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observed in previously untreated patients (18%; 95% confidence
interval 5-33%) whose primary disease site was in the bile ducts.
The responding lesions’ sites included the liver (1), the lung (1)
and the primary site (3). The median time to progression was 3
months (range 1-11); median survival in the patients as a whole
was 8 months (range 1-16 months). The side-effects were
manageable and always reversible. The single significant side
effect was diarrhoea which was observed in 57% of cases (grade
3-4in 22%). The median time to recovery was 7 days; in 2 cases,
the side-effects persisted for more than 10 days. Hospitalisation
was necessary in only one case. Although no anti-emetic prophy-
laxis was used, mild or moderate nausea or vomiting was
observed in only 6 cases. Other toxicities included grade 1-2
abdominal pain which was observed in 30% of cases, and grade 1
hand-foot syndrome which was recorded in 25% of patients.

The activity of systemic chemotherapy in biliary tract cancer
has rarely been evaluated in a large number of patients, the
largest study available in the literature involving 30 patients
treated with mitomycin-C [10]. The present report provides
interesting data on the possibility of oral palliative chemotherapy
in unresectable biliary tract cancer. Although moderate, the
response rate observed in previously untreated patients (18%) is
in line with the results reported in the literature [3, 4, 10] and,
moreover, was observed in an adequate number of patients. It is
worth noting that all the objective remissions in our series of
patients were obtained in patients with primary bile duct disease,
whereas no remission was observed in those with gall bladder
carcinoma. However, although interesting, these data require
confirmation in a larger group of patients because the small
number of patients with primary gall bladder cancer in this
series does not allow any definite conclusions to be drawn.
Moreover, given the paucity of series reported in the literature,
no data are available concerning any possible different chemosen-
sitivity of these tumours. In summary, given the moderate
activity and absence of myelotoxicity, the possibility of more
complex regimens combining the proposed schedule with other
drugs will be investigated in future trials.
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Sinus histiocytosis with massive lymphadenopathy (SHML,
Rosai-Dorfman syndrome) is a rare tumorous disorder of
unknown aetiology that is usually regarded as benign [1, 2].
Involvement of aberrant immune responses to viral infections,
i.e. Epstein-Barr virus or human herpes virus-6 has been sug-
gested [3, 4]. We observed a 40-year-old patient who presented
in 1980 with extranodal nasal manifestation of Rosai-Dorfman
disease. Cervical and mediastinal lymphadenopathy and extrano-
dal skin eyelid and larynx tumours developed that were resected.
Steroid therapy in 1983 did not prevent recurrent eyelid and
larynx manifestation. Subsequently, the patient showed a partial
response to CHOP chemotherapy [5]. However, in 1984, clinical
and radiological restaging revealed progressive disease, when a
skin biopsy showed criteria of malignancy [4, 5]. Therefore,
from 1985 to 1990, the patient received three cycles of 36 miu
interferon-a2a three times a week for 34 months. He experi-
enced three complete remissions of all neoplasia that lasted
13-21 months. However, weight loss, depression, leucopenia
and cardiac arrythmia were observed as severe therapeutic side
effects. In 1991, conservative left lateral cervical dissection had
to be performed owing to a recurrent laryngeal tumour. Since
1992, multiple tumour manifestations in the thyroid gland,
subglottis and skin indicated massive progressive disease. In
1993, a new 4 month interferon-a trial with reduced dosage
(6 miu 3 times a week) resulted in partial response, but had to
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be stopped because of side-effects. However, due to a slowly
progressive thyroid gland tumour long-term low dose interferon
treatment with 3 miu 3 times a week was started, which was well
tolerated.

The 15 year follow-up shows the clinical course of the rare
extranodal Rosai-Dorfman syndrome that progressed under
immunosuppressive and cytostatic therapy. High dose inter-
feron treatment resulted in longlasting complete remissions,
but was accompanied by severe side-effects. To conclude,
interferon-a may be a therapeutical strategy in progressive
Rosai-Dorfman syndrome presenting with clinical or histologi-
cal signs of malignancy.
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WE REPORT the first case of anaphylactic reaction after a first
dose of filgrastim (Neupogen®), Amgen, Bale, Switzerland). A
55-year-old female patient was admitted to Hétel-Dieu Hospital
in March 1995, for the treatment of an unknown primary
adenocarcinoma. She had no particular previous history except
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an urticarian eruption after rifampicin and a generalised eruption
after azithromycin. She received aregimen of cisplatin, etoposide
and ifosfamide associated with Mesna for 3 consecutive days.

Concurrent medications were ondansetron, dexamethasone,
clorazepam, alprazolam and zopiclone. To prevent neutropenia,
the patient received a single intravenous filgrastim injection
(300 pg) on day 4, and 5 min later, developed breathlessness
with tachycardia and hypotension (70-0 mmHg), acute bron-
chospasm, diarrhoea and a vomiting episode. This life-threaten-
ing accident was resolved after injection of epinephrine, methyl-
prednisone, salbutamol and macromolecular infusion. Because
the reintroduction of all other concurrent therapeutics except
filgrastim did not produce any allergic reaction, and according
to the chronology, we believe that filgrastim had a causal role.

Allergic reaction with anaphylactic shock after a reinjection
with granulocyte-colony stimulating factor has been described
[1]. However, we were surprised that this reaction occurred after
the first administration of the drug in this case, and may be
explained if the causal agent was an excipient previously received
by the patient. Filgrastim is contraindicated in patients with
known hypersensitivity reactions to products derived from
Escherichia colti, but this patient did not receive prior biological
agents.

In allergic patients, filgrastim should be administered under
medical care.
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