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Linear IgA/IgG bullous dermatosis - successful treatment
with dapsone and mycophenolate mofetil *

Dermatose por IgA e IgG linear: relato de caso com boa resposta terapêutica à
dapsona e ao micofenolato mofetil
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Abstract: A 21-year-old female presenting linear IgA and IgG disease initially responded well to dapsone thera-
py. However, the treatment with dapsone was withdrawn due to severe anemia induced by malaria, which led to
worsening of the clinical picture. Although prednisone and methylprednisolone were tried, the patient respond-
ed only to the association of dapsone and mycophenolate mofetil.
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Resumo: Relata-se o caso de pacien te femi ni na, de 21 anos, com der ma to se por IgA e IgG linear. Inicialmente,
a res pos ta clí ni ca foi favo rá vel à dap so na. Após a inter rup ção desta medi ca ção, por crise de ane mia sin to má ti ca,
pre ci pi ta da por malá ria, houve piora da doen ça, ape sar da uti li za ção da pred ni so na e pul so te ra pia com metil-
pred ni so lo na. A rein tro du ção da dap so na, asso cia da ao mico fe no la to mofe til, pos si bi li tou o con tro le da enfer -
mi da de.
Palavras-chave: Dapsona; Imunoglobulina A; Imunoglobulina G; Receptores de IgG

Received on 13.01.2010.
Approved by the Advisory Board and accepted for publication on 30.06.2010. 
* Study carried out at the Foundation for Tropical Medicine of Amazonas (Fundação de Medicina Tropical do Amazonas - FMTAM) – Manaus (AM), Brazil.

Conflict of interest: / Conflito de interesse: Fundação de Medicina Tropical do Amazonas
Financial funding: None / Suporte financeiro: Nenhum

1 Specialist in Hematology – Director of the Foundation for Hematology and Hemotherapy of Amazonas (Fundação de Hematologia e Hemoterapia do Amazonas 
- HEMOAM) – Manaus (AM), Brazil.

2 Resident in Dermatology of the Foundation for Tropical Medicine of Amazonas (Fundação de Medicina Tropical do Amazonas - FMTAM) – Manaus (AM), Brazil.
3 Dermatologist of the Foundation for Tropical Medicine of Amazonas (Fundação de Medicina Tropical do Amazonas - FMTAM) – Manaus (AM), Brazil.
4 PhD in Tropical Medicine – Physician Dermatologist of the Foundation for Tropical Medicine of Amazonas (Fundação de Medicina Tropical do Amazonas - 

FMTAM) – Manaus (AM), Brazil.
5 PhD in Dermatology - Physician Dermatologist of the Foundation for Tropical Medicine of Amazonas (Fundação de Medicina Tropical do Amazonas - FMTAM) 

– Manaus (AM), Brazil.
6 PhD – Professor of Dermatology of the State University of Amazonas (Universidade do Estado do Amazonas - UEA) – Manaus (AM), Brazil.

©2011 by Anais Brasileiros de Dermatologia

INTRO DUC TION
Linear IgA der ma to sis (LAD) is defi ned as an

acqui red autoim mu ne bul lous disea se, cha rac te ri zed
by linear depo si tion of IgA along the base ment mem -
bra ne zone (BMZ).1,2 Despite the dif fi cul ties in dis tin -
guis hing sube pi der mal bul lous disea ses, as of 1979
LAD has been dif fe ren tia ted from her pe ti form der ma -
ti tis. Since then, bul lous disea ses with sube pi der mal
clea va ge and linear depo si tion of IgA along the BMZ
have been auto ma ti cally clas si fied as LAD.3,4 In 1998,
Honokik and cols demons tra ted the pre sen ce of IgG
against cir cu la ting epi der mal anti gens in LAD
patients.5 Subsequent reports cor ro bo ra te the fin -
dings of this group.3,6-8 

The pre sen ce of simul ta neous linear depo si tion
of IgA and IgG was fun da men tal for the con cep tion of
a new cli ni cal-patho lo gi cal entity, IgA and IgG linear
der ma to sis (LAGD).9,10 However, the mag ni tu de and
cli ni cal rele van ce of this clas si fi ca tion remain con tro -
ver sial, as there seems to be no dif fe ren ces in the der -
ma to lo gi cal pre sen ta tion and the ra peu tic spec trum of
both disea ses. The rea son for such simi la rity has been
attri bu ted to the fact that IgA is an anti body with very
hete ro ge neous tar get anti gens, against seve ral BM
com po nents. A pos si ble mecha nism of inter mo le cu lar
expan sion of epi to pes could be res pon si ble for the
autoim mu nity exten sion of BP180 anti gen to the
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BP230 anti gen.3,5-8,11 In con trast, IgG seems to have a
much more res tric ted res pon se.3

In this study is pre sen ted a LAGD case com pli -
ca ted by mala ria, but with good res pon se to the treat -
ment with dap so ne and myco phe no la te mofe til.

CASE REPORT
A 21-year old fema le patient from Manaus (AM)

had pre sen ted bul lous lesions for 21 days, asso cia ted
with ody no pha gia and a 10 kg weight loss. She infor -
med that she had suf fe red from ane mia of unk nown
cause since child hood. Upon physi cal exa mi na tion,

vesi cles and blis ters were obser ved on an ery the ma -
tous base and nor mal skin, loca ted on the abdo men
and region close to thighs (Figures 1A and 1B). There
were vesi cles on the oral muco sa (Figure 1C) and
con junc ti va. The glu co se, urea, crea ti ni ne, cho les te -
rol, trigly ce ri des, ALT, AST, alka li ne phos pha ta se,
gamma GT, uric acid, lac tic dehy dro ge na se (LDH) and
elec troly te dosa ges were within nor mal refe ren ce val-
ues; uri naly sis type 1 was nor mal. Sputum exam was
nega ti ve for acid-alco hol resis tant bacil li (AARB) and
chest X-ray was nor mal. The hemo gram revea led nor -
mocy tic and nor moch ro mic ane mia  (hemo glo bin
9.4g/dL). Histopathological exa mi na tion found sube -
pi der mal blis ters and  peri vas cu lar / inters ti tial
inflam ma tory infil tra te, com po sed of few poly mor -
pho nu clear cells (Figure 2A). Direct peri le sio nal
immu no fluo res cen ce revea led linear depo si tion of
IgA, IgG (Figures 2B and 2C) and C3 along the base -
ment  mem bra ne zone. The LAGD diag no sis was
made based on the his to pa tho lo gi cal and direct
immu no fluo res cen ce exams. Dapsone (100 mg/day)
admi nis tra tion was star ted and there was impro ve -
ment of ody no pha gia and reduc tion of skin lesions
already in the first week of treat ment. Anemia con ti -
nued to be moni to red through regu lar tests.

Twelve days after the treat ment was begun, the
patient pre sen ted mala ria, com pli ca ted by sympto ma -
tic ane mia with blood trans fu sion indi ca tion. During
the anti ma la rial the rapy (chlo ro qui ne 600mg on the
first day, fol lo wed by 450mg/day for 2 more days and
pri ma qui ne 30 mg/day for 7 days), dap so ne was main -
tai ned. Nevertheless, there was pro gres si ve wor se ning
of ane mia, with inten se asthe nia, 14 days after the end
of mala ria treat ment. The increa sed dosa ge of LDH
and new nega ti ve result for Plasmodium led to sus pi -

FIGURE 1: A. Vesicles and blisters of serous and hemorrhagic con-
tent, located on the abdomen and proximal thigh region. The black
X marks correspond to a cultural custom, frequent in the Amazon
region. B. Closer view of bullous lesions (right thigh). C. Vesicles

and exulcerations on the oral mucosa 

FIGURA 3: A. Vesicles and blisters on the back, two days after sus-
pension of dapsone. B. Closer view of bullous lesions. C. Isolated

and coalescent blisters in the lips

FIGURE 2: A.
Subepidermal blister
with perivascular
and interstitial
inflammatory infil-
trate composed of
polymorphonuclear
cells (hematoxylin-
eosin, 200X). B.
Direct immunofluo-
rescence with IgA
linear deposition
and C -  along the
basement mem-
brane  zone (BMZ)
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cion of hemoly sis. Dapsone was sus pen ded and the -
rapy with 60 mg/day of pred ni so ne was begun (1.5
mg/Kg/day). Two days after sus pen sion of dap so ne,
the patient pre sen ted new vesi cles and blis ters on her
back and oral muco sa (Figures 3A, 3B and 3C).
Dapsone admi nis tra tion was inter rup ted and myco -
phe no la te mofe til (MMF) was star ted, 1g/day. Eight
days after the begin ning of MMF treat ment, there was
gene ral wor se ning of her con di tion with hypoal bu mi -
ne mia, ana sar ca, dis se mi na tion of cuta neous lesions
(Figure 4A) and the onset of pain ful blis ters on extre -
mi ties (Figures 4B and 4C). Pulse the rapy with methyl -
pred ni so lo ne (1g/day) was done for 3 days, with no
impro ve ment of the der ma to lo gi cal pic tu re. Despite

the high LDH level (1105U/L), an hemoly sis indi ca tor,
the other exams exclu ded the hemoly tic ane mia diag -
no sis. Reticulocyte count (1.3%), total bili ru bin
(0.4g/dL), glu co se-6-phos pha te dehy dro ge na se
(G6PD) nor mal acti vity, serum iron (24mg/dL), trans -
fer rin satu ra tion (14%), serum fer ri tin (856.95ng/mL)
and mye lo gram com pa ti ble with eryth rocy tic hyper -
pla sia defi ned the diag no sis of ane mia by chro nic
disea se, allo wing the rein tro duc tion of dap so ne at the
dose of 100mg/day. Seven days later there was impor -
tant impro ve ment of the der ma to lo gi cal pic tu re, with
invo lu tion of bul lous lesions after 20 days (Figures 5A
and 5B). At pre sent, four months after dis char ge from
the hos pi tal, the patient  does not have bul lous
lesions and con ti nues to take dap so ne, 100 mg/day,
and MMF, 1 g/day.

DIS CUS SION 
The obser va tion regar ding treat ment of LAGD

are the result of stu dies car ried out with LAD patients,
since cli ni cal evi den ce show that when there is linear
IgA, inde pen dently of the pre sen ce of IgG, there is
uni ver sal the ra peu tic res pon se to dap so ne.6,12

However, this medi ca tion pre sents impor tant adver se
effects; among them, hema to lo gi cal alte ra tions, main-
ly methe mo glo bi ne mia and/or hemoly tic ane mia.
Despite the known pre dis po si tion to drug into le ran ce
of patients with G6PD defi ciency, even when this enzy -
me is nor mal the patient is not exempt from hemoly -
sis risk. The mecha nisms through which dap so ne pro -
du ces hemoly sis are varied and inclu de for ma tion of
hap tens, immu no com ple xes, free radi cals and adsorp -
tion of hema tic pro teins.13 When there is sus pi cion of
hemoly sis, dap so ne should be dis con ti nued. In such
cases, the main the ra peu tic alter na ti ves are glu co cor -
ti coids, aza thio pri ne, metho tre xa te, tetracy cli nes,
eryth romy cin and cyclos po ri ne.1,6,14 The MMF has been
suc cess fully  used with LAD patients.2,15 It is an immu -
no sup pres si ve agent that inhi bits mono phos pha te

FIGURE 5: A. Disseminated cutaneous lesions seven days after
interruption of dapsone. B. Involution of bullous lesions and com-
plete reepithelization, 20 days after treatment with mycophenolate

mofetil and dapsone

FIGURE 4: A.
Dissemination of
cutaneous lesions
seven days after
interruption  of
dapsone therapy.
B. Bullous
lesions on the
palm and C. dis-
tal third of left
leg and foot

A

B

A B C



dehy dro ge na se, the key enzy me in puri ne synthe sis.2,14

Despite the intro duc tion of MMF in the treat ment of
the patient, there was wor se ning of the cli ni cal pic tu -
re and it was neces sary to rein tro du ce dap so ne. This
fact could be explai ned by the  long time requi red for
MMF action to begin.2,15 

An LAGD case of dif fi cult treat ment is pre sen -
ted, with the patient pre sen ting mala ria and seve re
ane mia. Such inter cur ren ce made the con ti nuity of
treat ment with dap so ne unfea si ble. Pulse the rapy
with oral methyl pred ni so lo ne and pred ni so ne were
inef fec ti ve to con trol the disea se. Only rein tro duc tion

of dap so ne, in asso cia tion with MMF, ena bled the
remis sion of der ma to lo gi cal mani fes ta tions. LAGD is
an ill ness that was only rela ti vely recently recog ni zed,
with cli ni cal and the ra peu tic cha rac te ris tics that have
been lin ked to stu dies car ried out with LAD patients.
The report of cases, mainly those of dif fi cult mana ge -
ment like this, is of the essen ce for futu re uti li za tion
of appro pria te the ra peu tic orien ta tion, based on cli ni -
cal evi den ce. ❑
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