papules after fading
left pigmentation spots and a little desquamation. Permission from the
patient is given to publish these photos.

seen, some of which were foam-like histopathocytes, and
phagocytosis was observed (Fig. 2A—B). No caseous ne-
crotic foci were observed. Acid-fast staining was negative.
Immunohistochemistry showed that S-100 and CD68 were
positive, and CD1a was negative (Fig. 2C-D). The patient
was prescribed prednisone acetate 15 mg once a day, met-
hotrexate tablet 5 mg twice a week, and compound glycyrr-
hizin 50 mg 3 times a day. After 1 month of treatment, the
skin lesions improved significantly (Fig. 1B).

What is your diagnosis? See next page for answer.
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Sporadic Red Papules on the Face: A Commentary
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Diagnosis: Cutaneous Rosai-Dorfman disease

Combined with immunohistochemistry, the cutaneous
Rosai-Dorfman disease (cCRDD) diagnosis was considered.
RDD is a rare non-Langerhans cell histiocytosis known as
sinus histiocytosis with massive lymphadenopathy (1). The
most affected organs are the skin, subcutaneous tissues, and
lymph nodes. The typical clinical symptoms of RDD are
painless swollen lymph nodes in the neck associated with
fever and night sweats. There are also patients with lesions
in the bone, head and neck, kidney, adrenal gland, breast,
salivary glands, orbit, nervous system, cardiovascular, re-
spiratory system, bone marrow, liver, and other locations.

The classic histopathological features of RDD are the
enlargement and multiplication of histocytes and the infiltra-
tion of lymphocytes and plasma cells. Histopathocytes show
phagocytosis to lymphocytes and plasma cells and have a
characteristic piercing effect. Immunohistochemistry shows
that CD163 and S100 express in tissue cells, while CD1a is
not expressed (2). cRDD manifests as hyperplasia of skin
histocytes. The dermatological symptoms of cRDD are
often isolated or fused nodules or patches on the head and
neck that are yellowish, purplish, and sometimes tender (3).

Due to its non-specific clinical features, cRDD is often
misdiagnosed as acne, eruptive xanthoma, cutaneous tuber-
culosis, cutaneous lymphoma, or Langerhans cell histio-
cytosis; therefore, pathology with immunohistochemistry
is required (4). Histologically, RDD requires a differential
diagnosis from Langerhans cell histiocytosis. RDD is nega-
tive for CD1a and shows more pronounced tissue cell pun-
cture than Langerhans cell sarcoma and histiocytosarcoma.
Infiltration of IgG4-positive cells can be seen on tissue slides
of many patients with RDD, and it is similar to the clinical
manifestations of hyper-IgG4 syndrome. The infiltration of
IgG4-positive cells needs to be carefully evaluated, as there
is more infiltration of IgG4-positive cells in hyper-IgG4
syndrome (5). At present, there are no clear guidelines for
management of cRDD. The use of corticosteroids, sirolimus,
thalidomide, radiotherapy, chemotherapy, targeted therapy,
surgical excision, aminolaevulinic acid (ALA) photodyna-
mic therapy, and other methods have been proposed (6, 7).
We identified only 1 previous report of cRDD with clinical
symptoms similar to eruptive xanthoma; the opinion was
that patients could be observed and followed up because
cRDD was a benign disease (8).

We reported a rare clinical manifestation of cRDD that
resembled eruptive xanthoma. Misdiagnosis can lead to
inappropriate treatment. Therefore, because cRDD can mi-
mic the manifestations of other skin diseases, in addition to
careful physical examination, comprehensive laboratory tests,
imaging examinations, and pathological and immunohisto-

Fig. 2. Histological and immunological stains. (A-B) Epidermal hyperkeratosis with local formation of keratotic plugs, epithelial cell granuloma
with lymphocyte and plasma cell infiltration around the appendages of the skin in the middle dermis, interstitial mucous degeneration, erythrocyte
extravasation, no caseous necrotic lesions. Deep-staining areas of lymphocytes and light-staining areas of cytoplasm-rich histocytes were seen, some
of which were foam-like histopathocytes, and phagocytosis was observed (haematoxylin-eosin staining, magnificationx 25 and x100). (C-D) S100 and

CD68 are positive (immunological staining, magnification x100).
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chemical sections of the skin lesions are necessary. If there
are lesions of RDD in other organs except for the skin, the
treatment plan should be discussed with physicians from other
disciplines. Compound glycyrrhizin is used to treat abnormal
liver function, and it has also been used to treat skin diseases
because of its anti-inflammatory, anti-allergy, and immune
regulatory properties. It has a similar structure and effects
to glucocorticoids, but has fewer adverse effects than gluco-
corticoids (9). The patient had been treated with compound
glycyrrhizin after being misdiagnosed with lupus miliaris
disseminatus faciei, which was briefly effective. Combined
prednisone acetate, methotrexate, and compound glycyrrhizin
had a significant therapeutic effect on this patient.
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