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Papulonodular Lesions in Photo Exposed Areas as First Manifestation
of IgG4-Related Disease
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Abstract- 1gG4-related disease (IgG4-RD) or IgG4 syndrome is a chronic inflammatory condition
of presumed autoimmune etiology, affecting mainly men in their sixth decade of life. It has a
good prognosis following instituted treatment and is characterized by infiltration of 1gG4 +
plasma cells, predominantly in the pancreas, bile duct, lymph nodes, kidneys, retroperitoneum,
lungs and salivary, parotid, submandibular and lacrimal glands. Skin manifestations of IgG4
syndrome are uncommon but should be known to the dermatologist. This report details a rare
case of IgG4 syndrome involving cutaneous and lymph nodes.

A 53-year-old woman described a 15-year history of erythematous and pruritic papulo-
nodular lesions, mostly in photoexposed areas of the face, neck and upper limbs. She explained
that the lesions evolved with ulceration, healing and residual dyschromia. Furthermore, she
reported relapsing lymphadenomegaly 2 years ago, primarily in the cervical, axillary and inguinal
chains.
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Papulonodular Lesions in Photo Exposed Areas
as First Manifestation of lgG4-Related Disease

Araljo FM ®, Paula CDR®, Veridiano F. A.°, Takano G. H. S.° & Costal. M. C ¥

Abstract- 1gG4-related disease (IgG4-RD) or IgG4 syndrome
is a chronic inflammatory condition of presumed autoimmune
etiology, affecting mainly men in their sixth decade of life. It
has a good prognosis following instituted treatment and is
characterized by infiliration of IgG4 + plasma cells,
predominantly in the pancreas, bile duct, lymph nodes,
kidneys, retroperitoneum, lungs and salivary, parotid,
submandibular and lacrimal glands. Skin manifestations of
IgG4 syndrome are uncommon but should be known to the
dermatologist. This report details a rare case of IgG4
syndrome involving cutaneous and lymph nodes.

A 53-year-old worman described a 15-year history of
erythematous and pruritic papulo-nodular lesions, mostly in
photoexposed areas of the face, neck and upper limbs. She
explained that the lesions evolved with ulceration, healing and
residual dyschromia. Furthermore, she reported relapsing
lymphadenomegaly 2 years ago, primarily in the cervical,
axillary and inguinal chains.

On examination, erythematous papulonodular lesions
were observed in the frontal, temporal, malar, cervical and
upper limb regions. Additionally, there were palpable, mobile
and fibroelastic lymph nodes of 1-4cm, some of which were
confluent and forming a mass effect, present in the right
axillary, left axillary, cervical and inguinal chains, bilaterally.

A lymph node biopsy showed reactionary
lymphadenopathy, without evidence of neoplasia. The skin
biopsy revealed an epidermis with pseudoepitheliomatous
hyperplasia and dermal inflammatory infiltrate, consisting
mainly of lymphocytes, plasmocytes and histiocytes.

The immunohistochemistry of the cutaneous lesion
was positive for CD138 plasmacyte antigen, with over 30 IgG4
+ plasma cells/high power field. Other complementary exams
showed: total IgG 2130 mg/dL, IgG4 562mg/dL.

Thus, the diagnosis made was IgG4-related disease.
Prednisone was started at a dose of 40mg/day, resulting in
improvement in the lymph nodes and skin lesions.

Skin is rarely involved in IgG4 syndrome. Previous
studies identified skin lesions in 4.2% of 118 Chinese patients
and in 6.3% of 80 Japanese patients, respectively. These
lesions present as nodules, papules or plagues that may be
pruritic, preferentially affecting the head and neck, and less
commonly, the trunk and extremities. Differential diagnoses
include nodular prurigo, rosacea, angiolymphoid hyperplasia
with  eosinophilia, xanthogranulomas and cutaneous
lymphomas.

Lymphadenopathy is often present in IgG4 syndrome
and may manifest in only one chain or be generalized.
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Cutaneous involvement is strongly associated with lymph
nodes (in 46% of cases), as was the case in this patient.

One diagnostic model proposed encompasses 3
pillars: 1) clinical criterion characterized by swelling or mass
affecting one or more organs; 2) serum IgG4 levels >
135mg/dl; 3) histological criterion with lymphoplasmacytic
infiltrate and fibrosis, along with a percentage of IgG4+
plasma cells/lgG+ plasma cells >40% and over 10 IgG4 +
plasma cells/high power field. The presence of the three
criteria confirms the diagnosis, the satisfaction of criteria 1
and 3 makes the case probable, while the fulfilment of criteria
1 and 2 indicates a possible case. Our patient met all 3
criteria, leading to a definitive diagnosis of IgG4 related
disease.

Systemic corticosteroids are the first line of therapy,
administered at a dose equivalent to 0.6mg/kg/day of
prednisone in remission, and at lower doses for maintenance.
Alternatives  to  corticosteroids  include  azathioprine,
methotrexate and mycophenolate. Recently, Rituximab (anti-
CD20) was associated with reduced disease activity.

This instance of IgG4 syndrome manifested clinically
in a female, with cutaneous and lymph node involvement. We
emphasize that, faced with papulonodular lesions and large
masses of adenomegaly, skin biopsy can be a valuable and
accessible tool to diagnose IgG4 syndrome, ruling out
neoplasms, avoiding inappropriate management and late
diagnosis.

Keywords: igG4-related disease; dermatology.

I. CASE REPORT

a) Introduction
gG4-related disease (IgG4-RD), also called 1gG4
syndrome or IgG4-associated disease, is a chronic
inflammatory condition of presumed autoimmune
etiology. It is characterized by the potential for IgG4+
plasma cell infiltration in various tissues and can affect
many organs, although the incidence and prevalence
have not been established1. Classically, it is described
in men — 3 to 4 men for every woman — on average in
the sixth decade of life, although rare cases have been
identified in other age groups, including children.?®
The disease was first described in the pancreas
and was called Ilymphoplasmacytic pancreatic
sclerosis4. In addition to the pancreas, other sites have
common involvement such as lymph nodes, bile duct,
salivary gland, parotid gland, submandibular gland,
lacrimal gland, kidney, retroperitoneum and lung."®
The prognosis of patients with IgG4-related
disease tends to be good after treatment, with mortality
being an unexpected event. Complications and
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functional organ failure due to fibrosis are related to
delays in diagnosing the disease.

This disease has been better understood in
recent years and, as a potential cause of morbidity, it
must be known by the doctor so that there is clinical
suspicion, correct diagnosis and appropriate manage-
ment. In this context, the aim of this paper is to report a
case of IgG4-associated disease with cutaneous and
lymph node involvement, and to discuss it on the basis
of the literature.

b) Clinical Case

A 53-year-old female patient came for medical
assessment complaining of severe pain, difficulty
mobilizing her right upper limb and lymphadenomegaly
in the right axillary region with phlogistic signs for 10
days. Associated with her current condition, she
reported an unmeasured fever, hyporexia and a loss of
approximately 4 kg over the period.

He said that in the last two years he had seen a
sudden increase in several lymph nodes, mainly in the
cervical, axillary and inguinal chains, which had
regressed after taking antibiotics and corticosteroids.
However, she said that the current condition was the
most intense she had experienced so far.

He also reported skin lesions mainly on the
face, trunk, and upper limbs for 15 years. He reported
that the lesions were erythematous, papulo-nodular and
pruritic, which often evolved with ulceration, scarring,
and residual dyschromia. Previous biopsies of the skin
lesions  suggested a diagnosis of rosacea,
polymorphous eruption in the light and nodular prurigo.
Noteworthy, in her history, she reported treatment for
American  Tegumentary Leishmaniasis with  skin
involvement 2 years ago and reported having systemic
arterial hypertension.

Physical examination in the right axillary region
revealed multiple enlarged and confluent lymph nodes,
forming a mass of approximately 5 cm in its largest
diameter. Presence of associated heat, redness, and
edema. Impression of mobile and fibroelastic lymph
nodes varying in size from approximately 1 to 3 cm
without associated phlogistic signs, palpable in the left
axillary, cervical and inguinal regions bilaterally. In
addition, erythematous papulo-nodular lesions were
present mainly on the face and neck, and to a lesser
extent on the neck, trunk and limbs, the latter also
showing a marked presence of residual dyschromia.

The patient underwent tests for diagnostic
investigation, considering the hypotheses of lympho-
proliferative ~ neoplasia,  ganglionic  tuberculosis,
histoplasmosis and paracoccidioidomycosis.

Computed tomography of the chest showed the
presence of confluent lymphadenomegaly in the right
axillary chain, forming a mass with a center of necrotic,
measuring approximately 56 x 40 mm in their largest
diameters. Other non-confluent lymph nodes of
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increased size were observed in the ipsilateral axillary
chain, left axillary chain and retroperitoneum. Abdominal
CT scans showed prominent lymph nodes in the
common iliac chain and bilateral inguinal nodes.

The following were negative: blood culture;
culture for mycobacteria and fungi in lymph node
aspirates;  serology for  paracoccidioidomycosis,
histoplasmosis and coinfections; non-reactive PPD.

The skin biopsy of the right axillary region
showed epidermis  with  pseudoepitheliomatous
acanthosis, a dense inflammatory infiltrate made up of
lymphocytes, plasma cells and histiocytes, permeated
by some neutrophils and rare osinophils in the dermis.
No parasites were found in the skin fragment evaluated.
An excisional biopsy of the right inguinal lymph node
showed reactive lymphadenopathy with a pattern of
follicular and paracortical hyperplasia, with no evidence
of neoplasia.

Other complementary tests were requested,
including total IgG 2130 mg/dL; IgG4 562 mg/dL;
rheumatoid factor 28.8 Ul/ml; and C4: 5.75 mg/dl; FAN
1:640 homogeneous pattern; anti Sm negative; anti-Dna
negative; anti-SSA negative; anti SSb: negative.

Based on the patient's history of recurrent
lymphadenomegaly, t h e presence of papulo-nodular
lesions with a chronic course, a skin biopsy with
lymphoplasmocytic infiltrate and an increase in IgG4,
the hypothesis of a disease was put forward related to
IgG4. Immunohistochemistry of the previous biopsy
taken from the right axillary region was requested. The
immunohistochemistry was positive for CD138, a
plasma cell antigen. There were more than 30 IgG4 cells
per high magnification field, which corroborated the
diagnosis of IgG4-related disease with lymph node and
skin involvement.

In this context, to induce remission, the decision
was made to introduce corticosteroids at a dose of 40
mg/day of prednisone, with a good clinical response
and initial regression of the lymphadenopathy and skin
lesions. However, when the steroid dose was reduced,
the patient's skin lesions and lymphadenopathy tended
to recur, preventing complete withdrawal. Therefore, two
cycles of Rituximab 1,000 mg were carried out with a 15-
day interval between them, with the aim to avoid the side
effects of prolonged corticosteroid use. The patient
progressed with an excellent response to the
immunobiologic. The corticosteroid was completely
withdrawn. Rituximab was maintained every 6 months
for control.

c) Discussion

The pathogenesis of IgG4-related disease is not
yet fully understood, but it is presumed to be an
autoimmune disease. Some autoantigens have already
been proposed, such as galectin 3, laminin 111 and
annexin A11, but further studies need to be carried out
to better confirm this6-8. The CD4 + cytotoxic T
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lymphocyte appears to be of fundamental importance
in the pathogenesis, being found in large numbers
scattered among the lesions of the affected organs9.
Through the production of granzyme B, perforin, IL1,
TGF beta and gamma interferon, CD4 + cytotoxic T
cells appear to act on the fibrosis often present in this
disease10. Another cell that has ained importance in the
pathogenesis are T Helper follicular (Thf) cells, which
help in the differentiation of B cells. Thf cells are
increased in affected tissue and in peripheral blood, the
concentration of which is related to disease activity'.

Currently, it is postulated that the TH2 response,
previously considered the main pathway in the etiology
of 1gG4 syndrome, plays a marginal role in the
pathogenesis of the disease and is seen more
frequently in atopic patients12. It should be noted that
IgG4 syndrome has been better understood and studied
recently, so it is believed that new discoveries regarding
pathogenesis will occur over time.

It is described in the literature that 1gG4
syndrome, in addition to organ involvement, can present
non-specific subacute symptoms and influence the
patient's general condition5. Furthermore, it usually
involves two or more organs, which can be impacted
synchronously or metachronously1. The skin is not a site
commonly involved in IgG syndrome4. Skin lesions were
found in 4.2% of patients in a study of 118 Chinese
affected by the disease and in 6.3% in a study of 80
Japanese patients13,14 In the case described, the
affected sites were the skin and lymph nodes, in
addition to nonspecific symptoms such as malaise and
loss of weight were present, characterizing involvement
beyond the specific organ.

Lymphadenopathy is commonly present in IgG-
related disease4 and can be generalized or localized.
Generally, the lymph nodes do not grow more than 2 cm
nd patients remain afebrile’. Lymph node involvement
is typically observed together with other clinical findings
of the syndrome but may be the initial or only
manifestation of the syndrome'®. The mediastinal, hilar,
intra-abdominal and axillary chains are the main sites of
lymph node involvement, and multiple lymph node
chains are usually impacted'.

The clinical picture of skin involvement is poorly
described compared to that of other classically affected
organs. However, when present, skin lesions present as
nodules, papules or plagues which may be pruritic,
preferentially affecting the head and neck and, less
commonly, the trunk and extremities'. Skin involvement
is strongly associated with lymph nodes -in 46% of
cases-; lacrimal glands -in 33.3%-; orbit -in 30%-; and
salivary glands -in 53%-. Autoimmune pancreatitis, on
the other hand, is less common than is usually found in
cases with cutaneous involvement'®.,

Other differential diagnoses include skin lesions
that can mimic nodular prurigo, rosacea, angiolymphoid
hyperplasia with eosinophilia, xanthogranulomas and

cutaneous lymphomas19 . Lymph node enlargement is
often confused with lymphoma, sarcoidosis, multicentric
Castleman's disease or other malignancies5. Therefore,
a correct diagnosis is essential, excluding malignancies,
so that the patient can have better clinical management
and avoid unnecessary treatment.

In the case described, for both the cutaneous
and lymph node involvement, different diagnostic
hypotheses were previously proposed until the correct
diagnosis was reached. The skin lesions had previously
been diagnosed as nodular prurigo, polymorphous light
eruption and rosacea, which is part of the differential
diagnosis reported in the literature. On the other hand, in
the differential diagnosis of lymph node involvement, the
lymphoproliferative neoplasms have been suggested,
as well as infectious diseases with lymph node
involvement. Against this backdrop, it is important to
know more about the syndrome 1gG4 so that it can be
better understood, enabling clinical suspicion and early
diagnosis.

In 2019, the American College of Rheumatology
submitted a classification and criteria for the diagnosis
of IgG4-related disease. Until then, the proposed criteria
were based on three pillars: 1) characteristic clinical
criterion of swelling or mass with involvement of one or
more organs; 2) hematological criterion with presence of
serum IgG4 > 135 mg/dL; 3) histological criterion with
presence of lymphoplasmocytic infiltrate and fibrosis
added to a ratio of IgG4+/igG+ plasma cells greater
than 40%, in addition to the visualization of more than 10
lgG4+ plasma cells per high magnification field18 . The
presence of criteria 1, 2 and 3 confirms the diagnosis,
the presence of criteria 1 and 3 makes the case
probable and the presence of criteria 1 and 2 makes the
case possible. Therefore, it should be emphasized that
an increase in serum IgG4 levels is not necessary or
specific for the diagnosis 20, 21. Although histo-
pathology is considered by some authors to be the gold
standard test, it should not be evaluated in isolation
from the context of a patient with clinical signs
suggestive of IgG4- associated disease.?'

In skin or lymph node biopsies, you dont
necessarily find all the classic histopathological findings.
The expected findings described in the literature include
a dense lymphoplasmocytic infiltrate rich in IgG4,
obliterative phlebitis and storiform fibrosis. However,
these findings can vary according to the organ affected
and the patient. Histopathology of the skin usually
shows a lymphoplasmacytic infiltrate in the dermis
and/or subcutaneous tissue, with perivascular and
perianexial involvement. Obliterative phlebitis and a
storiform pattern of fibrosis are rarely present. The lymph
nodes also often don't show the clinical signs described,
such as storiform fibrosis 15,21.

In the case of the patient under study, the skin
and lymph node biopsies did not show the 3 classic
findings. The lymph node biopsy was able to rule out
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evidence of malignancy and the infectious diseases
considered. The histological criteria were better met with
a skin biopsy of the right axillary region, which showed a
significant lymphoplasmocytic infiltrate. Subsequently,
this biopsy Immunohistochemistry was carried out on
the skin, which revealed positivity for CD138 plasma cell
antigen and more than 30 IgG4+ cells per high
magnification field.

Imaging tests can help to corroborate clinical
and histopathological suspicions, elucidate the
involvement of the disease, and are useful for better
choosing biopsy sites and helping with patient follow-
up. These tests include ultrasound (USG), computed
tomography (CT), magnetic resonance imaging (MRI)
and positron emission tomography (PET-CT)*%. As it is a
disease with the potential to affect several organs, the
active search for other affected sites should be
encouraged. In the case studied, the CT scan was of
great importance as it revealed the involvement of
numerous lymph node chains, although the presence of
the disease in organs other than the skin and lymph
nodes was not found.

In 1gG4-associated disease, some comple-
mentary tests may be found to be positive more often
than in the general population. These include those that
are frequently positive — in more than 50% of cases —
which can be increased IgG4, IgG or IgE; those that are
commonly positive — found in 25 to 50% of cases —
such as FAN, rheumatoid factor and complement drop;
and those that are uncommon — in less than 25% of
cases, such as increased CRP'. In the case under study,
the patient had an increase i n serum IgG and IgG4, a
FAN pattern of 1/640 (homogeneous) and a drop in C4,
which is in line with what has been reported in the
literature without this meaning another disease.

Other studies defend the importance of plasma
blasts, which are an oligoclonal population of CD19+
CD20- CD27+ CD38+, precursors of tissue antibodies.
Plasma cells are increased in active disease, which can
be seen using flow cytometry. For some authors, the
plasma blast count correlates with the activity of the
disease and, with the When treatment is started, the
value decreases and, in the presence of relapses, the
value increases more reliably than IgG4 levels*®. The
plasma blast count, however, is not universally available
in practice and, for the same reason, could not be
carried out on the patient reported.

The criteria proposed by the American College
of Rheumatology (ACR) and the European Alliance of
Associations for Rheumatology (EULAR) in 2019
establish the need for involvement of an organ typically
affected in the syndrome, exclusion of other etiologies
for the case and laboratory evidence of IgG4-RD
(serological, histological, imaging)?’. Our patient had
lymph node and skin involvement. As already
mentioned, the skin is not a frequently affected organ.
On the other hand, lymph node involvement is frequent,
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as is skin involvement associated with lymph node
involvement '8,

With regard to treatment, a consensus supports
the idea that systemic corticosteroids, when indicated,
are the first line of therapy for inducing remission.
Generally, the equivalent prednisone dose of 0.6
mg/kg/day is given initially, and lower doses can be
administered in  maintenance therapy to prevent
relapses when necessary. Azathioprine (2 mg/kg/day),
Mycophenolate (up to 2.5g/day) and other immune-
suppressants appear as second-line treatment with the
aim of maintaining remission and avoiding the damage
secondary to prolonged steroid use®'®. Although
corticosteroid sparing agents are frequently used in
cases of autoimmune pancreatitis and sclerosing
cholangitis related to IgG4 syndrome, more studies
need to be carried out to better evaluate the efficacy of
these medications #3242

Rituximab (anti-CD20) has recently been
reported as a promising treatment for IgG4-associated
disease, probably acting on plasma blasts, reducing
IgG4 production and disease activity >'°. An intravenous
dose of 1 g every 15 days for a total of 2 doses is the
dose initially suggested for Rituximab, which has been
shown to be effective both in inducing remission and in
maintenance .

[I. CONCLUSION

Based on the theoretical arguments discussed,
it can be concluded that this was a case of IgG4-related
disease that manifested itself clinically with involvement
skin and lymph nodes. The diagnosis was made by
combining clinical, histopathology, immunohisto-
chemistry and other findings in blood and imaging tests.
As this entity has only recently been described in the
literature, much remains to be discovered about the
pathogenesis, management and long-term outcome of
patients with this disease. Therefore, further studies are
needed to gain a better understanding of igG4- related
disease.

With this case, we emphasize that in the case of
papulonodular  lesions and large masses of
adenomegaly, skin biopsy can be a valuable and easily
accessible tool for diagnosing IgG4 syndrome, ruling
out neoplasms, avoiding inappropriate management or
a late diagnosis.



PAPULONODULAR LESIONS IN PHOTO EXPOSED AREAS AS FIRST MANIFESTATION OF IGG4-RELATED DISEASE

[1I. ATTACHMENTS

B D

Fig. 1: (A and B) Presence of erythematous papulo-nodular lesions affecting the face and cervical region; (C)
Presence of papulo-nodular lesions affecting the neck and evidence of post inflammatory hypochromia lesions in
the same topography; (D) Predominance of residual dyschromia on the back.
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C

Fig. 2: (A) Extent of skin involvement with a predominance of residual dyschromias; (B) Evidence of
lymphadenomegaly with mass effect in the left axillary chain; (C) Lymph node biopsy site in the right inguinal
chain.
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Fig. 3: (A) CT scan of the right axillary region showing confluent lymph nodes forming a mass with a necrotic
center measuring approximately 56 x 40mm in its largest diameters; (B and C) CT scan showing lymphadenopathy
in chains in the right inguinal region and the right common iliac region respectively.
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AB

Fig. 4: Reactive lymphadenopathy with a pattern of follicular and paracortical hyperplasia, with no evidence of
neoplasia

Fig. 5: (A) Lower magnification showing epidermis with irregular pseudoepitheliomatous acanthosis; (B and C)
Dense inflammatory infiltrate made up predominantly of lymphocytes, plasma cells and histiocytes, permeated by
some neutrophils and rare eosinophils, with no signs of parasites
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Fig. 6: (A) Immunohistochemistry positive for CD138 in plasma cells (Clone M115); (B) Immunohistochemistry
focally positive for IgG4 immunoglobulin (Clone HP6025) - 30 IgG4+ cells per high magnification field

C

Fig. 7: (A, B.and C) Remission of 1gG4 syndrome-related skin lesions during prednisone maintenance at a dose of
40mg/day (0.6mg/kg/day)

© 2024 Global Journals

Global Journal of Medical Research ( F ) XXIV Issue II Version I E Year 2024



Global Journal of Medical Research ( F ) XXIV Issue II Version I E Year 2024

10.

PAPULONODULAR LESIONS IN PHOTO EXPOSED AREAS AS FIRST MANIFESTATION OF IGG4-RELATED DISEASE

REFERENCES REFERENCES REFERENCIAS

Miyabe K, Zen 'Y, Comell Lyn, et al. Gastrointestinal
and Extra-Intestinal Manifestations of 1gG4-Related
Disease. Gastroenterology 2018; 155: 990-1003.
Available at: https://www.gastrojournal.org/article/
S0016-5085(18)34769-3/pdf

Codina AF, Valle FM, Blanca P, et al. IgG4-Related

Disease: Results from a Multicenter Spanish
Registry. Medicine (Baltimore) 2015; 94. 1-5.
Available at:  https://insights.ovid.com/pubmed?

Pmid=26266361

Nastri MMF, Novak GV, Sallum AEM, et al.
Immunoglobulin G4-related disease with recurrent
uveitis and kidney tumor mimicking childhood
polyarteritis nodosa. Acta Reumatol Port. 2018; 43:
226-229. Available at:  https://www.ncbi.nlm.nih.
gov/pubmed/?term=Immunoglobulin+G4related +d
isease+with-+recurrent+uveitis+and+kidney+tum
or+mimicking+childhood+polyart eritis+nodosa
Cassione EB, Stone JH. IgG4-Related Disease. Curr
Opin  Rheumatol. 2017 May; 29(3): 223-227.
Available at:  https://www.ncbi.nlm.nih.gov/pmc/
articles/PMC6089385/

Wolfson AR, Hamilos DL. Recent advances in
understanding and managing 1gG4-related disease.
F1000Research 2017, 6(F1000 Faculty Rev) 2017;
185: 1-12. Available at: https://f1000research.com/
articles/6-185/v1

Perugino CA, AlSalem SB, Mattoo H, et al
Identification of galectin-3 as an autoantigen in
patients with IgG4-related disease. J Allergy Clin
Immunol 2019; 143:736-745. Available at: https://
www.sciencedirect.com/science/article/pii/S009167
4918307681

Shiokawa M, Kodama Y, Sekiguchi K, et al. Laminin
511 is a target antigen in autoimmune pancreatitis.
Sci Transl Med 2018; 10: 1-10. Available at:
https://stm.sciencemag.org/content/10/453/eaaq09
97.full

Hubers LM, Vos H, Schuurman AR, et al. Annexin
A11 is targeted by IgG4 and IgG1 autoantibodies in
lgG4-related disease. Gut 2018; 67: 728-735.
Available at: https://gut.bomj.com/content/67/4/728
Mattoo H, Mahajan VS, Maehara T, et al. Clonal
expansion of CD4 (+) cytotoxic T lymphocytes in
patients with IgG4-related disease. J Allergy Clin
Immunol 2016; 138: 825 - 838. Available at:
https://www.jacionline.org/article/S00916749(16)001
98-6/fulltext

Della-Torre E, Bozzalla-Cassione E, Sciorati C, et al.
A CD8a- Subset of CD4+SLAMF7+ Cytotoxic T
Cells Is Expanded in Patients With IgG4-Related
Disease and Decreases Following Glucocorticoid
Treatment. Arthritis Rheumatol 2018; 70: 1133-1143.
Available at: https://onlinelibrary.wiley.com/doi/full/
10.1002/art.40469

© 2024 Global Journals

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Chen Y, Lin W, Yang H, et al. Aberrant Expansion
and Function of Follicular Helper T Cell Subsets in
|gG4-Related Disease. Arthritis Rheumatol 2018; 70:
1853-1865. Available at: https://onlinelibrary.wiley.
com/doi/full/10.1002/art.40556

Mattoo H, Della-Torre E, Mahajan VS, et al.
Circulating Th2 memory cells in IgG4-related
disease are restricted to a defined subset of
subjects with atopy. Allergy 2014; 69: 399-402.
Available at:  https://www.ncbi.nim. nih.gov/pmc/
articles/PMC3944385/

Yamada K, Hamaguchi Y, Saeki T et al
Investigations of IgG4-related disease involving the
skin. Mod Rheumatol 2013; 23: 986-993. Available
at: https://www.ncbi.nim.nih.gov/pubmed/23111461
Lin W, Lu S, Chen H, et al. Clinical characteristics of
immunoglobulin G4- related disease: a prospective
study of 118 Chinese patients. Rheumatology
(Oxford) 2015; 54: 1982-1990. Available at: https://
academic.oup.com/rheumatology/article/54/11/198
2/1773151

Shenoy, A, Mohandas N, Gottlieb A. Cutaneous and
systemic 1gG4-related disease: a review for
dermatologists. Dermatology Online Journal 2019;
25:1- 12. Available at: https://escholarship.org/uc/
item/9w91m8dz

Cheuk W, Yuen HK, Chu §8Y, et al
Lymphadenopathy of IgG4-related  sclerosing
disease. Am J Surg Pathol 2008, 32:671-681.
Disponivel em: https://insights.ovid.com/crossref?
an=00000478-200805000-00003

Saegusa H, Momose M, Kawa S, et al. Hilar and
pancreatic gallium-67 accumulation is characteristic
feature of autoimmune pancreatitis. Pancreas 2003;
27: 20-25. Available em: https://insights.ovid.com/
crossref?an=00006676-200307000-00003

Bennett AE, Fenske NA, Rodrigues PW, Messina JL.
lgG4-related skin disease may have distinct
systemic manifestations: a systematic review. Int J
Dermatol 2016; 55: 1184-1195. Available at: https://
onlinelibrary.wiley.com/doi/abs/10.1111/ijd. 13369
Lowe GC, Bogner RR, el-Azhary, RA, et al.
Cutaneous manifestations of immunoglobulin G4-
related disease: what dermatologists need to know.
Int J Dermatol 2015; 54: 377-382. Available at:
https://onlinelibrary.wiley.com/doi/pdf/10.1111/ijd.12
953

Umehara H, Okazaki K, Masaki Y et al. A novel
clinical entity, IgG4-related disease (IgG4RD):
general concept and details. Mod Rheumatol 2012;
22: 1- 14. Available at: https://www.ncbi.nlm.nih.
gov/pmc/articles/PMC3278618/

21. Takayama R, Ueno T, Saeki H. Immunoglobulin
G4-related disease and its skin manifestations.
Journal of Dermatology 2017; 44: 288-296. Available
at: https://onlinelibrary.wiley.com/doi/full/10.1111/13
46-8138.13723



22.

23.

24,

25.

26.

27.

28.

PAPULONODULAR LESIONS IN PHOTO EXPOSED AREAS AS FIRST MANIFESTATION OF IGG4-RELATED DISEASE

Zhang J, Chen H, Ma Y, et al: Characterizing IgG4-
related disease with 18F FDG PET/CT: a prospective
cohort study. Eur J Nucl Med Mol Imaging. 2014,
41(8): 1624-1634. Available at: https://link.springer.
com/article/10.1007%2Fs00259-014-2729-3 23.

Hart PA, Topazian MD, Witzig TE, et al. Treatment of
relapsing  autoimmune pancreatitis  with
immunomodulators and rituximab: the Mayo Clinici
experience Gut 2013; 63:1607-1615. Available at:
https://gut.bomj.com/content/62/11/1607.long
Huggett MT, Culver EL, Kumar M, et al. Type 1
autoimmune  pancreatitis and IgG4  related
sclerosing  holangitis  is  associated  with
extrapancreatic organ failure, malignancy, and
mortality in a prospective UK cohort. Am J
Gastroenterol 2014; 109: 1675-1683. Available at:
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4552
254/

Sekigychi H, Horie R, Kanai M, et al. IgG4-Related
Disease: Retrospective Analysis of One Hundred
Sixty-Six Patients. Arthritis Rheumatol 2016; 68:
2290-2299. Available at: https://onlinelibrary.wiley.
com/doi/full/10.1002/art.39686

26. Ebbo M, Grados A, Samson M, et al. Long-term
efficacy and safety if rituximab in IgG4 related
disease: Data from a French Nationwide study of
thirty-three patients. PLoS One 2017, 12 e0193844.
Available at: https://journals.plos.org/plosone/
article?id=10.1371/journal.pone.0183844

Wallace ZS, Naden RR Chari S, Choi H, Della-Torre
E, Dicaire JF, Hart PA, Inoue D, Kawano M,
Khosroshahi A, Kubota K, Lanzillotta M, Okazaki K,
Perugino CA, Sharma A, Saeki T, Sekiguchi H,
Schleinitz N, Stone JR, Takahashi N, Umehara H,
Webster G, Zen Y, Stone JH; American College of
Rheumatology/European League Against
Rheumatism 1gG4-Related Disease Classification
Criteria Working Group. The 2019 American College
of  Rheumatology/European League  Against
Rheumatism Classification Criteria for IgG4-Related
Disease. Arthritis Rheumatol. 2020 Jan; 72 (1): 7-19.
doi: 10.1002/art.41120. Epub 2019 Dec 2. PMID:
31793250. In: https://acrjournals.onlinelibrary.wiley.
com/doi/10.1002/art.41120

Katz G, Stone JH. Clinical Perspectives on 1gG4-
Related Disease and lts Classification. Annu Rev
Med. 2022 Jan 27; 73:. 545-562. doi: 10.1146/
annurev-med-050219-034449. Epub 2021 Oct 20.
PMID: 34669430. Available in https://www.annual
reviews.org/docserver/fulltext/med/73/1/annurev-me
d050219-034449.pdf?expires=1721129241&id =id
&accname=guest&checksum=817FD6276106219
23CB86C8C634F5C58

© 2024 Global Journals

Global Journal of Medical Research ( F ) XXIV Issue II Version I m Year 2024



	Papulonodular Lesions in Photo Exposed Areas as First Manifestationof IgG4-Related Disease
	Author
	Keywords
	I. Case Report
	a) Introduction
	b) Clinical Case
	c) Discussion

	II. Conclusion
	References Références Referencias

