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To the Editor: Radioimmunotherapy by Y90 ibritu-
momab tiuxetan, which targets the CD20 antigen, in B-
cell lymphoma has clearly demonstrated efficacy and
tolerability with high response rates and long durability
of remission in relapsed and refractory disease!?. Pa-
tients benefiting from this therapy include those unsuit-
able for myeloablative treatments and autologous stem
cell transplantation®#, as illustrated by the case ob-
served by us and reported here.

A 68-year-old woman came to our attention in Janu-
ary 2001 because of an enlarged left axillary lymph
node. Her past medical history was unremarkable and
she had no systemic symptoms. The node was removed
and histological examination revealed diffuse large B-
cell lymphoma (DLBCL). A comprehensive clinical and
radiological workup was done. Computed tomography
(CT) of the chest, abdomen and pelvis showed left axil-
lary and subdiaphragmatic lymph nodes. A bone mar-
row trephine biopsy revealed no pathological findings,
so the patient was considered to have clinical stage IITA
disease.

According to the International Prognostic Index (IPI)
score, our patient belonged to the intermediate to high
risk group. She was given combination chemotherapy
consisting of prednisone, doxorubicin, etoposide, cy-
clophosphamide, vincristine and bleomycin (P-VABEC
regimen)®, by which she achieved CT-confirmed com-
plete remission in June 2001.

Six months later she presented with an enlarged node
in the right axilla; surgical excision was performed and
relapse of DLBCL demonstrated. Comprehensive reeval-
uation including whole-body CT and another trephine
biopsy was done. The patient was diagnosed as having
clinical stage IIIA DLBCL with the same IPI score as at

disease onset. She refused high-dose chemotherapy and
autologous stem cell transplantation. She was therefore
offered alternative salvage therapy, for which she was
properly informed and gave her written consent.

Starting from December 2001, she received rituximab
(250 mg/m?) followed 6 days later by the same dose of
rituximab conjugated with Y90 ibritumomab tiuxetan
1182 MBq (0.4 mCi/kg). Hematological toxicity was un-
remarkable (grade Il WHO). She developed severe bron-
chopneumonia (grade III WHO) requiring hospitaliza-
tion and intensive medical care. After the patient’s re-
covery, restaging studies documented complete remis-
sion, which was stably maintained for 85 months, as
confirmed by a recently performed total-body positron-
emission tomography (PET)/CT scan.

In the presented case, the patient received a single
treatment of Y90 ibritumomab tiuxetan, resulting in
long-lasting PET/CT-confirmed complete response for
more than 6 years. This finding is rather unusual in re-
lapsed DLBCL patients, which generally showed poor
responses to this agent when administered alone®.

Although it should not be concluded that Y90 ibritu-
momab tiuxetan may have a curative role in advanced
DLBCL, our case outlines the possibility of a rapid and
long-lasting response even in this poor-prognosis group
of patients. In addition, the short time required for de-
livering the treatment plan and the low and manageable
toxicity makes this agent an ideal tool in elderly patients
with DLBCL.
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Metronomic chemotherapy in elderly
patients: do risks exceed benefits in
some patients?

To the Editor: In Tumori 2007, a case report was re-
cently published about the treatment with metronomic
chemotherapy of an 84-year-old woman with metastat-
ic breast cancer. The authors question if “risks (do not)
exceed benefits in some patients?” even using such a
treatment, which is known to be very well tolerated for
the average patient. The described patient, defined as
“frail”, died after one week including three days of treat-
ment with cyclophosphamide, 50 mg per day, and
methotrexate, 5 mg given during a single day. The early
onset of grade 4 neutropenia and thombocytopenia, se-
vere diarrhea and renal failure led to what was inter-
preted to be a cytotoxic-related death (on day 7). Guide-
lines on who should or should not be treated among
elderly patients are a main topic of the Discussion?.

The authors also discussed the use of this kind of
chemotherapy in an adjuvant setting® in order to alert
about the potential risks of this treatment. Three im-
portant issues need though to be emphasized. First,
the authors cited the CASA adjuvant trial in which such
treatment is a randomized option. CASA was con-
ceived for frail elderly patients whose conditions led
their physicians to exclude standard adjuvant
chemotherapy, yet to justify the use of adjuvant regi-
mens suitable for the vulnerable but not prohibitive, as
in the case of the reported patient. The described pa-
tient was probably better treated by proper supportive
care alone and without cytotoxic drugs. In fact, the in-
clusion criteria for the CASA trial, besides the main fea-
ture of having endocrine non-responsive tumors, in-
clude intact organ function at the time of randomiza-
tion, and require adequate bone marrow, renal and he-
patic functions: WBC = 3.0 x 10°/L, granulocyte count =
1,500 x 10%/L, platelet count = 100 x 10°/L, serum crea-
tinine <120 umol/L (< 1.35 mg/dl), calculated creati-
nine clearance at least 50 mL/min, serum bilirubin
within normal/reference range, AST/ALT within 1.5 x
the upper normal limit, as well as adequate cardiovas-
cular function defined as: LVEF = 50% by echocardiog-
raphy, radionuclide ventriculography or multigated
angiography (MUGA), no ECG evidence of acute is-
chemia or previous myocardial infarction within the
past 6 months, no New York Heart Association (NYHA)
class III or IV congestive heart failure, no evidence of
medically relevant conduction system abnormalities,
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which in the opinion of the investigator would pre-
clude trial entry.

The second point relates to what the authors defined
as "mildly” altered liver function tests of the patient
(who had liver metastases). Both cyclophosphamide
and methotrexate undergo liver metabolization, as the
authors finally recognize. There was an abnormal and
probably also genetically determined increased sensi-
tivity to toxicity of these agents, due to enzymatic iso-
forms resulting in enhanced activation of cellular uti-
lization of the drugs. As the authors pointed out, the pa-
tient’s compliance using oral drugs is also particularly
important. This aspect is increasingly important due to
availability of new oral agents which require even more
attention to compliance, requiring also specific studies
of bioavailability* and of pharmacogenetics.

The third point relates to methodological issues and
to the attention given to “ burdens and benefits” within
the studies conducted by the International Breast Can-
cer Study Group in general and for the elderly in partic-
ular®. This case is exemplar for the validity of the con-
cept that treating an elderly patient is complex and re-
quires a fine evaluation of variables to discriminate be-
tween those who need and might benefit from cancer
treatment from those who might enjoy the effects of
supportive care without a specific addition of cancer
therapy. Often this is a fair question for patients at any
age and the elderly deserve no less.
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IN REPLY: As regards the observations about our case
report (Tumori, 93, 2007) made by Crivellari et al., we
think that their comments are widely agreeable, partic-
ularly as regards the invitation to keep a careful eye on
every chemotherapy, especially in the elderly.

The provoking title of our work had the purpose to un-
derline the need for particular attention in the care of
elderly cancer patients. It is known that the side effects
of a certain drug are not always predictable, since every
patient has a peculiar genetic background, which can
interfere with the susceptibility to treatments. In this
case, the low dosage of the prescribed drug (if we as-
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sume that is was correctly ingested) cannot explain the
severe toxicity observed.

Even if oral administration is considered the simplest
and safest way to deliver oncological treatments, our ex-
perience suggests that it may not always be true and
sometimes there is no certainty about the dosage actu-
ally administered at home despite a clear medical pre-
scription.
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