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I nefficacy of etanercept in a child
with hyper-1gD syndrome and
periodic fever

Sirs,

Hyper-IgD syndrome (HIDS) is an autoso-
mal recessive disease caused by recessive
mutations in the mevalonate kinase gene
(MVK) (1, 2). HIDS is diagnosed on the ba-
sis of characteristic clinical findings (recur-
rent fever, limphadenopathy, diarrhea, ab-
dominal pain, polyarthritis and macular
rash) and by persistently elevated polyclon-
a IgD (3). Clinical signs may precede the
elevated I1gD levels and in patients younger
than 3 years of age IgD levels are some-
times normal. Therefore for confirmation of
diagnosis screening for the V3771 mute
tions (present in >80% of patients with
HIDS) isrecommended. If the result is neg-
ative and the clinical suspicion is high, se-
guencing of the gene to detect other muta-
tionsis possible (3).

No uniformly successful treatment of the
HIDS is available. There are reports on the
efficacy of steroids, which are thefirst choice
of treatment, and anecdotal reports of effi-
cacy of colchicine and cyclosporinein some
patients. However not all patients respond
to treatment (4). In a double-blind, random-
ized, cross-over trial, treatment with thali-
domide failed to reduce the disease activity
(5).

For the first time, recently Takada et al. (6)
reported the efficacy of etanercept in the
treatment of 2 girlswith HIDS, with the re-
duction of both frequency and severity of
symptoms. The authors suggest that, al-
though abnormalitiesin tumor necrosis fac-
tor a (TNFa) are not the primary cause of
HIDS, the elevation of the plasma TNFa
levels during attacks may be considered as
atherapeutic target.

We describe a4-year-old boy with recurrent
periodic fever every 10 days, starting at the
age of 6 months, with concomitant impor-
tant abdominal pain, lymphadenopathy
(abdominal and cervical) and occasional ma
cular skin rash and diarrhea. 1gD were mea
sured by means of an ELISA sandwich kit
(Bethyl Laboratories Inc., Texas, USA). Le-
vels of I1gD were normal (45.2 mg/L) but
the diagnosis of HIDS was eventualy con-
firmed by identification of the double heter-
ozygous T803C/G1129A missense muta-
tions in the MKV gene, resulting in the
1268T/V 3771 amino acidic substitutions.
No mutations in the genes for the TNF re-
ceptor-associated periodic syndrome (TNFR
SF1A) and familial Mediterranean fever
(MEFV) were present. Due to the severity
and duration of the attacks (about 5 days)
steroid treatment was started at the begin-
ning of the episodes of fever, with partia
evidence in the reduction of symptoms but
not in the recurrence of the episodes which
till recurred roughly every 10-15 days. Dur-
ing one crisis steroid treatment failed to

control symptoms with fever lasting 7 days
and with the development of a severe ab-
dominal complication, lymphadenopathy
with occlusion, which required a surgical
procedure. A treatment with colchicine was
then attempted without any response .
Treatment with etanercept (12.5 mg/dose,
two day for weeks) was then instituted tak-
ing into the account the severity of the clin-
ical manifestations (particularly the clinical
relevance of abdominal pain), the high fre-
quency of episodes with the need for re-
peated doses of steroids, and a documented
high level of plasmatic TNF apha during
an episode (25 pg/ml, normal value < 15 pg/
ml). The levels of sSTNFRSF1A (p55) and
STNFRSF1B (p75) were measured in plas-
ma by means of ELISA sandwich kit (Hbt,
Nederland). Reference intervals were 1-4
ng/ml and serum TNFRSF1A and TNFRS
F1B levels were below the cutoff limits. INF
gamma dosed in the same flare was strik-
ingly high (545 pg/ml, normal value < 50
pg/ml).

Therapeutic response was assessed by com-
paring corticosteroid requirement, acute-
phase reactants and an established scoring
system over 12 weeks (number of episodes,
abdominal pain, cervical lymphadenopathy,
and abdominal lymphadenopathy measured
by mean of ecography) both on and off eta-
nercept.

No significant effects were reported for all
parameters considered. During the 12 week
period of treatment the child presented 5
episodes of fever with abdominal pain and
cervical lymphadenopathy, requiring ster-
oid treatment. The incidence (6 episodes),
the characteristics of episodes, the dose of
steroids required and the average acute
phase reactants values did not change in the
12-week period without treatment. The
echography of the abdomen during flares
was repeated once in the 2 periods and
showed no modification in the abdominal
adenopathy. Acute phase reactants were
performed during 2 flaresin each period (on
and off therapy with etanercept) and result-
ed abnormal: (a) during treatment: CPR;
mean: 4.34 mg/dl; GB mean: 19.235/ mmg;
ERS mean: 35mm/h; (b) after treatment:
CPR, mean: 3.85 mg/L; GB: 20,900/ mmc;
ERS: 38mm/h.

Etanercept, a drug that binds soluble and
cell-bound TNF- and decrease its biologic
effects, has been effective in a small series
of patients with TNF-receptor-associated
periodic syndrome (TRAPS) (7). In these
patients the drug does not abolish inflam-
matory attacks but improves disease activi-
ty alowing corticosteroid reduction (8).
Etanercept has also been proven to be effec-
tive with a partial response in a patient with
HIDS who had a TNFRSF1Amutation (9).
Takada and others (6) nicely demonstrated
the efficacy of etanercept in 2 cases, still
some aspect of their experience deserve
some considerations. In one patient the effi-
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cacy of etanercept was evident after 5
months of treatment with significant side
effects, increased respiratory infections,
and only after such along period a benefit
was evident. There is no clear explanation
for such a delayed response, whileit is des-
cribed that the incidence of episodes of fe-
ver may spontaneously change in time in
HIDS patients. Furthermore in this patient
TNFa levels were normal before treatment
so a different mechanism from TNF block-
ade could be supposed. Actualy in our case
treatment was withdrawn after 12 weeks
without evidence of benefitsfor fear of pos-
sible side effects. In their other patient arise
in the acute phase reactants was document-
ed during treatment after a period of mal-
aise without fever suggesting a sort of par-
tial effect. Both their patients were het-
erozygous carriers of a novel mutation, and
possibly different genetics may explain dif-
ferent patterns of response. Finally of more
relevance it is the fact that steroid treat-
ment, which is actually the more effective
available treatment, is not mentioned in
both these patients.

HIDS is recognised as a benign disease and
both investigations and treatments may pos-
sibly be more harmful that the disease itself.
Even if etanercept has a good safety record
it may have rare but serious side effects
(20), while intermittent steroid treatment
has awell documented safety record. In our
case etanercept treatment was attempted
only after a severe abdominal complication
needing surgery and the failure of steroid
treatment to satisfactorily control the flares.
On the basis of our experience, we consider
the use of etanercept as experimental in
patients with HIDS. More extended func-
tional studies should be performed in HIDS
patients.
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Weber-Christian disease and
pituitary dysfunction in a
patient with polymyositis

Sirs,

In August 1998, a48-year-old Chinesemale
was diagnosed as having polymyositis with
myalgia, proxima muscle weakness, ele-
vated muscle enzymes and electromyogram
showing slow waves. He was treated with
prednisone and azathioprine and became
symptom-free until a fever with cough oc-
curred in September 2001. He was given
empirical antibiotic treatment and made an
uneventful recovery.

In November 2001, the patient developed
excessive, symmetrical painful dark erythe-
matous nodules ranging from 1 to 5 cm? on
his limbs, fever and chills, myalgia, arthral-
gia and abdominal distention. Physical ex-
amination revealed an expressionless facial
appearance. Blood analysis showed neutro-
philia (7.2 x 10%L), erythrocyte sedimenta-
tion rate 115 mm/hour, C-reactive protein
11.17 mg/dl (normal range 0-16), creatinine
phosphokinase 331 u/L (20-174), lactate
dehydrogenase 376 u/L (109-245), serum
amylase 120 u/L (0-95), urine amylase 260
w'L(0-490), free T3 1.50 mol/L(2.30-6.36),
T4 4.22 pmol/L (8.36-29.6), thyroid-stimu-
lating hormone 0.25 mIU/L (0.4-4.0), adre-
nocorticotropic hormone < 1 pg/ml (0-46),
morning and afternoon serum cortisol (8:00

and 14:00) 38.8 ng/ml (68.9-223.9) and
157.9 ng/ml (19.4-115) respectively, and
testosterone 5.2 nmol/L (7.3-52.3). MRI
showed no pituitary gland compression.
Search for an underlying malignancy was
negative. Biopsy of the subcutaneous nod-
ules suggested active panniculitis (Fig. 1).
No bacterial pathogens were isolated from
the patient’ s blood, sputum or skin biopsy.
The patient was diagnosed as having We-
ber-Christian disease with pituitary necrosis
and dysfunction, recent chest infection and
underlying polymyositis. He was treated
with prednisolone 40-20 mg/d for 3 months
to no avail. Intravenous immunoglobulin G
10 g/day over 5 days was given, but the re-
sponse was unsatisfactory with relapse of
fever. Three pulses of low-dose iv cyclo-
phosphamide (0.4 g/10-21 day) also failed
to control the condition. Leflunomide (20
mg/day) (1) was added to his drug regimen
and he made afull recovery after 2 months.
Our patient fulfilled all of the following 3
criteriafor Weber-Christian disease: (1) fe-
ver, arthralgia, myalgia and relapsing pain-
ful subcutaneous nodules; (2) scar lipoatro-
phy of the nodules; (3) pathological evi-
dence with characteristic panniculitis (2, 3).
The diagnosis of hypopituitarism was based
on his abnormal facial appearance and the
low serum levels of thyroxin, adrenocor-
tisol, testosterone and pituitary hormones.
Pathologically Weber-Christian disease may
be divided into three stages: early stage: in-
flammatory nodosa with neutrophil infiltra-
tion and fat cell degeneration; middle stage:
histiocyte phagocytosis of necrotic fat cells
and foam cells, and mononuclear cell infil-
tration; late stage: fibrosis and atrophy (3).
Fat necrosisis aparticular clinical manifes-
tation of Weber-Christian disease which
may involve all organs (4). We believe that
our patient’s hypopituitary state was secon-
dary to fat necrosis of the pituitary gland.
This extremely rare complication has been
reported previoudly (5).

The cause of Weber-Christian disease is
unknown but etiological factors include fat
metabolic disorders, infection, autoimmu-
nity, and drugs. In our patient, most of the

Fig. 1. Pathological section of subcutaneous
nodule showing obvious fat denaturalization and
necrosis in fat tissue, with intense histiocyte
(mainly macrophage) infiltration and some lym-
phocyte infiltration (x200).
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known secondary causes of Weber-Christ-
ian disease were excluded. Potentially, how-
ever, the patient had contracted bronchop-
neumonia 2 months earlier and his condi-
tion could perhaps be linked to this or to his
underlying polymyositis (6).

The conventional treatment for Weber-
Christian disease includes the use of steroid
and immunosuppressive agents such as cy-
clophosphamide, azathioprine and cyclo-
sporine A (7), but when our patient did not
respond to these we added |eflunomide, an
inhibitor of pyrimidine synthesisin activat-
ed immune cells (1). Thisis the first report
of the successful use of cyclophosphamide
and leflunomide combination treatment for
Weber-Christian disease.

In conclusion, we have reported the case of
a patient with Weber-Christian disease
complicated by hypopituitarism. The
Weber-Christian disease was probably sec-
ondary to arecent infection, although a pos-
sible casual relationship with polymyositis
cannot be ruled out. This is the first time
that such a combination of syndromes has
been reported. Additionally, we show that
|eflunomide may be considered in the treat-
ment of Weber-Christian disease.
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