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Double transplant improves survival in multiple myeloma
Report at the plenary session from the “Intergroupe Francophone du Myelome”
showed that double transplants improve survival and can be recommended for
multiple myeloma patients younger than 60 years. Seven years after treatment, the
probability of survival for patients given two transplants was double that of patients
who only had one autologous transplant (42% vs. 21%, respectively). Event-free
survival was also double: 20% vs. 10%.

Proteasome inhibitor for advanced myeloma
An experimental drug formerly known as PS-341, stabilized or improved the condition
of more than a third of patients with advanced multiple myeloma in a phase II clinical
trial. All 202 patients in the multicenter study had failed at least two other therapies,
including thalidomide and bone marrow transplants. Ten percent had a complete
response to bortezomib, the first in a new class of anticancer agents called
proteasome inhibitors. The median survival for the study group of relapsed and
refractory patients was 16 months, with patients still showing a response to
bortezomib a year after treatment. The median time to progression was seven months.
The overall response rate was 35%, and 27% had major responses. A phase III trial is
already underway for the agent. Bortezomib was administered by intravenous
injection at a dose of 1.3 mg/m2 twice a week for two weeks followed by a week of
rest. The maximum number of cycles evaluated in the trial was eight, but patients were
allowed to continue if a benefit was seen. Dexamethasone was also permitted for
patients who had progressive disease after two cycles or stable disease after four
cycles. 39% of patients were given dexamethasone, and 17% of them improved. The
most common adverse effects were gastrointestinal.

Imatinib mesylate for newly diagnosed CML
Results presented at the plenary session indicate that imatinib mesylate (Glivec) should
replace interferon alpha and ara-C therapy as the standard treatment for newly
diagnosed chronic myeloid leukemia (CML). The pronouncement came after imatinib
significantly outperformed interferon and ara-C at every measure in 18-month data
from the International Randomized Study of Interferon vs. STI571 (IRIS). The IRIS trial
enrolled 1,106 newly diagnosed patients with CML in 16 countries between June
2000 and January 2001. The most striking result from the study was a complete
cytogenetic response rate of 94.4% for patients who received imatinib. Only 7.4% of
patients receiving standard treatment did as well. More than half (58%) of the patients
originally assigned to the interferon arm of the trial have switched to imatinib. Either
they could not tolerate interferon, did not respond, or had stopped responding to the
standard treatment. Only 11% were still receiving interferon. Of 553 patients initially
assigned to imatinib, 86% are still receiving the agent, which inhibits the BCR-ABL
tyrosine kinase. Progression-free survival was 92.3% for the imatinib arm compared
with 73.6% for the patients who received the standard combination of
interferon-alpha plus ara-C. Moreover, 97% of patients receiving imatinib had no
progression of disease. Even 66% of patients with high-risk disease have had
complete cytogenetic response. Adverse effects have been minimal. Less than 2% of
patients receiving imatinib had nonhematological grade 3-4 toxicities compared with
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31% of patients receiving
interferon therapy. Nearly one in
four interferon patients could not
tolerate their initial treatments
compared with 2% of imatinib
patients. The most common
adverse effects of imatinib were
mild edema, skin rashes, and
muscle cramps.

Oral Fludarabine for
untreated CLL
A multicenter European study has
found that a new oral formulation
of fludarabine phosphate (Fludara)
is comparable to the intravenous
(IV) version for patients with
previously untreated B-cell chronic
lymphocytic leukemia (CLL). The
overall response rates were 71.6%
according to criteria of the
International Working Group on
CLL (IWCLL) and 80.2% by
National Cancer Institute (NCI)
criteria. In the open-label study, 81
patients were given 40 mg/m2 of
fludarabine daily in 10-mg tablets

for five days. The treatment was repeated every four weeks for up to eight cycles, with most
patients achieving a response after six cycles. For comparison, the investigators relied on
published data for untreated patients who received fludarabine intravenously. Intravenous
treatment was usually given on the same schedule, but in 25-mg/m2 daily doses lasting 30
minutes. The patients in the new study came from 24 cancer centers in Belgium, France, Italy, the
Netherlands, and the U.K. Their average age was 64 years, and nearly two-thirds were male.
Under NCI criteria, 12.4% had complete remission, 67.9% had partial remission, and 11.1% had
stable disease. Six patients had progression of their disease. The disease stage of the patients
when starting therapy seemed to influence the result. Overall response was 80% for patients
who were Binet A progressive, but the response rate decreased to 75% for Binet B and 53% for
Binet C. Adverse effects were frequent. Nausea and vomiting were more common with the oral
version, and 18 patients had serious adverse events. Dose reductions were necessary for 14
patients, three patients stopped treatment because of adverse events, and four patients died —
one of septicemia during treatment and three of myocardial infarction seven to 14 months after
treatment. The oral version has been approved in 32 countries and is widely used as a second-line
treatment.

Peptide vaccine for leukemia
Five patients with advanced, treatment-resistant leukemia are in complete remission after
receiving a new experimental peptide vaccine in a pilot study that was only intended to
determine whether the vaccine is safe. The longest-lasting survivor has lived more than two years
with sensitized T-cells still circulating in the patient’s blood stream. This phase I trial is the first
evidence that a peptide vaccine can immunize leukemia patients against remission. Three of the
patients had failed therapies for chronic myeloid leukemia (CML). One had not responded to
treatment for acute myelogenous leukemia (AML), and the fifth had myelodysplastic syndrome
(MDS).

Ali Bazarbachi, MD.
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Postmastectomy radiation
for patients with 1-3
positive axillary
lymphnodes:
To who and when?
Woodward WA et al, ASTRO meeting

New Orleans October 2002

Buchholz TA et al,

The oncologist Sept 2002

This study from M. D. Anderson
cancer center examines the LRR
(local-regional recurrence)
patterns of breast cancer patients
treated with post-mastectomy
radiation. A total of 1800 patients
were treated with mastectomy
followed by doxorubicin-based
chemotherapy on 5 prospective
clinical trials; of these 469 patients
received postmastectomy
radiation therapy (PMRT) by
physician preference. Their 10-
year LRR rates were compared to
those of the 1,031 patients who
did not receive postoperative
radiation. PMRT reduced isolated
LRR rates for patients in all nodal
categories (4%, 10%, 21%, 22%
without radiation vs. 0%, 1.5%,
2.4%, 6.1% with radiation,
respectively for patients with 0,

1-3, 4-9, or >10 involved nodes). The rate (or percentage) of nodal involvement was significant
at a cut-off of 20%. LRR for patients with involvement of 20% or more lymph nodes was
reduced from 27% in patients who did not receive radiation to 11% in those treated with
radiation. LRR for patients with close or positive margins was decreased from 45% in patients
treated without radiation to 13.3% in those who received postoperative treatment (p=0.01).
Overall, chest wall recurrences were reduced from 68% to 6.4% with the addition of radiation,
and supraclavicular recurrences were reduced from 41% to 3.4%. Pathologic size of the
largest involved node, ER status, and lymphvascular space invasion were all significant
predictors of LRR in patients treated with PMRT (p=.008, .01, and .03 respectively). The
number of involved nodes, percentage of involved nodes and margin status, all of which were
significant predictors of LRR for patients treated without PMRT, were not significant predictors
of failure in patients treated with radiation.

The authors concluded that PMRT reduces the rates of LRR for all patients with breast cancer.
Although the threshold of risk that warrants the use of PMRT remains controversial, patients
who have more than 20% of their lymphnodes involved or those who have close/positive
surgical margins should be offered PMRT regardless of their number of positive lymphnodes.
The paper also reports on the M.D. Anderson guidelines which also include nodal extracapsular
spread >2mm as a criterion to offer PMRT. On the other hand, those patients with 1-3 positive
lymphnodes without these adverse features would be offered enrollement in an Intergroup trial
designed to address this question by comparing PMRT vs. no PMRT for patients with Stage T1-2
disease and 1-3 positive axillary lymphnodes.
Editor’s note: Although both the Danish and Canadian trials on PMRT showed significant benefit
for all node-positive breast cancer patients including those with 1-3 positive lymphnodes, there
remains some reservation regarding the generalization of these data for all patient groups.
ASCO guidelines addressed specifically this issue stipulating that “ ...the available evidence is
insufficient to make recommendations or suggestions for this subgroup [1-3 positive LNs]” (J.
Clin Oncol 2001). Therefore, this study and recommendations could provide some guidance
for clinical oncologists when advising this category of breast cancer patients regarding PMRT.
Needless to say we need to await the completion of the current trial to have a more definite
answer.

Reviewed by Fady Geara, MD.
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Conséquences d’une récidive axillaire après chirurgie

conservatrice du sein

La récidive axillaire (RA) est rare après chirurgie conservatrice du sein et curage axillaire de
niveau I ou II emportant une dizaine de ganglions. Parfois prélude à des douleurs par
envahissement du plexus brachial, son pronostic est sombre. S’il y a entre 0 et 3 ganglions
envahis, la radiothérapie axillaire a plus d’inconvénients (lymphoedème) que d’avantages
(prévention de la RA dont le risque est proportionnel au nombre de ganglions positifs).

Sur 6613 femmes traitées dans plusieurs centres suédois par chirurgie non mutilante et
curage (pour 92% d’entre elles), on a étudié la prévalence de la RA, son délai
d’apparition, ses facteurs de risque et son pronostic. Alors que la radiothérapie externe
(RTE) mammaire était habituelle, une RTE d’environ 50 Gy englobant l’aisselle n’a été
proposée qu’aux femmes dont le curage paraissait insuffisant, ou dont les ganglions
étaient envahis. Durant un suivi de 7 ans en moyenne les 92 RA (dont 23 récidives locales
associées) ont été comparées dans une étude cas-témoin (une pour deux) à 193 femmes
de la cohorte ayant aussi subi une chirurgie conservatrice mais sans récidive axillaire ni
locale ; on a constaté que les RA survenaient pour des tumeurs plus volumineuses, ayant
reçu plus de RTE axillaire mais moins de RTE mammaire et chez des femmes plus jeunes.
Le risque global de RA à 5 et 10 ans est de 1 et 1,7%, majoré quand l’état ganglionnaire
axillaire n’est pas connu et diminué quand le curage a été poussé ( > 10 ganglions). La
taille de la tumeur est l’élément le plus prédictif, le risque de RA passant de 0,4 à 6 %
entre T1 et T3.

Au cours du suivi, 43 des 92 malades avec RA sont décédées, dont 39 de leur cancer. Des
métastases sont apparues chez 50 malades, et 20 fois dans les 3 mois suivant la RA. La
survie à 5 et 10 ans après le 1er traitement des femmes avec RA est estimée à 77 et 48%,
soit sensiblement inférieure à celle des malades avec récidive mammaire. Si on prend
comme point de départ la date de survenue de la RA, la survie à 5 et 10 ans n’est plus que
de 59 et 43%.

Dans les tumeurs de stade I ou II autorisant une chirurgie conservatrice, les risques de RA
sont majorés chez la femme jeune, avec tumeur importante, et n’ayant pas reçu de RTE
mammaire; les facteurs de mauvais pronostic d’une RA avérée restent la taille de la
tumeur (> 2 cm) et la positivité des ganglions axillaires.

Dr Jean-Fred Warlin

Revu par Dr. Michel Daher

Ductoscopy-directed duct

Excision detects early

signs of cancer in

breast-milk ducts:

DDDE involves a tiny
endoscope being passed
through the nipple and deep
into a duct, enabling the duct
epithelium to be visualized.
121 women with pathologic
nipple discharge (PND) were
examined and all diagnoses
were confirmed by
pathological examination.
Five patients were diagnosed
with cancer: four with ductal
carcinoma in situ (DCIS), and
one with DCIS and Paget’s
nipple.

Papillomas, hyperplasia, and
benign non-proliferative
lesions were found much
more frequently than
malignant neoplasms. All
lesions were removed to stop
the unpleasant discharge
experienced by the patients
and to guard against
subsequent cancer
development. Papillomas
located just beneath the
nipple are very unlikely to
develop into cancer. But, deep
papillomas are sometimes
associated with cancer and
are likely to be missed using
standard procedures. DDDE is
more invasive than ductal
lavage, which is an
established non-invasive
screening procedure for
breast cancer (Lancet Oncol
2002; 2: 70). But it locates
abnormalities while only their
presence is indicated by
ductal lavage. Breast feeding
may be preserved.

Jill Dietz et al

(Surgery 2002; 132:

582–88).

Reviewed by Ghasi Nsouli, MD.
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BRCA1 other function

BRCA1 localizes to the inactive X chromosome (Xi) in female somatic cells and helps
localize the RNA for XIST—a key molecule in X inactivation. Tumor cells lacking BRCA1
show signs of defective X inactivation, a process that is essential to achieve correct dosage
of X chromosome genes in female cells. Previous studies reported a decrease in the
frequency of the , the cytological structure representing Xi, in breast cancer suggesting X
chromosome reactivation.

Another way to investigate whether X reactivation and tumorigenesis are linked is to see if
there is reawakening in BRCA1 tumors of any of the genes that are normally silenced on
the X chromosome. Ed Liu (Genome Institute of Singapore) work on the gene expression
profiles of BRCA1-linked and sporadic ovarian cancer [J Natl Cancer Inst 2002; 94:
990–1000], showed six of the 53 genes that were over expressed in BRCA1-linked tumors
were on the X chromosome. This raises the possibility that the sex chromosomes may have
oncogenic potential.” (LivingstoneCell 2002; 111: 393–405).

Ghazi Nsouli, MD.
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Concurrent chemoradiation is

superior to sequential therapy

for Small cell Lung cancer: More

evidence for a new standard

The JCOG (Japan Clinical Oncology
Group) reported the results of a random-
ized trial conducted on 231 patients with
limited-stage small cell lung cancer
(LS-SCLC) who were treated by either con-
current chemoradiation starting on day 2
of chemotherapy or the same treatment
given sequentially. Radiation therapy con-
sisted of 45 Gy over 3 weeks (1.5 Gy twice
daily) and all patients received four cycles
of cisplatin plus etoposide every 3 weeks
(sequential arm) or 4 weeks (concurrent
arm). All patients who achieved complete
or near complete remission received pro-
phylactic cranial irradiation. The median
survival time was 19.7 months in the se-
quential arm versus 27.2 months in the
concurrent arm. The 2-, 3-, and 5-year
survival rates for patients who received se-
quential radiotherapy were 35.1%,
20.2%, and 18.3%, respectively, as op-
posed to 54.4%, 29.8% and 23.7%, re-
spectively, for the patients who received
concurrent radiotherapy. Overall survival
rate was minimally improved by concur-
rent radiotherapy (P = .097 by logrank
test). Brain metastases as first site of re-
lapse were lower in the concurrent arm
(19% vs. 27%). Hematologic toxicity was
more severe in the concurrent arm, and
severe esophagitis was infrequent in both
arms, occurring in 9% of the patients in
the concurrent arm and 4% in the se-
quential arm. The authors concluded that
their study strongly suggests that cisplatin
plus etoposide and concurrent radio- ther-
apy is more effective for the treatment of
LS-SCLC than cisplatin plus etoposide and
sequential radiotherapy.

Editor’s note: This study adds evidence to
the prevailing concept that early concur-
rent chemoradiation provides superior re-
sults to a sequential approach. It also
provides evidence to support the use of
accelerated b.i.d thoracic radiation in this
disease. The experimental arm of the In-
tergroup randomized trial that demon-
strated a clear benefit with accelerated
concurrent vs. conventional thoracic RT
for LS-SCLC (N Engl J Med 1999) was
identical to the concurrent arm of the
present study. The reported 5-year sur-
vival rates for the accelerated arm in the
Intergroup trial was 26% vs. 24% in the
present study, which is similar. Also, the
relative benefit of early concurrent RT on
brain metastases found in this study is in
agreement with the data from the NCI-C
trial (J clin Oncol 1993).

Journal of Clinical Oncology; July 2002

Reviewd by Fady Geara, MD.
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Noninvasive staging of lung cancer: PET Scanning and physical

examination are winners

Investigators at Duke University Medical center have performed a publication-based
meta-analysis on the value of PET scan, CT scan, MRI, endoscopic ultrasound (EUS), and
complete physical examination as noninvasive methods for lung cancer staging. They
analyzed 20 studies on CT scan, 18 studies on PET scan, 5 studies on EUS, and 1 study on
chest MRI. They also analyzed data from 36 studies evaluating the utility of clinical
evaluation in detecting distant metastases in lung cancer staging: 17 studies were on
neurologic evaluation for detection of brain metastases, 12 for abdominal organs, and 7
for bone metastases. Beside sensitivity and specificity, negative predictive values (NPV),
and positive predictive values were calculated (PPV). NPV values are quite relevant
clinically as they represent the probability of a true negative result thus eliminating the
need for additional diagnostic tests. Results of the study are shown in table below and
are quite interesting.

Test sensitity specificity NPV

CT scan .57 .82 .83
EUS .78 .71 .79
PET scan .84 .89 .93
PE (Neuro) .76 .87 .94
PE (abdomen) .92 .49 .95
PE (bone) .87 .67 .90

PE = physical examination

The authors own conclusion was: “PET scanning is more accurate than CT scanning or EUS
for detecting mediastinal metastases. The NPVs of the clinical evaluations for brain,
abdominal, and bone metastases are 90%, suggesting that routinely imaging
asymptomatic lung cancer patients may not be necessary. However, more definitive
prospective studies that better define the patient population and improved reference
standards are necessary to more accurately assess the true NPV of the clinical evaluation.”

Editor’s note: This study indicates the respective role of each imaging and clinical
noninvasive modality in lung cancer staging. It has been repeatedly proven that PET
scanning is quite useful in the work-up of this disease for regional (mediastinum), and
distant disease and this meta-analysis does provide a stronger argument to add this test
to our list when the result is expected to change our management. In addition, what this
study actually adds, is the emphasis on the real value of basic physical examination to
rule out (by its high NPV) brain, abdominal, and bone metastases.

Chest 2003

Reviewd by Fady Geara, MD.

Concurrent chemotherapy and radiation therapy reduce laryngectomy rates:

Concurrent chemotherapy and radiotherapy decrease the rate of laryngectomy and
improve locoregional control in patients with stage III and IV laryngeal cancer. Compared
with sequential chemotherapy and radiotherapy or radiotherapy alone.
547 newly diagnosed patients were randomly assigned to one of three treatments: three
cycles of cisplatin (100 mg/m2) and fluorouracil (1000 mg/m2) per day for 5 days every 3
weeks, followed by radiotherapy of 70 Gy over 49 days; concurrent cisplatin (100 mg/m2)
on days 1, 22, and 43 of radiotherapy; or radiotherapy alone. Of 517 patients evaluated at 2
years, only 21 in the concurrent therapy group had a laryngectomy compared with 43 in the
sequential group and 49 in the radiotherapy group. Also, 78% of patients who had
concurrent therapy achieved locoregional control compared with only about 60% in the
other groups. Overall, survival was about 75% in each of the three groups, with 10% of
patients’ experien-cing grade 4 and 5 toxic effects. However, five patients died in each of
the chemotherapy groups, and more patients had acute grade 4 and 5 toxic effects
compared with the radio-therapy only group. This is pertinent particularly for
node-negative patients. Preserving the larynx does not mean it correlates with preservation
of function.

Moshe Maor 44th meeting of the American Society

for Therapeutic Radiology and Oncology (6–10 October 2002, LA, USA).

Reviewed by Ghazi Nsouli, MD.
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Nonmyeloablative allogeneic stem-cell transplantation after failure of

autologous transplantation in patients with lymphoproliferative

malignancies

Conventional allogeneic stem-cell transplantation (SCT) after a prior failed autograft is
associated with a transplant-related mortality rate of 50% to 80%. In a recent study (JCO
2002; 20: 4022-4031), the safety and efficacy of sibling, HLA-matched, nonmyeloablative
allogeneic SCT with donor lymphocyte infusion (DLI) was evaluated in 38 patients with
refractory, progressive, or relapsed lymphoid malignancy after autologous SCT. The
conditioning regimen consisted of the humanized monoclonal antibody CAMPATH-1H,
fludarabine, and melphalan. Fifteen of 35 assessable patients received DLI after SCT.

The estimated transplant-related mortality was 7.9% at day 100 and 20% at 14 months,
the median duration of follow-up. The actuarial overall survival at 14 months was 53%,
with a progression-free survival of 50%. DLI produced a further response in three of 15
recipients. These results suggest that nonmyeloablative allogeneic SCT is a relatively safe
option compared with conventional allogeneic transplantation for patients who have
failed previous autologous SCT.

Ali Bazarbachi, MD.

Cyclophosphamide versus Polychemotherapy in Follicular
Lymphoma (FL)

Equivalence in small cleaved FL but inferior in mixed FL:

This trial from the CALGB evaluated 228 (189 evaluable) patients with stage III-IV FL (143
FSCL and 46 FML). FSCL had by definition <20% large cells and FML 20-50%.

Cyclophosphamide was given at 100mg/m2/day po and CHOP/bleomycin q 3 weeks. This
initial therapy resulted in 89 and 93% responses.CR was achieved in amedian of 9 months
and was 66% and 60% respectively. Time to treatment failure was similar (3.8 years
median) and 80% of patient failed initial therapy.The duration of CR was longer for
CHOP/B (6.2 y vs. 4.6y). In the patient with FML, CHOP/B patient had a better outcome
(Failure free survival at 10y 48% for CHOP/B vs. 9% for Cyclophosphamide and survival
61% vs 25%). Secondary malignancies were similar in all groups.

Peterson B., MD.

J. Clin. Oncol. 2003;21 5-15, Jan. 1

Reviewed by Ghazi Nsouli, MD.

Morphologic dysplagia is not an independent prognostic factor in acute

myelogenous leukemia (AML)

This prospective study from German AML cooperative group is an analysis of 614 patients
with de-novo AML. FAB subtypes M3, M3v, M4eo had significant better prognosis.
Otherwise cytogenetics (favorable vs. non-favorable), age and LDH level were significant in
multivariate analysis with Auer rods on univariate analysis only. Cytomorphology
correlated with cytogenetics but was an independent prognostic factor. Favorable risk
includes t (8;21), t (15;17), inv (16), or t (16;16); intermediate risk includes normal
karyotype and others; and (3) unfavorable risk includes -5/5q-, -7/7q-, t (11q23), inv (3),
t(3;3), and 17p abnormalities, and complex aberrant karyotype (three or more
abnormalities).

Haferlach T., MD.

J. Clin. Oncol. 2003;21 256-65, Jan. 15

Reviewed by Ghazi Nsouli, MD.

Thalidomide plus dexa-

methasone for newly

diagnosed myeloma:

Thalidomide plus dexametha-

sone may be an effective and

less toxic alternative to stan-

dard chemotherapy for pa-

tients with multiple myeloma.

50 patients, aged 33 to 78

with newly diagnosed

myeloma, thalidomide (200

mg/d), and dexamethasone

(40 mg/d) on days 1–4, 9–12,

and 17–20 (odd cycles) and

40 mg/d on days 1–4 (even

cycles). 32 patients (64%)

were reported to have a 50%

reduction in tumor burden

and 40% of patients had at

least a 25% reduction. 31 pa-

tients (62%) proceeded to

stem-cell collection after four

cycles of treatment; 26 pa-

tients underwent stem-cell

transplantation. Five patients

chose stem-cell cryopreserva-

tion. The most serious side-ef-

fect was deep vein

thrombosis. Certain sub-

groups of patients with multi-

ple myeloma may need

anti-coagulant treatment.

Other side-effects of the com-

bination included constipa-

tion, rash, and dyspnea.

However, there was no re-

ported nausea, vomiting, or

hair loss-side-effects which

are associated with standard

chemotherapy. Three deaths

occurred during active ther-

apy because of pancreatitis,

pulmonary embolism, and in-

fection.

(Rajkumar,et al ECOG

J Clin Oncol 2002; 20:

4319–23)

Reviewed by Ghazi Nsouli, MD.



Hodgkin Disease in Children
Perspectives and Progress

Sarah S. Donaldson, MD.

Med Pediatr Oncol 2003; 40:73-81
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From 1960s to 1980s, standard treatment of Hodgkin
Disease HD consisted of high dose, large field radiation
with surgical staging. Cure rate was high (95% local
control) while radiation doses were 36-40 Gy. Concerns
about growth in children led to the use of combined
modality approach which first consisted of 15-25 Gy
radiation plus 6 cycles of MOPP and resulted in 90% 15
year relapse free survival. In an effort to lower toxicity,
radiation doses and volumes were further reduced
(20-30 Gy on involved fields). Simultaneously
modification of chemotherapy protocols aimed to
minimize drug related toxicity. The concept of
risk-adapted therapy was advanced with the French
protocol SFOP MDH-90. Stage I and II patients received
four cycles of VBVP with 20 Gy involved field radiation
when response to therapy was good. In third world
countries where radiotherapy facilities are limited
chemotherapy alone trials were initiated and consisted
of 6-12 cycles of MOPP or hybrid alkylator containing
therapies.

Three important randomized pediatric trials compared
chemotherapy alone to combined modality therapy.
CCG trial compared in stage III-IV patients 12 cycles of
MOPP/ABVD to 6 cycles of ABVD plus 21-Gy involved
field radiation. The four year event free survival rate
was higher in the combined modality group (87% vs
77%). The POG group compared 8 cycles of
MOPP/ABVD alone to the same regimen plus 21-Gy
radiation in advanced stages. Analysis based on “intent
to treat” did not show different outcome but
“treatment actually delivered” results were in favor of
the combined modality. The CCG 5942 protocol
compared COPP/ABV in stage I-II and added
cytarabie/etoposide in stage IV without and with 21-Gy
radiation. The 3 year survival in the whole group and in
each individual rik group was better in the combined
modality approach. Since these results multi-agent
chemotherapy and low dose involved-field radiation
are now considered standard of care for children with
Hodgkin disease.

Current approach

Risk-adapted combined therapy is the standard
approach in children. Patients with favorable clinical
presentations are at low risk of relapse and are
characterized by stage I-II in the absence of bulky
disease or systemic “B” symptoms. In these patients
current trials show 5 year EFS > 95% and OS > 99%.
Using 4 VAMP (vinblastin, adriamycin, methotrexate,

prednisone) and 15-25 involved field radiation in stage
I-II A patients showed 100% and 97% OS and EFS
respectively. This confirmed that favorable risk HD in
children can be cured with limited therapy excluding
alkylating agents, bleomycin, etoposide and large field
radiation. In patients with unfavorable risk, 4-6 cycles
of alkylating agent and anthracycline based therapy
with involved field radiation resulted in 80-94% EFS
and 90-98% OS. Some investigators now divide this
group into an intermediate risk group including stage
I-II bulky or extra-nodal or stage IIIA and a most
advanced group, stage IIIB and IV, to which reserve the
most aggressive therapy (MOPP/AVVD hybrid or
Stanford V). These approaches led to 94 % survival rate
in children under 14 years which represents a 19%
improvement over the past 30 years.

Future promising areas

Routine staging relies on CT scan and nuclear imaging
using Gallium 67 and recently FDG PET . The few
comparison studies available showed that PET is more
sensitive than CT and gallium in defining stage and
extent of HD. It is likely to be complementary to CT and
may replace Ga in the future.

Identification of prognostic factors is essential for risk
adapted therapy. Smith developed a prognostic index
based on a multivariate analysis in which male gender,
stage IIB, IIIB or IV, bulky mediastinum, hemoglobin <
10 g/dl and WBC > 11.5 x 103 were found to predict
poor outcome. EFS and OS were significantly inferior in
patients with four or five factors than in those with less
than three.

High dose therapy with stem cell transplantation results
in 30-60%survival rates in children with recurrent HD.
Higher rates could be expected if used earlier in high
risk patients. It could be justified as primary therapy
when high pulmonary toxicity rates are not expected.
Recent studies have shown that history of allergic
rhinitis or asthma is a strong predictor for pulmonary
post-transplant toxicity.

New drug development hold promise in HD. Anti-CD20
antibody Rituximab targets CD 20 positive
lymphocyte-predominant HD subtype which represents
15% of HD in children. A phase II trial showed 100%
response and 47% complete response in adults with
limited toxicity. Such therapy could be both effective
and non toxic in this favorable subgroup of patients.

Paul-Henri Torbey, MD.

PEDIATRICS
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Does Neoadjuvant Chemoradiation Downstage Locally Advanced Pancreatic

Cancer?

Hong Jin Kim M.D. et al, Department of Surgery,

Memorial Sloan-Kettering Cancer Center, New York, NY USA.

Recent studies suggest that neoadjuvant chemoradiation can downstage locally advanced
pancreatic tumors. There is limited evaluable data to support this approach. The authors
reviewed their experience with preoperative chemoradiation for surgically staged, locally
advanced pancreatic cancer to determine whether patients are downstaged with multimodal
therapy allowing for curative resection. A prospectively collected database from Memorial
Sloan-Kettering Cancer Center was reviewed. Patients admitted between January 1993 and
March 1999 with locally advanced pancreatic adenocarcinoma were identified (N = 163).
Chemoradiation was administered to 87 (53.3%) of 163, and regimens varied from standard
5-fluorouracil/ gemcitabine–based therapies to experimental protocols. Only three patients
(3/87; 3.4%) had a sufficient clinical response on restaging to warrant reexploration. Of these,
two thirds were unresectable on subsequent laparoscopy because of extensive vascular
involvement or metastatic disease. Only one patient underwent a potentially curative resection,
with a survival of 18 months despite negative margins and no nodal involvement. The overall
median survival for all patients with locally advanced disease treated with chemoradiation was
11 months (6.5 months without multimodal therapy; P = 0.004). Although chemoradiation is
associated with improved overall survival in locally advanced disease, it rarely leads to surgical
“downstaging” allowing for potentially curative pancreatic resections. Novel multimodality
approaches are required.

J Gastrointest Surg 2002;6:763–769

reviewed by Michel Daher, MD.

GI

Diabetes Melitus has an
adverse effect on survival
(disease-free and overall)
in patients with stage II
and III colon cancer

This study from ECOG evaluated 287
patients with diabetes (out of 3759
colon cancer patients) treated with
adjuvant 5-FU, leukovorin (low or
high dose +/- levamisole). At 5 years,
their DFS was 48% (vs. 59% for
non-DM) and OS 57% (vs. 66%)
both significant differences. Co-
morbidity and treatment doses were
not different and only diarrhea was
significantly higher in diabetic
patient. Hyperinsulenemia in non-
diabetic patients with breast cancer
was associated in another study with
a higher risk of distant metastasis.
(J Clin Oncol 20:42–51, 2002).

Meyerhardt J. et al

J. Clin. Oncol. 2003; 21:433-40 Feb)

Reviewed by Ghazi Nsouli, MD.

Irinotecan has moderate results in platinum

resistant ovarian cancer

This study of 31 patients from MD Anderson Cancer Center
evaluated CPT-11 300mg/m2 q 3 weeks (250 if age>65) with
dose adjustement in patients with ovarian cancer refractory
(stable or progressive in induction) or resistant (progression
within 6 months of therapy completion). Overall response was
17.5% with 1 CR and a median of 2.8 months. Toxicity according
to the authors was substantial.

Bodurka D. et al

J. Clin. Oncol. 2003; 21:29170 January 15

OVARIAN

Her-2 monoclonal antibody (Trastuzumab) has little

activity in relapsed HER-2 ++/+++ ovarian cancer

In this report from the Gynecology Oncology Group (GOG),
patient with recurrent or persistent ovarian cancer or primary
peritoneal carcinoma with 2+ or 3+ positivity for HER-2 were
treated with Trastuzumab 4mg/kg first dose then 2mg/kg weekly
with increase to 4mg/kg if disease progression. Of 837 patient
only 11.4% (95 patients) were positive and response rate was
only 7.3% (1 CR, 2 PR). Because of the low expression of HER-2,
and the low response rate treatment with Tratuzumab does not
seem to be an effective modality.

Bookman M. et al

J. Clin. Oncol. 2003;21 283-90, Jan. 15

PATHOLOGY

CISH is an Accurate Alternative to FISH for Routine Determination of HER2 Status in Breast Cancer

HER2 gene amplification has been identified in 10-34% of invasive breast cancers. Identification of HER2 status is important for selecting
a subgroup of breast cancer patients for therapy with trastuzumab (Herceptin).

Fluorescence in situ hybridization (FISH) is currently the most sensitive and reliable technique for HER2 gene amplification determinations
as patient survival has been shown to correlate best with FISH positivity rather than with overexpression of HER2 protein as determined by
immunohistochemical detection (IHC). A major limitation however of FISH on formalin-fixed paraffin-embedded (FFPE) is that tissue
section morphology is not optimally preserved.

Chromogenic in situ Hybridization (CISH) on FFPE, a recently developed method may be an accurate and economical alternative to FISH
for the routine determination of HER2 status in breast cancers. CISH allows simultaneous detection of HER2 gene amplifications as well
as verification of histopathology. Recent studies by Zhao et al. (2002)1, Dandachi et al. (2002)2 and Arnoud et al. (2002)3 have reported
complete agreement in the determination of HER2 gene amplification status by FISH and CISH. These latest studies show that both FISH
and CISH are useful methodologies for confirming ambiguous IHC results.

Walid Karam, MD.

References: 1- Zhao et al., (2002) Modern Pathology 15:657-665; 2- Dandachi et al., (2002) Laboratory Investigation 8:1007-1014.

3- Arnoud et al., (2002) Annales de Pathologie 1:S91




