
CASE REPORT

 Interstitial granulomatous dermatitis: rare cutaneous 
manifestation of rheumatoid arthritis*

Isis Suga Veronez1 Fernando Luiz Dantas1

Neusa Yuriko Valente1 Priscila Kakizaki1

Thaís Helena Yasuda1 Thaís do Amaral Cunha1

 ▲

 Received on 12.11.2013
Approved by the Advisory Board and accepted for publication on 27.11.2013
* Work performed at Serviço de Dermatologia do Hospital do Servidor Público Estadual de São Paulo – São Paulo (SP), Brazil.
 Financial Support: None.
 Confl ict of Interest: None.

1 Hospital do Servidor Público Estadual de São Paulo – São Paulo (SP), Brazil.

  ©2015 by Anais Brasileiros de Dermatologia

 DOI: http://dx.doi.org/10.1590/abd1806-4841.20153263
 
Abstract:   Besides being an uncommon clinicopathological entity, interstitial granulomatous dermatitis, also de-
scribed as interstitial granulomatous dermatitis with arthritis (IGDA), has shown a wide spectrum of clinical 
manifestations, such as linear and erythematous lesions, papules, plaques and nodules. Histological features in-
clude dense dermal histiocytic infi ltrate, usually in a palisade confi guration, and scattered neutrophils and eo-
sinophils. We describe a middle aged woman with rheumatoid arthritis of diffi cult management and cutaneous 
lesions compatible with IGDA.
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 INTRODUCTION
Interstitial granulomatous dermatitis was ini-

tially described by Ackerman et al in 1993.1 It is  an 
infrequent dermatosis, more common in women with 
a previous diagnosis of rheumatoid arthritis (RA).2

Its clinical manifestations are variable. Classi-
cally it presents itself as linear subcutaneous cords, 
known as rope sign.1 Other clinical forms were report-
ed such as papules, subcutaneous plaques, annular 
lesions or nodules, predominantly in lateral walls of 
thorax, abdomen and medial surface of thighs.2-4 Le-
sions are usually asymptomatic.5

At the histopathological examination, infi ltra-
tion of reticular dermis was observed with predom-
inance of interstitial and palisaded histiocytes and 
some areas of collagenous degeneration, associated 
with a lower number of neutrophils and eosinophils.6

The main associated disease is RA, which may 
be diagnosed before, concomitantly or after the on-
set of lesions.5 There are reports of association with 
several diseases, besides medication, especially anti-
hypertensive drugs.2-6 In these cases, a more peculiar 
histopathological picture was observed, with vacuolar 
interface dermatitis.3

CASE REPORT
Female patient, 52 years old, came to the der-

matological ambulatory with a two-month history 
of plaques and grouped nodules, erythematous-pur-
plish, some infi ltrates with annular confi guration and 
symmetric distribution on medial surface of thighs, 
associated with erythematous papules on the left el-
bow with local pruritus (Figures 1 and 2).

FIGURE 1: 
Right thigh. 
P a p u l e s , 
a n n u l a r 
plaques and 
erythema-
t o u s - p u r -
plish in-
f i l t r a t e d 
nodules on 
medial sur-
face of right 
thigh
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Pathological history: RA, diagnosed 10 years 
ago with symmetrical deforming polyarthritis of the 
small-joints of hands and being monitored by the 
Rheumatology Service of HSPE-SP; systemic arterial 
hypertension and obesity. She was using: prednisone 
5mg/day, methotrexate 7.5 mg/week, losartan 50 
mg/day, fl uoxetine 20 mg/day, acetaminophen and 
naproxen sporadically, in case of joint pain.

Laboratory tests: rheumatoid factor present at 
high titers on the occasion of rheumatoid arthritis di-
agnosis, anti-cyclic citrullinated peptide antibodies 
present, increased infl ammatory markers, without al-
terations in other tests.

The patient was submitted to incisional biopsy 
of skin and the histopathological study revealed inter-
stitial granulomatous dermatitis, without evidence of 
vacuolar interface dermatitis on both thighs and el-
bow lesions (Figures 3 to 6).

DISCUSSION
IGDA is a rare dermatosis, initially described by 

Ackerman et al as Ackerman syndrome, in 1993.1

Although the original manifestation had been 
described as subcutaneous linear nodules, also known 
as rope sign1, later reports showed a clinical spectrum 

quite heterogeneous which vary from hyperpigment-
ed, erythematous papules, subcutaneous plaques, an-
nular lesions to fi rm red-purplish nodules as observed 
in our patient.2-4 The lesions are usually asymptomat-
ic, but can be slightly pruritic or painful.5

FIGURE 2: 
Left thigh. 
P a p u l e s , 
a n n u l a r 
plaques and 
ery thema-
t o u s - p u r -
plish in-
f i l t r a t e d 
nodules on 
medial sur-
face of left 
thigh

FIGURE 3: 
Elbow le-
sion. Detail 
of intersti-
tial granu-
l o m a t o u s 
i n f i l t r a t e 
amid thick-
ened col-
lagen. HE 
AO 200x

FIGURE 4: 
Thigh le-
sion. Detail 
of infi ltrate 
with histio-
cytes, lym-
p h o c y t e s , 
eosinophils 
and neutro-
phils amid 
thickened 
c o l l a g e n . 
HE AO 400x

FIGURE 5: 
Thigh le-
sion. Dense 
inflamma-
tory in-
fi ltrate in 
interstitial 
th ickened 
c o l l a g e n . 
HE AO 
200x

FIGURE 6: 
Elbow le-
sion. Nor-
mal epider-
mis for this 
site, without 
basal cell 
vacuolar de-
generation. 
Dermis with 
moderate in-
fi ltrate pre-
dominantly 
h i s t i o c y t i c 
amid deteri-
orated and 
t h i c k e n e d 
collagen. HE 
AO 100x
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The histopathological examination defi nes the 
diagnosis characterized as dense and diffuse intersti-
tial infi ltrate in the reticular dermis, composed of his-
tiocytes in a palisade arrangement, sometimes with 
necrobiosis of collagen and involved by some neu-
trophils and eosinophils.6 Usually there are deposits 
of mucin and absence of vasculitis.2,7 This last charac-
teristic is useful in distinguishing it from another un-
common disease and has been reported several times 
in patients with RA, the palisaded neutrophilic gran-
ulomatous dermatitis. It is  histopathologically char-
acterized for affecting all the dermis, differently from 
IGDA, which is located in the middle and deep der-
mis and demonstrates an infi ltrate rich in neutrophils, 
with vascular alterations and   leukocytoclasia.

Its physiopathology is uncertain, however the 
association with autoimmune diseases and vasculiti-
des suggests a mechanism mediated by immunocom-
plexes.5,6 Interstitial granulomatous dermatitis is more 
commonly described in women with a previous diag-
nosis of RA, such as the present case.2,5 Other associat-
ed diseases already reported in the literature include 
systemic lupus erythematosus, antiphospholipid 
syndrome, autoimmune thyroiditis and autoimmune 
hepatitis, Churg-Strauss syndrome, Behcet’s disease, 
pulmonary paracoccidioidomycosis, pulmonary sil-
icosis, chronic uveitis, promyelocytic leukemia and 
even bronchial and esophageal squamous cell carcino-
mas such as paraneoplastic syndrome.2-6

Pharmacological etiology has also been re-
ported and the most frequently drugs involved are 
the antihypertensives, such as the angiotensin-con-
verting-enzyme inhibitors, calcium channel blockers, 
beta blockers, diuretics, in addition to hypolipidemic 

agents, anticonvulsants, antihistamines and TNF-al-
pha blockers.3,4,6,7 In these cases, the histopathological 
examination is commonly differentiated with vacuo-
lar degenerative changes, exocytosis of lymphocytes 
and absence of neutrophils.3 The absence of vacuolar 
interface dermatitis and the fact that the patient had 
suspended all medication for six months based on her 
own decision, with persistent IGDA lesions, speak 
against this cause.

Differential diagnosis includes other entities 
related to rheumatoid arthritis, such as rheumatoid 
nodules, rheumatoid vasculitis, palisaded neutrophil-
ic and granulomatous dermatitis, in addition to rheu-
matoid neutrophilic dermatosis, which, unlike the 
latter, presents neutrophilic dermal infi ltrate and leu-
kocytoclasia without vasculitis under histopathology.8 
Lichen planus, erythema multiforme, erythema eleva-
tum diutinum4 and granuloma annulare must also be 
considered, for it is considered a variant of the latter.9

The therapy of choice is still not well-de-
fi ned.2-3,5-7 Different treatments have been reported in 
literature with different degrees of success, ranging 
from topical or systemic corticosteroids, anti-infl am-
matories, methotrexate, hydroxychloroquine, amid 
others.3-7 A spontaneous resolution my also occur in 
weeks to months, with surges and relapses.3,5-6

Considering IGDA as a rare entity, the knowl-
edge of its manifestations and its essential association 
with rheumatoid arthritis contributes to clinical sus-
picion, since its wide spectrum presentation makes 
its diagnosis diffi cult. Dermatologists should be alert 
to this diagnostic possibility, for they are already in a 
privileged position when monitoring these patients.❑
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