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ABSTRACT
O b j e c t ive s . To ex a m i n e t h e cl i n i c a l
spectrum of hypersensitivity vasculitis
(HV) inan unselected population of ad -
ults and establish differences between
patients with HV limited to the skin and
those with systemic involvement.
Methods. Retrospective study of adult
patients (>20 years) with biopsy-pro -
ven cutaneous leukocytoclastic vascu -
litis diagnosed as having HV, who were
seen at the single hospital serving a
well defined population between 1984
and 1998. Patients were classified as
having HV according to the criteria of
Michel et al. (9). To examine outcome
and relapses of the disease only those
patients with a follow-up of at least 1
year were included in this study. 
Results. 64 patients with a mean fol -
low-up of 4.9 ± 3.5 (range: 1.1 - 13.6)
years were studied. Ten (15.6%) had
visceral involvement (3 gastrointestinal
and 7 renal manifestations) during the
course of the disease. The remaining
patients had a leukocytoclastic vasculi -
tis limited to the skin. When the study
was concluded persistent hemat u ri a
and proteinuria was only observed in 1
patient and none developed renal insuf -
ficiency. Patients with a history of drug
treatment and elevated ESR had more
systemic complications but the differ -
ence was not statistically significant.
The outcome was excellent in both
patients with HV limited to the skin and
in those with systemic complicat i o n s
during the course of the disease.
Conclusions. In unselected adults HV
is generally a benign disease confined
exclusively to the skin. In those patients
with systemic manifestations, visceral
involvement is generally mild and tran -
sient.

Introduction
H y p e rs e n s i t ivity vasculitis (HV) is a
disease that includes prominent in-
volvement of the skin and frequently
appears to be precipitated by the use of
m e d i c ations. Pat h o l ogi c a l ly, the dis-
ease tends to involve the small vessels,
characterized by leukocytoclastic angi-
itis (1). Hypers e n s i t ivity vasculitis is
not uncommon in adults (2). In the
most recent studies its outcome has
been excellent (3-5). However, an im-
portant matter of concern for the clini-

cian who often sees patients with HV is
the establishment of clinical fe at u re s
t h at may be useful in discri m i n at i n g
p atients with isolated cutaneous HV
from those with systemic involvement.
To do so we examined an unselected
series of patients with cutaneous vas-
culitis seen in a single referral hospital.

Patients and methods
A retrospective study was conducted of
the case records of all adult patients
diagnosed with cutaneous vasculitis in
the Hospital Xeral-Calde (Lugo, Spain)
from January 1984 through December
1998. The main characteristics of the
L u go population have been rep o rt e d
e l s ewh e re (2,3,5,6). Hospital Xera l -
Calde is the single referral center for a
mixed rural (60%) and urban popula-
tion of approximately 250,000 people
living in the Lugo region of northwest-
ern Spain. 
Patients were included if they had a
skin biopsy consistent with cutaneous
l e u ko cy t o clastic vasculitis. Pat i e n t s
more than 20 years of age were consid-
ered as adults (2, 3, 7-9). As described
in earlier studies on cutaneous vasculi-
tis (4, 10), the pathologists from Lugo
did not routinely perform immunofluo-
rescence-staining studies on the skin
biopsies. For this reason, the following
classification criteria were used.
Case histories of all biopsy-prove n
adult patients who fulfilled the Ameri-
can College of Rheumatology (ACR)
criteria for HV or Henoch-Schönlein
purpura (HSP) were reviewed (1, 8).
Then the HV and HSP patients were
s ep a rated using the cri t e ria pro p o s e d
by Michel et al. (9). According to their
fo rm at , p ri m a ry cutaneous va s c u l i t i s
could be classified as HV if it fulfilled
less than 3 of the following criteria: 1)
cutaneous palpable purpura, 2) bowel
angina, i.e. abdominal pain that wors-
ened after meals or bowel isch e m i a
usually including bloody diarrhea, 3)
ga s t rointestinal bl e e d i n g, i . e. melena,
hematozechia or a positive test for oc-
cult blood in the stool, 4) gross hema-
turia or micro-hematuria, 5) age at dis-
ease onset ≤ 20 years, and 6) absence
of medications. Adults with cutaneous
leukocytoclastic vasculitides other than
HV were excluded. If the Chapel Hill
Consensus Conference (CHCC) defini-
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tions had been used, a few patients who
we re cl a s s i fied as HV according to
Michel et al. would have also fulfilled
the CHCC definitions for microscopic
polyangiitis (11). However, at the end
of this study only one of them had per-
sistent hematuria and proteinuria. 
Between December 1999 and February
2000 adults with HV who had less than
1 year’s follow-up were asked to attend
the hospital for further evaluation (clin-
ical history, focusing part i c u l a rly on
relapses, and laboratory analyses inclu-
ding full blood cell count and routine
blood and urine bioch e m i s t ry tests).
Those patients with less than 1 year’s
follow-up who did not attend the hospi-
tal for further evaluation were exclud-
ed. Partial information about the adults
with HV diagnosed between 1988 and
1997 has recently been reported (2, 3).

Clinical definitions
Clinical definitions were the same as
those described for patients diagnosed
with HV between 1988 and 1997 (3).
Briefly, precipitating events were con-
s i d e red to be present if prior to the
onset of vasculitis there was a history
of drug tre atment and/or infe c t i o n
[most of them involving the upper res-
piratory tract (URT) in which treatment
for the infection did not re s o l ve the
vasculitis]. To increase the evidence for
causality between precipitating events
and the development of HV, drugs had
to have been taken or the URT infection
must have occurred within a we e k
before the onset of HV (3). Fever was
considered to be present if the tempera-
ture was > 37.7ºC. 
N ep h ritis was defined as prev i o u s ly
reported (2,3,12,13): mild nephropathy
if hematuria (≥ 5 red blood/hpf) and/or
proteinuria (> 300 mg/24 hours) with-
out nep h rosis was present; seve re
n ep h ro p at hy if nep h rotic syndro m e
(i.e. 1 g/day/m2 body surface area or >
3.5 g/day proteinuria with plasma albu-
min ≤ 25 g/l), with or without edema
and/or acute nephritic syndrome (i.e.
hematuria with at least two of the fol-
l ow i n g : hy p e rt e n s i o n , raised plasma
u rea or cre atinine and oliguria) wa s
present. Renal insufficiency if the plas-
ma creatinine concentration was above
125% of the upper limit of norm a l .

Joint manife s t ations if patients com-
plained of well defined arthralgia or if
synovitis was observed on examination
(3). Gastrointestinal manife s t at i o n s
i n cluded bowel angina and ga s t ro i n-
testinal bleeding (3, 9). Anemia: hemo-
globin < 11 gm/dl; leukocytosis: white
blood cell count > 11,000/ mm3. Raised
e ry t h ro cyte sedimentation rate (ESR)
(Westergren): values > 15 mm/1st hr in
men and 20 mm/1st hr in women. In-
creased serum IgA: values > 450 mg/
dl. Relapse if a patient diagnosed with
HV and asymptomatic for at least 1
month presented again a new flare of
skin lesions or other systemic compli-
cations (3, 12).

Statistical analysis
Continuous data were expressed as the
means ± standard deviation (SD), and
c at ego rical va ri ables as perc e n t age s .
C o m p a risons we re made using Stu-
dent’s t-test for continuous variables.
To analyze the categorical data we per-
formed the chi square test or Fisher’s
exact test when the minimum expected
value was less than five. Statistical sig-
nificance was defined as p ≤ 0.05. Cal-
culations were performed using the sta-
tistical package Stata Intercooled, ver-
sion 6.0 (Stata Corp o rat i o n , C o l l ege
Station, TX, USA).

Results
Clinical features and etiological 
factors in HV patients
B e t ween 1984 and 1988 73 pat i e n t s
older than 20 years met the criteria pro-
posed by Michel et al . for HV and 33
for HSP. Patients with HSP were not
c o n s i d e red in this study. Among the
group of patients with HV, 9 of them
had less than a 12-month fo l l ow - u p
and, due to this, they were also exclud-
ed from the study. 
The main epidemiological features of
the 64 patients with HV and a follow-
up of at least 12 months are shown in
Table I. Men outnumbered women and
the median onset of HV was 61 years.
No seasonal pattern was observed. A
history of drug treatment prior to the
onset of HV was found in almost 50%
of the cases. As expected, skin lesions
were the most frequent clinical mani-
festation at disease onset. Joint mani-

festations were not uncommon. How-
ever, at the onset of the disease gastro-
intestinal and renal manife s t at i o n s
were only observed in 3 and 6 patients,
re s p e c t ive ly (Table II). The limited
inflammatory response in most patients
was corre l ated with the presence of
normal ESR in 40% of the patients. Al-
though complete data on anti-neutro-
phil cytoplasmic antibodies (ANCA)
were not available, because some cases

Table I. Epidemiological data and etiologi-
cal factors in 64 biopsy proven adults (> 20
years) with hypersensitivity vasculitis and a
follow-up of at least 12 months.

Age (years)
Mean age ± SD 57.5 ± 17.6
range 21-83
median 61

Sex (men/women) 40/24
proportion of men 62.5

Seasonal pattern
summer 15 (23.4)
fall 15 (23.4)
winter 20 (31.3)
spring 14 (21.9)

Etiological factors
Unknown 32 (50.0)
Upper respiratory tract infection 11 (17.2)
Drugs 31 (48.4)

( ): Data expressed in percentages.

Table II. Initial manifestations (at the onset
of the disease) and routine laboratory data
at the time of diagnosis in 64 adults (> 20
years) with hypersensitivity vasculitis and a
follow-up of at least 12 months.

Skin lesions 64 (100.0)
Joint manifestations 19 (29.7)
Fever 6 (9.4)
GI manifestations

bowel angina 3 (4.7)
G-I bleeding 0 (0.0)

Renal manifestations*
hematuria 4 (6.3)
proteinuria 2 (3.1)
renal insufficiency 0 (0.0)

Leukocytosis 7 (10.9)
Anemia 4 (6.3)
Increased ESR 38 (59.4)
Increased serum IgA 12/49 (24.5)
Positive RF 4/59 (6.8)
Positive ANA 0/55 (0.0) 
Cryoglobulins 0/43 (0.0)
Low C3 0/49 (0.0)
Low C4 3/49 (6.1)

*Hematuria (≥ 5 red blood/hpf) and/or protein-
uria (> 300 mg/24 hours). Renal insufficiency:
plasma cre atinine concentration ab ove 125%
upper limit of normal (2, 3, 12, 13).
no. positive/no. tested. ( ):Data expressed in per-
centages.
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were diagnosed before the ANCA test
was ro u t i n e ly ava i l able and also be-
cause the methodology has ch a n ge d
during the course of the study period,
ANCA (indirect immu n o fl u o re s c e n c e
on alcohol fixed neutrophils) were neg-
ative in the 9 patients in whom they
we re tested. A n t i nu clear antibodies
were negative in the cases on whom
they were tested. Also, although in a

small number of cases rheumatoid fac-
tor was positive and C4 serum levels
were decreased, none of these patients
had positive cryoglobulins (Table II). 
Clinical features during the course of
the disease are summarized in Table III.
All patients developed skin lesion in
the lower extremities. In most patients
palpable purpura was the predominant
cutaneous manife s t ation. Howeve r,
p redominant maculo-papular or, l e s s
c o m m o n ly, u rt i c a rial rash we re ob-
served in 22% of the patients. Systemic
manifestations were only observed in
10 patients (15.6%). Gastro i n t e s t i n a l
manifestations presented as bowel an-
gina occurred early in the course of the
disease in 3 of the 64 patients. Also,
during the course of the disease, mild
renal disease was found in 9% of pa-
tients and 1 of the 64 developed severe
renal invo l vement but none of them
progressed to renal insufficiency.

Outcome of adult HV patients
Adults with HV had a benign disease.

With respect to this, after a mean fol-
l ow-up of 4.9 ye a rs only 8 (12.5%)
p atients had suffe red re l apses (Tabl e
IV). Such relapses were mainly charac-
terized by the presence of new flares of
cutaneous lesions. Drug treatment was
associated with relapses in 3 of the 8
patients. When this study was conclud-
ed, persistent hematuria and proteinuria
was only observed in one patient, in
whom a renal biopsy showed glomeru-
lonephritis with IgG and IgM immuno-
fl u o rescence staining deposits in the
mesangium.

Differences between patients with and
without systemic manifestations
No differences in age at disease onset
or gender we re fo u n d. Howeve r, i n
those patients with systemic manifesta-
tions a history of medication prior to
the onset of vasculitis was more com-
mon. In this respect, 7 of 10 (70%) ad-
ults with renal or gastrointestinal com-
plications had taken medication within
1 week prior to the onset of the disease

Table III. Clinical features in 64 adults (>
20 years) with hypersensitivity vasculitis
during the clinical course of the disease.

Predominant  skin lesion
palpable purpura 50 (78.1)
maculo-papular rash 11 (17.2)
urticarial rash 3 (4.7)
Location of skin lesions

upper extremities 18 (28.1)
trunk 11 (17.2)
lower extremities 64 (100.0)

Joint manifestations 19 (29.7)
arthralgia without arthritis 12 (18.8)
monoarthritis 2 (3.1)
oligoarthritis 5 (7.8)

Gastrointestinal manifestations 3 (4.7)
bowel angina 3 (4.7)
Gastrointestinal bleeding 0 (0.0)

Renal involvement
0 None 57 (89.1)
1 Mild # 6 (9.4)
2 Severe § 1 (1.6)
3 Renal insufficiency* 0 (0.0)

# Mild nephropathy: hematuria (≥ 5 red
blood/hpf) and/or proteinuria (>300 mg/24
hours) without nephrotic range.  
§ Severe nephropathy: nephrotic syndrome (i.e.
1g/day/m2 body surface area or >3.5 g/day pro-
teinuria with plasma albumin ≤ 25 g/l), with or
without edema and/or acute nephritic syndrome
(i.e. hematuria with at least two of the follow-
ing: hypertension, raised plasma urea or creati-
nine and oliguria).  
* Renal insufficiency: plasma creatinine concen-
tration above 125% upper limit of normal
(2,3,12,13). ( )= Data expressed in percentages.

Table IV. Outcome of biopsy-proven adults
with hypersensitivity vasculitis and a fol-
low-up of at least 12 months.

Follow-up (years)
Mean ± SD 4.9 ± 3.5
range (1.1-13.6)

Relapses
Number of patients 8 (12.5)
Median of relapses# 2.0
Mean ± SD# 1.75 ± 0.71
range# 1-3

Complete recovery 63 (98.4)
Persistent hematuria and proteinuria 1 (1.6) 
Renal insufficiency 0 (0.0) 

# Based on the patients who suffered at least one
relapse. ( ): Data expressed in percentages.

Table V. Epidemiological differences between biopsy-proven adult HV adult patients (> 20
years) with and without systemic manifestations after a follow-up of at least 1 year.

With systemic manifestsations Without p

Number of patients 10/64 (15.6%) 54/64 (84.4%)
Mean age ± SD 58.9 ± 14.4 57.3 ± 18.3 0.39
Sex (men/women) 8/2 32/22 0.21

Proportion of men 80.0 59.3
Seasonal pattern

Summer 2 (20.0) 13 (24.1) 0.78
Fall 3 (30.0) 12 (22.2) 0.59
Winter 3 (30.0) 17 (31.5) 0.93
Spring 2 (20.0) 12 (22.2) 0.83

Etiological factors
URT* infection 1 (10.0) 10 (15.6) 0.51
Drugs 7 (70.0) 24 (44.4) 0.14

URT*= upper respiratory tract. ( ): Data expressed in percentages.

Table VI. Clinical and laboratory differences during the course of the disease between biop-
sy-proven hypersensitivity adult patients (> 20 years) with and without systemic manifesta-
tions after a follow-up of at least 1 year.

With systemic manifestations Without p

Number of patients 10/64 (15.6%) 54/64 (84.4%)
Arthralgia without arthritis 2 (20.0) 10 (18.5) 0.91
Arthritis 1 (10.0) 6 (11.1) 0.90
Patients with leukocytosis 1 (10.0) 6 (11.1) 0.90
Patients with anemia 0 (0.0) 4 (7.4) 0.37
Increased ESR 8 (80.0) 30 (55.6) 0.21
Relapses 1 (10.0) 7 (13.0) 0.80

Leukocytosis was defined as a leukocyte count ≥ 11,000/mm3, anemia as hemoglobin < 11 gm/dl, and
the erythrocyte sedimentation rate (ESR) was considered to be elevated if values were > 15 mm/1st
hour in men and >20 mm/1st hour in women.  ( ): Data expressed in percentages.
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versus 24 of 54 (44%) with HV limited
to skin. However, this difference did
not achieve statistical significance (p =
0.14) (Table V). Relapses we re not
more common in those with systemic
manifestations. The ESR was found to
be more commonly elevated in those
patients who developed renal or gastro-
intestinal complications but the differ-
ence was not stat i s t i c a l ly signifi c a n t
(8/10 versus 30/54; p=0.21) (Table VI).

Discussion 
The present study is an extension of our
p revious study and confi rms that in
most cases, based on the cri t e ria of
Michel et al. (9), HV in adults is a dis-
ease limited to skin with few systemic
c o m p l i c ations and an excellent out-
come. Similar results were also observ-
ed by Mart í n e z - Taboada et al. ( 4 ) .
However, our study has the additional
advantage of a longer follow-up and
the inclusion of biopsy-proven leuko-
cytoclastic vasculitis patients only. In
keeping with Martínez-Taboada et al.
the proportion of patients from Lugo
classified as having HV who developed
renal sequelae was neg l i gi bl e. A s
reported in the ACR series of HV (1, 9),
adults from Lugo with HV also had a
f requent history of drug tre at m e n t
shortly before the onset of the vasculi-
tis. In both series, antibiotics were the
most frequently taken drugs and palpa-
ble purpura was the most common clin-
ical manifestation. However, unlike the
ACR series (1, 9), in our patients gas-
t rointestinal manife s t ations we re un-
common and seve re manife s t at i o n s
such as macroscopic bleeding or perfo-
ration were not observed. Likewise, in
the ACR series renal complicat i o n s
were more frequently observed. Expla-
nations for the differences observed in
the severity of the vasculitis between
the Lugo series and that from the ACR
may be due to high physician aware-
ness of these syndromes among the
general practitioners in our area, as all
patients with suspected CV are sent to
the hospital. Also, the singular and spe-
cial characteristics of our health system
in which patients frequently self-refer
to the emergency unit of our hospital
without a previous visit to their general
practitioners may allow us to see pa-

tients with mild disease that in most
cases fulfill the cl a s s i fi c ation cri t e ri a
for HV. In addition, the frequency of
systemic complications in the AC R
group have probably been overestimat-
ed due to the bias of referral to tertiary
care facilities. 
In our unselected series of adults with
b i o p s y - p roven HV a history of dru g
treatment before the onset of the vas-
culitis was more common in patients
with systemic complications. Such a
trend has also been observed by Blanco
et al. in a retrospective series of 133
HV patients (14). Howeve r, u n l i ke
these authors, in our series the absence
of statistical diffe rences re l ated to a
p revious history of drug tre at m e n t
between patients with and without sys-
temic complications may be due to our
patient selection method, as only adults
with biopsy-proven leuko cy t o cl a s t i c
vasculitis and a follow-up of at least 1
year were included. 
There has been much controversy re-
ga rding the cl a s s i fi c ation cri t e ria fo r
the vasculitides (15-17). In this respect,
the term hypersensitivity vasculitis is
no longer used by the CHCC in the
N o m e n cl at u re of Systemic Va s c u l i t i s
(11). Following the recommendations
of these authors, the majority of our
patients diagnosed as having HV would
fall into the category of cutaneous leu-
kocytoclastic angiitis, a vasculitis re-
stricted to the skin without involvement
of vessels in any other organ, and a few
of them into the group of microscopic
polyangiitis. These results support the
concept of a benign disease limited to
the skin in most cases. 
In conclusion, in unselected adults with
biopsy-proven HV classified according
to the differential criteria proposed by
the ACR vasculitis subcommittee, this
vasculitic syndrome is usually limited
to skin with few systemic complica-
tions and a good outcome. 
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