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tological examination of skin biopsies tak-
en from the abdomen revealed subcorneal 
and spongiform pustules which led us to 
the diagnosis of acute generalized exan-
thematic pustulosis (AGEP). The medical 
history revealed that she had received met-
amizole the day before occurrence of the 
skin rash in both cases. In addition, con-
cerning the first episode, diclofenac was 
applied intramuscularly 2 days before pus-
tules became apparent. After treatment of 
the first episode of the AGEP with cortico-
steroids (prednisolone intravenously, ini-
tial dose 250 mg in declining therapy 
scheme for 20 days), the cutaneous mani-
festations declined.

  Now static, coalescing lucent nodules 
ranging from red to yellow-brownish ap-
peared ( fig. 1 ). They were located preferen-
tially on the thighs and upper arms. Ac-
cording to the patient’s assertion she had 
never noticed these skin alterations until a 
few days before. Notably, the skin rash was 
neither itchy nor painful. Histology of skin 
site biopsies of both thighs and upper arms 
showed an atrophic epidermis with a 
washy basal membrane zone, a sparse lym-
phocytic perivascular infiltrate around 
the upper plexus and a prominent vascu-
larization of the papillary dermis. Right 
beneath the papillary dermis, a well-vas-
cularized band of fatty tissue consisting of 
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 Abstract 

 A 69-year-old woman with a history of acute 
generalized exanthematic pustulosis (AGEP) 
caused by metamizole is described. Further-
more, she had suffered from an untreated 
psoriasis since the age of 20. After an ade-
quate therapy of both psoriasis and AGEP, 
yellow-brownish, static, coalescing, lucent 
nodules on the thighs and upper arms be-
came apparent. Histology of skin biopsies 
revealed a prominent band of mature adipo-
cytes in the dermis. We diagnosed a lipoma-
tous metaplasia of the dermis and hypothe-
size that this metaplasia occurred as a 
consequence of the severe and chronic in-
flammation of the skin. 
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A 69-year-old woman was admitted to 
our hospital with a suberythrodermia 
twice within 2 months. She showed a gen-
eralized pustular exanthema on the head, 
trunk and in the intertriginous areas, ac-
companied by fever  1 39   °   C, leukocytosis 
of about 30  !  10 3 / � l and increased eryth-
rocyte sedimentation rate (70 mm/h). His-
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mature adipocytes was detected ( fig. 2 ). 
Immunohistochemical stainings of CD68 
excluded postinflammatory xanthomiza-
tion, while S100 staining marked mature 
adipocytes ( fig. 3 ). We diagnosed a lipo-
matous metaplasia, possibly as a conse-
quence of the severe and chronic inflam-
mation of the skin due to psoriasis and 
AGEP.

  The further medical history revealed 
that she had suffered from psoriasis since 
the age of 20. The chronically relapsing 
psoriasis was tolerated by the patient. An 
appropriate antipsoriatic therapy was re-
jected except for a tar-containing topical 
drug in the 1950s. The medical history did 
not reveal any allergy, especially not one 
against drugs.

  Besides adiposity, the physical exami-
nation was without pathological findings. 
Laboratory tests of peripheral blood 
showed normal parameters of the liver and 
kidneys; serum lipids were in the normal 
range with subnormal triglycerides. Im-
munoelectrophoresis and phenotyping of 
peripheral lymphocytes were performed 
without pathological findings. Both an ab-
dominal ultrasound and a computed to-
mography of the cervix, thorax, abdomen 
and pelvis revealed no pathological find-
ings. Medical investigations by our cardi-
ology, ear, nose and throat and urology 
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specialists revealed merely hypertension, 
vertigo of unknown origin and cystic kid-
neys.

  Four weeks after the last ingestion of 
corticosteroids, the patient underwent al-
lergological diagnosis. Patch testing of an-
algetics revealed positive reactions to met-
amizole and indomethacin 48 and 72 h af-

ter application. Prick testing of analgetics 
was negative and did not show any evi-
dence of a type I allergy. The patient re-
jected an oral provocation with met-
amizole and diclofenac. However, acetyl-
salicylic acid, celecoxib and tramadol were 
tolerated orally as alternative analgetic 
drugs.

  Discussion 

 Metaplasia is a process that occurs 
commonly after severe and chronic in-
flammation in the gastrointestinal tract, 
resulting for example in Barrett’s esopha-
gus or gastric ulcers  [1] . Lipomatous meta-
plasia is regularly seen in scars of the left 

a b

  Fig. 1.  Clinical aspect of lipomatous metaplasis of the dermis.  a  Left thigh.  b  The inset is shown at higher mag-
nification. 

a b c

  Fig. 2.  Histology of lipomatous metaplasia of the dermis (biopsies taken from the left thigh).  a  An atrophic epi-
dermis, scattered leukocytic infiltrate in the papillary dermis and beneath a prominent band of mature adipo-
cytes. Scale bar = 50  � m.  b  Biopsy taken 3 months after the biopsy shown in  a . Scale bar = 50  � m.  c  The inset 
is shown at higher magnification. Scale bar = 25  � m. 
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ventricle after an ischemic heart disease 
 [2]  as well as in endogenous  [3]  and exog-
enous  [4]  glands and a rare subpopulation 
of meningiomas  [5] , but it is not generally 
associated with chronic inflammation. In 
the skin, lipomatous metaplasia is very un-
common. It is discussed to play a role in 
the pathology of the rare lipomatous neu-
rofibromas  [6] , but a diffuse lipomatous 
metaplasia of the dermis as seen in our pa-
tient has, at least to our knowledge, not 
been described so far.

  The patient suffered from a chronically 
inflamed skin due to an untreated psoria-
sis for nearly 50 years. At least twice she 
developed an AGEP meeting both the clin-
ical  [7]  and the histological  [8]  criteria. 
Following medical examination and posi-
tive patch testing of metamizole that has 
been reported to be a reliable test method 

 [9] , metamizole seems to be the most like-
ly drug causative for this severe immune 
reaction, although it is not among the most 
frequent causative drugs responsible for 
an AGEP  [10] . However, besides the most 
common causative drugs like antibiotics 
 [11]  or diltiazem  [12] , a huge variety of 
drugs including even corticosteroids  [13]  
have been reported to induce AGEP.

  In parallel to the described episodes of 
severe generalized cutaneous inflamma-
tion, a diffuse lipomatous dermal metapla-
sia was observed for the first time. Authen-
tic metaplasia could be confirmed using 
immunohistochemical stainings of CD68 
and S100: mature adipocytes were clearly 
positive for S100  [14]  whereas CD68-posi-
tive cells were scarce within the lipoma-
tous tissue ruling out a postinflammatory 
xanthomization ( fig. 3 ). This metaplasia is 

static ( fig. 2 ) and does not cause any symp-
toms such as pain or itch so far. Whether 
it could be a risk factor for the develop-
ment of a tumor, as lipomatous metaplasia 
has been reported to be a critical step in 
tumorigenesis  [15] , remains elusive. We 
have followed up our patient for 1 year 
now, taking biopsies every 3 months, and 
we have not seen any clinical or histologi-
cal changes so far. With an adequate ther-
apy of the psoriasis and avoidance of the 
suspected analgetics metamizole and di-
clofenac, the clinical condition of the skin 
is stable, as is the dispersal and quantity of 
the lipomatous metaplasia. We therefore 
conclude that the chronic and severe in-
flammation of the skin may have provoked 
this lipomatous metaplasia of the dermis.
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  Fig. 3.  Immunohistochemical stainings of CD68 ( a ) and S100 ( b ) indicate authentic metaplasia.  a  Only a few 
macrophages are scattered throughout the dermis. Scale bar = 50  � m. The insets are shown at higher magnifi-
cations. Scale bars = 25  � m.  b  Staining of S100 marks mature adipocytes. Scale bar = 50    � m. The insets are 
shown at higher magnifications. Scale bars = 25  � m.     
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