Case Letter

Reticular Erythematous Mucinosis

To the Editor:

Cutaneous mucinosis is part of a heterogeneous group
of disorders characterized by localized or diffuse der-
mal mucin deposit. Mucin is a mucopolysaccharide
produced by fibroblasts, consisting mainly of hyal-
uronic acid (HA) bound to heparin and chondroitin
sulfate.! Reticular erythematous mucinosis (REM)
is a rare chronic diffuse form of primary idiopathic
mucinosis that was initially described in 1960% as
plaquelike cutaneous mucinosis.> The term reticular
erythematous mucinosis was introduced by Steigleder
et al* in 1974. Cutaneous lesions range from ery-
thematous papules and plaques _tosreticular, macular
erythema.’® Lesions usually are/asymptomatic, though
pruritus occurs in up to 30% of patients. Preferentially
involved regions are the central chestyand back of
middle-aged women.?

A 40-year-old man presented with pruriginous
lesions on the torso of 14 months’ duration that
became exacerbated during the summer months.
Erythematouspapules and plaques were observed on
the chest (Figure/1A) and upper back: He admitted
to smoking and occasional use of acetylsalicylic acid
and dipyrone. Laboratory tests lincluding rheumato-
logic screening were within reference range. Imaging
studies including chest radiograph and abdominal
ultrasonography revealed no abnormalities. Biopsy
specimens revealed a normal epidermis, deep and
superficial lymphocytic perivascular infiltrate, and
dermal mucin (Figures 2 and 3) with hematoxylin
and eosin stain and Alcian blue stain, respectively.
Reticular erythematous mucinosis was diagnosed and
the patient was started on chloroquine diphosphate
250 mg after ophthalmologic tests were performed.
There was remarkable improvement of the skin
lesions after 6 months (Figure 1B) when the antima-
larial dose was slowly tapered.

The etiology of REM is unknown. Several fac-
tors such as UV radiation, immunologic diseases,
and viral infections could induce the syndrome.’
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Many authors believe this disease could be a subset
of lupus erythematosus (LE) because of its clinical
presentation and histologic findings. As in LE, REM
affects women most often and histologically presents
as dermal mucin, with exacerbation from sun expo-
sure and improvement with antimalarial drugs.®°
Lupus erythematosus tumidus represents the entity
that is most similar to REM.” In both diseases, there
generally is a perivascular lymphocytic infiltrate,
absence of interface dermatitis, dermal mucin depo-
sition, and negative immunofluorescence staining.
Neither condition presents with serologic or systemic

Figure 1. Erythematous papules and plagues on the
chest before (A) and 6 months after treatment with chlo-
roquine diphosphate (B).
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Figure 2. Presence of superficial and deep perivascular
lymphocytic infiltrate and interstitial mucinosis (H&E,
original magnification x40).

Figure 3. Presence of interstitial mucin stained in blue
(Alcian blue, original magnification X 100).

abnormalities. Direct immunofluorescence of REM
lesions could reveal granular deposition of IgM in the
dermoepidermal junction in up to 20% of cases.!''!?
Nevertheless, immunoglobulin deposition also can be
found on direct immunofluorescence of sun-exposed
skin of healthy individuals.”

The mechanism by which glycosaminoglycans
deposition occurs, particularly HA, is still undefined.
It is postulated that there could be an altered fibroblast
response to some cytokines, especially to IL-1B3.1* In
up to 20% of patients, REM may be associated with a
variety of systemic disorders, particularly autoimmune
disturbances such as LE, idiopathic thrombocytope-
nic purpura, and diabetes mellitus. Other associated
diseases include paraproteinemia, neoplasms, thyroid
disease, arthritis, and uveitis.'2!>%°
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Menstruation, pregnancy, heat exposure, and
radiotherapy have been cited as exacerbating fac-
tors.”’ In many patients, sunlight exposure has been
reported to induce new lesions or to aggravate the
condition, though the majority of clinical stud-
ies failed to reproduce the eruption by UVA and
UVB irradiation. In 1988, McFadden and Larsen?!
described a case of induction of histologic but not
clinical disease by photoprovocation testing. Morison
et al’? described histologically confirmed REM
28 days following UVB and UVC irradiation.
Adamski et al® reported 3 cases of REM with posi-
tive photobiologic investigation. In this study, UVA1
total-body irradiation reproduced REM clinically and
histologically, yet phototesting with UVA and UVB
did not produce lesions. Therefore, the authors sug-
gested that other factors could be associated with skin
lesion genesis, such as heat and perspiration.’

Prominent histologic features include a perivas-
cular lymphocytic infiltrate and mucin deposition
among.dermal collagen fibers. Dermal vascular ectasia
can be found,(though clinical presentation of telangi-
ectasia is rare and has been associated with pulmonary
carcinoma andsthrombocytosis.”*

Reticular erythematous mucinosis responds better
to treatment compared to other forms of mucinosis.
Because REM is a rare disease, few randomized con-
trolled studies have been reported. Antimalarial agents
are considered first-line treatment. In 2011, Kreuter
et al’” published a casé series.of 11 REM patients who
were treated with.either chloroquine 'or hydroxychlo-
roquine. The'median ageof patientsiwas 44 years, and
the majority were smokers (91% [10/11]) and had
autoimmune illnesses (55% [6/11]), specifically thy-
roid disease. Statistically significant improvement was
noted after 3 and 12 months of treatment (P<<.001).’

Other treatments include topical and systemic cor-
ticosteroids, cyclosporine, calcineurin inhibitors, col-
chicine, pulsed dye laser, and 308-nm excimer laser, as
well as UVA and UVB phototherapy.?>*? Cyclosporine
was not effective in the treatment of a 48-year-old
patient,” and tacrolimus showed partial resolution
of REM lesions in 2 case reports.’**” Mansouri et al*®
compared pimecrolimus and pulsed dye laser therapy.
Twice-daily pimecrolimus for 5 months and two
585-nm pulsed dye laser sessions showed equivalent
therapeutic efficacy.?® In another report, pulsed dye
laser was used to treat 2 female REM patients, with
nearly complete remission and only a few side effects,
including local hypopigmentation.?

Furthermore, paradoxical improvement of REM
lesions with solar irradiation or phototherapy has
been described. One patient who was treated with
UVB phototherapy and occlusive corticosteroid tape
showed good therapeutic response.”® UVB irradiation
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with a 308-nm excimer laser also demonstrated favor-
able results.’!

In REM skin lesions, mucin deposits consist mainly
of HA, as demonstrated by analysis of the glycosami-
noglycan content.”> UVAI, directly or indirectly,
through induction of proinflammatory cytokines such
as IL-1 can induce matrix-degrading enzymes such as
proteoglycans in dermal fibroblasts, which may lead
to increased degradation of HA deposition. These
cytokines can lead to a decreased HA production by
fibroblasts in REM syndrome. Moreover, reactive oxy-
gen species, such as singlet oxygen, superoxide anion,
and the hydroxyl radical produced by UV irradiation,
especially UVA, can lead to fragmentation of HA.*
In 2004, Meewes et al*? described a case of a middle-
aged woman whose lesions had completely cleared
following 18 UVAL irradiations and a cumulative
dose of 1210 J/cm?.

In our patient, there was no relationship between
REM, systemic disorders, and sun exposure. Our
patient was a smoker, similar to thesmajority, of cases
reported by Kreuter et al.” Motre studies are needed
regarding the inclusion of REM in the spectrum of/LE
because there are similarities between this disease and
lupus erythematosus tumidus. Our case demonstrates
a possible relationship between REM and smoking as
well as an excellent therapeutic response to antima-
larial agents.

Leticia Cortes Haéndchen, MD

Dominique Sanda Oliveira Vilarinho Sabbag, MD
Wellington'de Jesus'Fdrlani, MDD

Patricia Karla de Souza, MD

Osmar Rotta, MD, PhD

REFERENCES

1. Jackson EM, English JC 3rd. Diffuse cutaneous mucinoses.
Dermatol Clin. 2002;20:493-501.

2. Perry HO, Kierland RR, Montgomery H. Plaque-like form
of cutaneous mucinosis. Arch Dermatol. 1960;82:980-985.

3. Quimby SR, Perry HO. Plaquelike cutaneous mucinosis:
its relationship to reticular erythematous mucinosis. ] Am
Acad Dermatol. 1982;6:856-861.

4. Steigleder GK, Gartmann H, Linker U. REM syndrome:
reticular erythematous mucinosis (round-cell erythemato-
sus): a new entity? Br ] Dermatol. 1974;91:191-199.

5. Bleehen SS, Slater DN, Mahood ], et al. Reticular ery-
thematous mucinosis: light and electron microscopy,
immunofluorescence and histochemical findings. Br J
Dermatol. 1982;106:9-18.

6. Braddock SW, Davis CS, Davis RB. Reticular erythema-
tous mucinosis and thrombocytopenic purpura. report of
a case and review of world literature, including plaquelike
cutaneous mucinosis. ] Am Acad Dermatol. 1988;19(5,
pt 1):859-868.

WWW.CUTIS.COM

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Case | etter

Kreuter A, Scola N, Tigges C, et al. Clinical features and
efficacy of antimalarial treatment for reticular erythema-
tous mucinosis: a case series of 11 patients [published
online ahead of print February 21, 2011]. Arch Dermatol.
2011;147:710-715.

Adamski H, Le Gall F, Chevrant-Breton ]. Positive pho-
tobiological investigation in reticular erythematous muci-
nosis syndrome. Photodermatol Photoimmunol Photomed.
2004;20:235-238.

Bulengo-Ransby SM, Ellis CN, Griffiths CE, et al.
Failure of reticular erythematous mucinosis to respond
to cyclosporine. ] Am Acad Dermatol. 1992;27(5, pt 2):
825-828.

Braddock SW, Kay HD, Maennle D, et al. Clinical and
immunologic studies in reticular erythematous mucinosis
and Jessner’s lymphocytic infiltrate of skin. ] Am Acad
Dermatol. 1993;28(5, pt 1):691-695.

Gasior-Chrzan B, Husebekk A. Reticular erythema-
tous mucinosis syndrome: report of a case with posi-
tive immunofluorescence. ] Eur Acad Dermatol Venereol.
2004;18:375-378:

Cohen PR, Rabinowitz AD, Ruszkowski AM, et al.
Reticular erythematous mucinosis syndrome: review of the
world|literattire and report of the syndrome in a prepuber-
tal child. Pediatr Dermatol. 1990;7:1-10.

Fabré VC, Lear S, Reichlin M, et al. Twenty percent of
biopsy specimens from sun-exposed skin of normal young
adults demonstrate positive immunofluorescence. Arch
Dermgtol. 1991;127:1006-1011.

Izumi T, Tajima S,/Harada R, et al. Reticular erythema-
tous \mucinosis,, syndrome;: glycosaminoglycan /synthesis
by fibroblasts and abnorimal responsé to interleukin-1p.
Dermatology. 1996;192:41-45.

Zaki I, Shall L, Millard LG. Reticular erythematous
mucinosis syndrome and a monoclonal IgG kappa para-
protein—is there an association? Br ] Dermatol. 1993;129:
347-348.

Braddock SW, Davis CS, Davis RB. Reticular erythema-
tous mucinosis and thrombocytopenic purpura. report of a
case and review of the world literature, including plaque-
like cutaneous mucinosis. ] Am Acad Dermatol. 1988;19(5,
pt 1):859-868.

Del Pozo ], Pefia C, Almagro M, et al. Systemic lupus
erythematosus presenting with a reticular erythematous
mucinosis-like condition. Lupus. 2000;9:144-146.

Dias ED, Schetinne AP, Lima IC, et al. REM syn-
drome associated with systemic lupus erythematosus
and hypotiroidism. An Bras Dermatol. 2005;80(suppl
3):8376-S379.

Dijkmans BA, Bergman W, Eulderink F et al. Reticular
erythematous mucinosis syndrome in a patient with poly-
arthritis. Acta Derm Venereol. 1986;66:442-445.

Sidwell RU, Francis N, Bunker CB. Hormonal influ-
ence on reticular erythematous mucinosis. Br ] Dermatol.

2001;144:633-634.

VOLUME 93, MARCH 2014 E23

Copyright Cutis 2014. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.



Case | etter

21.

22.

23.

24.

25.

26.

McFadden N, Larsen TE. Reticular erythematous muci-
nosis and photosensitivity: a case study. Photodermatol.
1988;5:270-272.

Morison WL, Shea CR, Parrish JA. Reticular erythema-
tous mucinosis syndrome. report of two cases. Arch
Dermatol. 1979;115:1340-1342.

Rongioletti F, Rebora A. Cutaneous mucinoses: micro-
scopic criteria for diagnosis. Am ] Dermatopathol.
2001;23:257-2617.

Leon-Mateos A, Ginarte M, Leén L, et al. Reticular ery-
thematous mucinosis (REM) with telangiectasias associ-
ated with essential thrombocytosis and lung carcinoma.
Eur ] Dermatol. 2005;15:179-181.

Bulengo-Ransby SM, Ellis CN, Griffiths CE, et al. Failure
of reticular erythematous mucinosis to respond to cyclo-
sporine. ] Am Acad Dermatol. 1992;27(5, pt 2):825-828.
Sudrez-Amor O, Pérez-Bustillo A, Gonzilez-Mordan MA,
et al. Reticular erythematous mucinosis: partial response
to treatment with topical tacrolimus [in Spanish]. Actas

Dermosifiliogr. 2010;101:105-106.

E24 CUTIS®

Copyright Cutis 2014. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.

27.

28.

29.

30.

31.

32.

Rubegni P, Sbano P, Risulo M, et al. A case of reticular
erythematous mucinosis treated with topical tacrolimus.
Br ] Dermatol. 2004;150:173-174.

Mansouri P, Farshi S, Nahavandi A, et al. Pimecrolimus
1 percent cream and pulsed dye laser in treatment of a
patient with reticular erythematous mucinosis syndrome.
Dermatol Online J. 2007;13:22.

Greve B, Raulin C. Treating REM syndrome with the
pulsed dye laser. Lasers Surg Med. 2001;29:248-251.
Yamazaki S, Katayama I, Kurumaji Y, et al. Treatment
of reticular erythematous mucinosis with a large dose of
ultraviolet B radiation and steroid impregnated tape. ]
Dermatol. 1999;26:115-118.

Miyoshi K, Miyajima O, Yokogawa M, et al. Favorable
response of reticular erythematous mucinosis to ultraviolet
B irradiation using a 308-nm excimer lamp. ] Dermatol.
2010;37:163-166.

Meewes C, Henrich A, Krieg T, et al. Treatment of reticu-
lar erythematous mucinosis with UV-A1 radiation. Arch

Dermatol. 2004;140:660-662.

WWW.CUTIS.COM





