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ABSTRACT

Immunoglobulin  G4-related disease (IgG4-RD) is a very rare and litle known sclerosing
inflammatory disease of recent individualization.

Cutaneous manifestations during IgG4-RD are very rare. They are described as “infrequent” and
“‘uncommon” by the majority of authors, and are often reported as sporadic clinical cases.

We report the original observation of isolated and polymorphic skin involvement of the head and
neck as manifestation of IgG4-related disease relapse in 68-year-old man.

Our observation is distinguished by the polymorphism of skin lesions, the isolated nature of skin
involvement (without associated involvement of other organs), and the association of lesions with
different ethiopathogenic mechanisms.
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1. INTRODUCTION

Immunoglobulin G4-related disease (IgG4-RD) is
a very rare and little known sclerosing
inflammatory disease of recent individualization
[1-3]. Indeed, its first description is attributed to

Hamano H et al, who in 2003 noted the
association of high levels of serum
Immunoglobulin G4 (IgG4) with Lympho-

plasmacytic sclerosing pancreatitis/ autoimmune
pancreatitis [2].

The name IgG4-RD was subsequently proposed
by Kamisawa T et al, to define the new
clinicopathological entity associating: multiple
organs fibroinflammatory  sclerosis, tissue
infiltration of IgG4 + plasma cells, and high levels
of circulating 1gG4 [4].

Recently, in 2011, Umehara clinical, laboratory,
and histologic criteria were proposed to facilitate
and harmonize the diagnosis of this disease [3].
These criteria include: Diffuse or localized
swelling or masses in single or multiple organs,
elevated serum IgG4 concentration (2135
mg/dL), and histopathological examination
showing marked lymphocyte and plasma cell
infiltration, fibrosis, and infiltration of IgG4 +
plasma cells (ratio of IgG4+ to IgG+ cells greater
than 40% and greater than 10 IgG4+ plasma
cells/high-power field). Definite cases of IgG4-RD
must meet all 3 criteria [3].

The exact prevalence of this disease remains
very difficult to estimate because of its extreme
rarity; a Japanese epidemiological study
suggested a prevalence of 0.28-1.08/100,000H
[3].

Cutaneous manifestations during 1gG4-RD are
very rare [6-8]. They are described as
“infrequent” and “uncommon” by the majority of
authors [9,10], and are often reported as
sporadic clinical cases [7,11-14].

We report the original observation of isolated and
polymorphic skin involvement as manifestation of
IgG4-related disease relapse in 68-year-old man,
highlighting the importance of the dermatological
examination in any patient followed for this
disease.

2. CASE REPORT

68-year-old Tunisian man, with known IgG4-RD
diagnosed for four years, was explored for
cutaneous lesions of the head and neck evolving

16

for two weeks and not improved by symptomatic
treatment.

Initial diagnosis of IgG4-RD was made in
front of localized retroperitoneal fibrosis,
mesenteric panniculitis, fibrous thyroiditis, serum
IgG4 concentration at 255 mg/dL, and

histopathological examination of retroperitoneal
fibrous biopsy showing compatible lesions:
marked 1gG4+ plasma cell infiltration, storiform
fibrosis, and obliterative venulitis. He was treated
with systemic steroid for two years with favorable
outcome.

Three months after the patient inadvertently
stopped his treatment; the skin lesions began to
appear on the scalp and the neck, with annoying
pruritus, and did not improve with symptomatic
treatments.

The somatic examination showed multiple diffuse
erythematous and infiltrated plaques on the scalp
(Fig. 1) associated with some crusty lesions
(Fig. 2), purplish nodular lesions on the nape of
the neck (Fig. 3), and bilateral retroauricular
ulcerative psoriasiform lesions (Fig. 4). The rest
of the somatic examination was without
abnormalities, in particular there were no
visceromegalies, palpable masses, or peripheral
lymphadenopathy.

Biology showed stigma of chronic inflammation
with erythrocyte sedimentation rate at 88
mmH1, C-reactive protein at 10 mg/l, polyclonal
hypergammaglobulinemia at 22 g/, and
normochrome normocytic anemia at 10.5g/dl.

The other basic laboratory tests were within

normal limits: Leukocytes, neutrophils,
lymphocytes, platelets, blood glucose,
transaminases, creatinine, calcemia, serum

ionogram, muscle enzymes, lipid parameters,
and thyroid hormones.

The abdominopelvic ultrasound and
thoracoabdominopelvian computed tomography
were without significant abnormalities.

Anatomopathological examination of a biopsy of
a nodular lesion of the nape confirmed the
infiltration by IgG4+ plasma cells without signs of
malignancy or granulomatosis.

The immunological assessment revealed high
level of serum IgG4 at 185 mg/dL, negative anti-
nuclear, anti-double-stranded DNA, and anti-
thyroid antibodies.
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Fig. 1. Multiple erythematous scalp plaques

Fig. 2. Multiple nodular and crusted lesions of the scalp
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Fig. 3. Multiple nodular lesions of the neck

Fig. 4. Bilateral retroauricular psoriasiform lesions
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Investigations for other specific visceral
infiltration of 1IgG4-RD were negative. Thus, the
diagnosis of a relapse of 1IgG4-RD with isolated
cutaneous presentation was retained.

The patient was treated with systemic
glucocorticoids at the dose of 1mg/kg/day for four
weeks followed by progressive decrease with
favorable evolution: rapid disappearance of
pruritus and skin lesions, and normalization of
biological parameters of inflammation. No
recurrence has been noted for two years.

3. DISCUSSION

The cutaneous manifestations of IgG4-RD are of
recent recognition; they therefore remain
underdiagnosed and poorly defined [6-8]. Their
frequency varies from 4.2 to 6.2% depending on
the series and the ethnic groups [10,15]; the
majority of observations are reported as sporadic
clinical cases [7,11-14], and the last systematic
literature review of 2019 identified only 52 cases
of cutaneous involvement during 1IgG4-RD [6].

Exceptionally skin involvement may be the first
manifestation revealing the disease [16,17].
Similarly, it may be the only clinical presentation
of the disease (skin limited IgG4-RD) [18].

The cutaneous manifestations of 1gG4-RD
are very polymorphic and sometimes very
difficult to diagnose. The recent work of Tokura Y
et al, categorized seven subtypes of skin
lesions associated to 1gG4-RD: Cutaneous
plasmacytosis, pseudolymphoma and
angiolymphoid hyperplasia with eosinophilia,
Mikulicz ~ disease, psoriasis-like  eruption,
unspecified maculopapular or erythematous
eruptions, hypergammaglobulinaemic purpura
and urticarial vasculitis, and ischaemic digit [8].

The exact etiopathogenesis of these
manifestations is not yet fully understood [6,8]. It
appears to be multifactorial, involving, in addition
to direct infiliration of the skin by the IgG4+
plasma cells characteristic of the disease, local
inflammation mediated by the IgG4, and immune
dysfunction [8,19,20]. According to Tokura's
classification, the first three subtypes are induced
by direct infiltration of the skin by IgG4+ plasma
cells, while the other types are caused by
inflammatory and immunological mechanisms

(8]

The head and neck localizations are the most
frequent and the most characteristic of the
disease [7,11,21].
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The prognosis for these skin disorders is usually
favorable [11]. They respond quickly to systemic
corticosteroid therapy [6,7,11]. In rare cases of
corticosteroid resistance, thalidomide [18],
azathioprine [6], and anti-CD20 antibodies
(particularly rituximab) [22] may be successfully
used.

4. CONCLUSION

Skin manifestations during 1gG4-RD are rare,
litle known, and still largely underdiagnosed.
They represent a real diagnostic challenge,
particularly in cases where the cutaneous
presentation remains isolated or initiates the
disease. A better knowledge of these
manifestations is necessary for health
professionals to allow rapid diagnosis and
appropriate management of the disease. Our
observation is distinguished by the polymorphism
of skin lesions, the isolated nature of skin
involvement (without associated involvement of
other organs), and the association of lesions with
different ethiopathogenic mechanisms.

Likewise, dermatological examination is
recommended in any patient previously
diagnosed with IgG4-RD in front of any sign of
relapse.

CONSENT

Oral and written Informed consent was obtained
from the patient.

ETHICAL APPROVAL
It is not applicable.
COMPETING INTERESTS

Authors have declared that

interests exist.

REFERENCES

no competing

1. Hirabayashi K, Zamboni G. IgG4-related
disease. Pathologica. 2012;104(2):43-55.
Hamano H, Kawa S, Horiuchi A, Unno H,
Furuya N, Akamatsu T, et al. High serum
IgG4 concentrations in patients with
sclerosing pancreatitis. N Engl J Med.
2001;344(10):732-738.

Umehara H, Okazaki K, Masaki Y, Kawano
M, Yamamoto M, Saeki T, et al
Comprehensive diagnostic criteria for
IgG4-related disease (IgG4-RD) 2011.
Mod Rheumatol. 2012;22(1):21-30.

2.



10.

11.

12.

13.

Bouomrani and Masmoudi; AJRDES, 3(2): 15-20, 2020; Article no.AJRDES.58481

Kamisawa T, Funata N, Hayashi Y, Eishi
Y, Koike M, Tsuruta K, et al. A new
clinicopathological entity of IgG4-related
autoimmune disease. J Gastroenterol.
2003;38(10):982-4.

Umehara H, Okazaki K, Masaki Y, Kawano
M, Yamamoto M, Saeki T, et al. A novel
clinical entity, IgG4-related disease
(IgG4RD): General concept and details.
Mod Rheumatol. 2012;22(1):1-14.

Shenoy A, Mohandas N, Gottlieb A.
Cutaneous and systemic IgG4-related
disease: a review for dermatologists.
Dermatol Online J. 2019;25(6).

pii: 13030/qt9w91m8dz

Charrow A, Imadojemu S, Stephen S,
Ogunleye T, Takeshita J, Lipoff JB.
Cutaneous manifestations of 1gG4-related
disease (RD): A systematic review. J Am
Acad Dermatol. 2016;75(1):197-202.
Tokura Y, Yagi H, Yanaguchi H, Majima Y,
Kasuya A, lto T, et al. IgG4-related skin
disease. Br J Dermatol. 2014;171(5):959-
67.

Chang J, Zhang W. Infrequent organ
involvement of IgG4-related diseases: A
literature review. Clin Rheumatol. 2018;
37(5):1153-1159.

Lin W, Lu S, Chen H, Wu Q, Fei Y,
Li M, et al. Clinical characteristics of
immunoglobulin  G4-related disease: A
prospective study of 118 Chinese patients.

Rheumatology  (Oxford). 2015;54(11):
1982-90.
Bhatti RM, Stelow EB. IgG4-related

disease of the head and neck. Adv Anat
Pathol. 2013;20(1):10-6.

Shakeri A, Kindley KJ, Noland MM, Gru
AA. IgG4-Related Skin Disease Presenting
as a Pseudolymphoma in a White
Adolescent Girl. Am J Dermatopathol.
2019;41(9):675-679.

Tous-Romero F, Navarro-Cutillas V,
Lopez-Medrano F, Rodriguez-Peralto JL,
Postigo-Llorente C. IgG4-related disease
with skin, submaxillary and pulmonary

14.

15.

16.

17.

18.

19.

20.

21.

22.

involvement. J Dtsch Dermatol Ges. 2018;
16(7):920-922.

Kondo M, Yamamoto S, Goto H, Nara Y.
Nodules behind the ears: IgG4-related skin
disease. Br J Dermatol. 2016;175(5):1056-
1058.

Zhang PP, Zhao JZ, Wang M, Feng RE,
Liu XW, Lai XM, et al. The clinical
characteristics of 346 patients with IgG4-
related disease. Beijing Da Xue Xue Bao
Yi Xue Ban. 2016;48(6):1074-1076.

Lu PH, Shih LY, Yang CH, Kuo
TT. Cutaneous plasmacytosis: A
clinicopathologic study of 12 cases
in Taiwan revealing heterogeneous
underlying causes. Int J Dermatol. 2015;
54(10):1132-7.

Yamada K, Hamaguchi Y, Saeki T, Yagi K,
Ilto N, Kakuchi Y, et al. Investigations of
IgG4-related disease involving the skin.
Mod Rheumatol. 2013;23(5):986-993.
Ingen-Housz-Oro S, Ortonne N, Elhai M,
Allanore Y, Aucouturier P, Chosidow O.
IgG4-related skin disease successfully
treated by thalidomide: A report of 2 cases
with emphasis on pathological aspects.
JAMA Dermatol. 2013;149(6):742-7.

Zhang X, Zhang P, Li J, He Y, Fei Y, Peng
L, et al. Different clinical patterns of 1IgG4-
RD patients with and without eosinophilia.
Sci Rep. 2019;9(1):16483.

Divatia M, Kim SA, Ro JY. IgG4-related
sclerosing disease, an emerging entity: A
review of a multi-system disease. Yonsei
Med J. 2012;53(1):15-34.

Bennett AE, Fenske NA, Rodriguez-
Waitkus P, Messina JL. IgG4-related skin
disease may have distinct systemic
manifestations: A systematic review. Int J
Dermatol. 2016;55(11):1184-1195.

Jalilian C, Prince HM, McCormack C, Lade
S, Cheah CY. IgG4-related disease with
cutaneous manifestations treated with
rituximab: case report and literature
review. Australas J Dermatol. 2014;55(2):
132-6.

© 2020 Bouomrani and Masmoudi; This is an Open Access article distributed under the terms of the Creative Commons
Attribution License (http.//creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction
in any medium, provided the original work is properly cited.

Peer-review history:
The peer review history for this paper can be accessed here:
http://www. sdiarticle4.com/review-history/58481

20



