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Role of Routine Bone Marrow Trephine Biopsy and Flow Cytometry

in Patients With Marginal Zone Lymphoma − a Comparative Analysis

and Clinical Implications

S.X. Koo1, G. Lai1, K. Tay1, S.T. Lim1. 1National Cancer Centre, Medical
Oncology, Singapore, Singapore

Background: There are three variants of marginal zone lymphoma (MZ):
nodal, extranodal and splenic. The most common sites of extranodal
involvement include the orbit, stomach, salivary glands and thyroid. A
recent study suggested no differences in relapse rate and survival between
patients who did or did not undergo routine staging bone marrow (BM)
biopsy (1). The role of routine BM examination in all patients with marginal
zone lymphoma (MZL) remains to be determined, especially in those with
radiologically early stage (I/II) stage extranodal MZL. Few studies have
compared BM trephine histological biopsy (BMB) findings with results
of flow cytometry (FC) analysis. We aim to (1) determine if routine BM
examination is required in all patients with radiologically limited stage MZL
and (2) to determine the concordance rate between the two methods of
BM examination.
Methods: We retrospectively analyzed the incidence of BM involvement by
trephine biopsy (BMB) and FC analysis in 182 patients with MZL.
Results: Majority of patients with MZL presented with early stage disease
(139/182). Of the 182 patients, the incidence of BM involvement (either
BMB + or FC +) was 10% (19/198). Among patients with radiologically
stage 1 or 2 disease, the incidence of BM involvement was 0.8%
(1/127), 14.3% (1/7) and 60% (3/5) for extra-nodal, nodal and splenic
MZL, respectively. Among the 127 patients with radiological early stage
extranodal MZL, BM involvement was detected in only one patient with
stage II orbital MZL and none of the patients with other extranodal sites
of involvement (gastric, 0/44; thyroid, 0/15, others, 0/31). On univariate
analysis, factors predicting for BM marrow involvement (BMB+ or FC+)
in patients with radiologically early stage MZL include Haemoglobin
(Hb) level <10 g/dL (p = 0.017), elevated Lactate dehydogenase level or
LDH (P = 0.014) and presence of non-extranodal MZL( P < 0.001). Of
the 182 patients, 98 patients, a concurrent FC analysis on BM was
available. Concordance between the two methods (trephine biopsy and
flow cytometry) was detected in 95% of the cases (12% BMB+/FC+; 85%
BMB−/FC−). In 5 cases, the results were discrepant (1 BMB+/FC−; 4
BMB−/FC+).
Conclusion: BM involvement in patients with radiological early stage
extranodal MZL is low (0.8%). Our findings suggest that BM biopsy may
be safely omitted in majority of patients with radiologically early stage
extranodal MZL, particularly those with stage I disease. However, BM is
essential in patients with nodal or splenic MZL. It should also be considered
in radiologically early stage patients with low Hb or elevated LDH. The
concordance rate between FC and BMB is 95%.
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Lymphoblastic T-cell Lymphoma/leukemia – the Impact of Age-related

Immunophenotype to Clinical Presentation and Biologic Behavior
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Cancer Institute, Haematology Service, Rio De Janeiro, 2Brazilian
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Background: T-cell lymphoblastic lymphoma (T-LBL) and leukemia (T-
ALL) are distinct clinical presentations of related malignant diseases that
arise in developing thymocytes. The clinical distinction between T-LBL and
T-ALL is based on the extent of tumour cell dissemination within the bone
marrow and peripheral blood. Investigations into the molecular prognostic
factors of T-LBL derive from T-ALL. The risk stratification is still difficult
by the lack of well stablished prognostic factors, especially concerning
T-LBL. Furthermore, T-LBL biopsies are often classified histologically only,
without phenotyping. Immature phenotypes have been associated with poor
prognosis predominantly occuring in adults but not pediatric cases. We
analyzed the impact of age, clinical and immunophenotype features on
treatment response and survival of T-LBL/T-ALL.
Material and Methods: Patients with T-LBL (n = 48) and T-ALL (n = 42)
diagnosed at the Instituto Nacional de Câncer, Brazil from 1997 to
2009 were classified according to the WHO 2008 classification. The
immunophenotype of T-cells from bone marrow, peripheral blood and tissue
micro-array biopsy material was based on the results of flow cytometry
and immunohistochemical staining. The maturational stages of T-LBL and
T-ALL were analysed regarding to age-groups and survival.
Results: The median age was 15.5 years (range 1−60 years) and
there was a male predominance. Concerning the immunophenotypic

profile, the cortical phenotype predominated (T-LBL, 62%; T-ALL, 65%)
with tendency for difference between age-groups (childhood versus adult
patients, p = 0.07) in T-LBL. Non-cortical phenotype increased with age
among T-LBL cases. The CD34 was expressed in 5% of T-LBL and 28%
of T-ALL cases (p = 0.01). Cortical phenotype confered a better survival for
T-ALL (p = 0.07), but not for T-LBL (p = 0.38). The 5-year overall survival
rate was 52% for both clinical forms, but comparatively a higher rate of
initial failure was observed in T-LBL. Treatment response was the only
prognostic factor identified in T-LBL patients.
Conclusions: Although the survival rates were similar, the events related to
death were not the same for T-LBL and T-ALL. The clinical presentations of
T-LBL and T-ALL are similar in many aspects, however it remains unknown
whether there might be additional differences distinguishing T-LBL from
T-ALL.
Acknowledgements: Programa de Oncobiologia and INCT para Controle
do Câncer, CNPq 573806/2008−0; FAPERJ E26/170.026/2008.
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Effective WT1 Peptide Vaccination With Long-lasting Amplification

of WT1-specific Cytotoxic T Lymphocytes in a Patient With CML in

Chronic Phase
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Background: Cytotoxic T lymphocytes (CTLs) are presumed to kill the
relevant antigen-expressing tumour cells including leukemic stem cells
which display intrinsic resistance against tyrosine kinase inhibitors such
as imatinib in CML patients. In order to clarify the safety and effectiveness
of WT1 peptide vaccination for the patients with CML, we started WT1
peptide vaccination in combination with imatinib therapy for a patient with
CML.
Materials and Methods: A 51 years-old male with CML in CP had been
treated with 400mg imatinib for 4 years. bcr-abl transcripts decreased
transiently but gradually increased to more than 1,000 copies thereafter.
HLA-A*2402-restricted 9mer WT1 peptides (CYTWNQMNL; a.a. 235–243),
which had been identified to possess an anti-tumour immunogenicity, were
administered subcutaneously at the dose of 1mg/day every 2 weeks in
combination with 400mg imatinib for first 5 months and thereafter every 4
weeks for 12 months. The vaccination was undertaken 22 times totally. The
appearance of WT1-specific CTLs in PB was confirmed by evaluating the
frequency of MHC/WT1 tetramer+CD8+ T cells by using mixed lymphocyte
peptide culture (MLPC).
Results: Although bcr-abl transcripts increased up to more than 2,000
copies after the the initiation of WT1 vaccination every 2 weeks, the
transcripts have decreased to less than 500 copies by the administration
of WT1 peptides every 4 weeks. After seven months from the cessation
of WT1 peptide vaccination bcr-abl transcripts decreased to the level
of major molecular response (MMR), which is lasting thereafter for 18
months. While WT1-specific CTLs were not detected in PB before WT1
peptide vaccination, the CTLs appeared after the second vaccination and
remained at the level of nearly 15/106 CD8+ cells thereafter. In addition,
for over 25 months after the cessation of vaccine therapy the WT1 specific
CTLs have remained to be detected with a remarkable decrement of bcr-
abl transcripts during the period. The MHC/WT1 tetramer+ cells showed
cytotoxicity against only leukemia cells expressing WT1 and HLA-A*2402.
Conclusions: The present study showed that WT1 peptide vaccination for
an imatinib-pretreated CML patient is feasible and effective, which is due to
the long-lasting amplification of WT1-specific CTLs with cytotoxicity against
WT1-expressing leukemia cells.
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Psychosocial Effect and Evaluation of the Health-related Quality of

Life in Patients With Non-Hodgkin Lymphoma
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Backround: The aim of this study was to record the impact of non-Hodgkin
lymphoma (NHL) on the psychological health and health-related quality of
life (HRQOL) of patients suffering from NHL.
Material and Method: We studied 23 outpatients suffering from well-
controlled, uncomplicated NHL who had the ability to sustain a regular
job. We tried to record the psychosocial effects resulting of NHL and to
evaluate their HRQOL, comparing them to 23 healthy controls with similar
demographic characteristics. To the patients and controls were given the
Short-Form Healthy Syrvey (SF-36) and a questionnaire based on the
Hamilton and Marker’s depression scales.
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Results: According to the two depression and anxiety scales used, a mild
degree of anxiety and depression was diagnosed but with unimportant
statistical difference (p = ns) between patients and healthy controls. Self-
perceived HRQOL of patients appeared to be affected, with vitality
(p� 0.002), physical (p� 0.001) and social functioning (p� 0.003) as the
most impaired subscales of the SF-36. The deterioration in their HRQOL
was mainly related to the post-diagnosis alteration of their socioeconomic
status. As accessed by the multiple regression analyses, none of the
disease history and medication-related variables were found to have any
influence on the results of the SF-36 subtests.
Conclusion: Despite the fact that we studied a relatively small sample of
patients with NHL, our results showed that their HRQOL was obviously
affected, while their psychological health remained nearly unaffected.

Oral Presentations (Sat, 24 Sep, 11:15−13:00)
Melanoma and Skin Cancer

9300 ORAL
Dramatic Efficacy of Neoadjuvant Therapy by the Association

Cisplatin, Fluorouracil and Cetuximab in Locally Advanced Non

Resectable Epidermoid Skin Carcinoma

C. Mateus1, F. Kolb2, F. Janot2, P. Duvillard3, G. Mamelle2, C. Robert1.
1Institut Gustave Roussy, Dermatology, Villejuif, 2 Institut Gustave Roussy,
Surgery, Villejuif, 3 Institut Gustave Roussy, Anatomo-pathology, Villejuif,
France

Background: No standard therapy is known for locally advanced non
resectable cutaneous squamous cell carcinoma. Chemotherapy (platin ±
fluorouracil) and radiotherapy are commonly used separately or in
association mostly as palliative treatment. We report 7 patients with
locally advanced unresectable skin carcinomas in whom the association of
cisplatin, fluorouracil and cetuximab induced a tumour reduction allowing
secondary complete surgical resection.
Materials and Methods: We have treated prospectively 7 patients from
july 2008 to february 2009 adressed to our center for skin carcinomas
no accessible to a surgery. The treatment had included a neoadjuvant
chemotherapy (cisplatin, fluorouracil and cetuximab) followed by surgery if
a regression tumoral was obtained. An adjuvant radiotherapy was proposed
depending on histological results (positive surgical margins, angio or
neurotropism). We present the results after a follow up of 3 years.
Results: All 7 patients had voluminous tumours located on the face
(nose, ear, cheek). For 5 patients, tumours were recurring after one or
several surgical resections. Two patient had a rapidly progressing non
respectable inflammatory tumour when he was first diagnosed. All patients
received 2 or 3 cycles of chemotherapy associating cisplatin 100mg/m2 J1,
fluorouracil 1000mg/m2 J1−4, cetuximab J1-J8-J15 (J1=J21). Tolerance
was manageable. All patients had a dramatic tumour response with
rapid tumour regression allowing subsequent surgical resection. Histology
showed a complete sterilisation without any active tumoral residue in 2
patients and complete resection (R0) in the remaining 5 patients. An
adjuvant radiotherapy was proposed for 3 patients because histological
signs of aggressiveness were observed at histology. A distant recurrence
(pulmonary metastasis) was seen in a patient after 18 months. No local
recurrence was seen after a median follow up of 31 months.
Conclusions: The association of cisplatin, fluorouracil and cetuximab is
approved for treatment of metastatic head and neck carcinoma and but
has not been yet evaluated in cutaneous squamous cell carcinoma. The
dramatic tumour responses and the long term local control observed
in our 7 patients, warrant evaluation of this association both in the
neoadjuvant and in the metastatic settings for patients with non resectable
skin squamous cell carcinomas.
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Ultrasound (US) Guided Fine Needle Aspiration Cytology (FNAC)

Predicts Sentinel Node (SN) Metastases and Improves the Nomogram

for Melanoma Patients
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Background: Ultrasound (US) guided fine needle aspiration cytology
(FNAC) prior to the surgical sentinel node (SN) procedure has recently

been proven to have an increased accuracy due to the introduction of new
US morphology criteria This study reports on a larger dataset, increased
follow-up and analyzed US-FNAC versus the validated Memorial Sloan
Kettering Cancer Center (MSKCC) Nomogram (Wong et al., 2005).
Material and Methods: Prior to SN-biopsy patients (pts) underwent
lymphoscintigraphy followed by US-exam. US images were prospectively
scored for predetermined morphologic criteria. FNAC was performed in
all suspicious US. All pts underwent a SN biopsy. Sensitivity (sens),
specificity (spec) and negative/positive predictive value (NPV and PPV) and
Hazard Ratios (HR) were calculated for prognostic factors and correlated
with survival. Multivariate analyses were performed and compared to the
nomogram.
Results: Since 2001 over 1000 consecutive pts have been included into a
prospective database. Median Breslow thickness was 1.6mm, 56% were
male, mean follow-up 33 months for all pts, 56 months for the first 400 pts.,
ulceration present in 24%. SN positivity rate was 20%(n = 202). Sens and
spec. of US-FNAC was 106/196(54%) and 768/779(99%). PPV and NPV
were 91% and 90%. Peripheral perfusion showed a sens of 69% and PPV
of 56%. Balloon shaped lymph nodes had a sens of 25% and PPV of 94%.
5-ys overall survival (OS) was 55% for US-FNAC positive vs. 92% for US-
FNAC neg compared to 65% vs. 93% for SN histological pos and neg pts.
There was no increase in late relapses for the first 400 pts (194 at risk at
5 yrs). The MSKCC nomogram accurately predicted SN involvement in this
external dataset. Multivariate analysis for OS demonstrated that both the
MSKCC Nomogram (HR 3.2, (1.5−6.8) P = 0.002) and US-FNAC (HR 4.6
(2.6−8.2) P < 0.001) were independent prognostic factors for OS.
Conclusions: This large dataset has validated previous results on the
accuracy of US-FNAC performed with new morphology criteria and the
MSKCC- nomogram. US-FNAC and MSKCC are independent prognostic
factors for OS. US-FNAC might be able to improve the accuracy of the
nomogram, a follow-up study will address this.
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Background: Immediate additional completion lymph node dissection
(CLND) is standard management for sentinel node (SN) positive melanoma
patients. Approximately 80% of SN positive patients have no additional non
SN (NSN) metastases in the CLND specimen. Prognosis of the group of SN
positive patients is highly heterogeneous. Different parameters of sentinel
node (SN) tumour burden are able to predict the heterogeneous outcome
in SN positive melanoma patients. The aim of this study was to evaluate
the predictive value of SN tumour burden parameters for NSN status and
for melanoma specific survival (MSS).
Material and Methods: Size, site and the penetrative depth of SN tumour
burden have been measured and classified according to the Rotterdam
criteria (<0.1mm, 0.1−1.0mm, >1.0mm largest diameter), the modified
Dewar criteria (subcapsular, non-subcapsular located), the S-classification
(�0.3mm, >0.3−1.0mm, >1.0mm penetrative depth) and the Rotterdam
and Dewar combined (RDC) criteria in 1189 SN positive patients diagnosed
between 1993 and 2008 at ten centers of the European Organisation for
Research and Treatment of Cancer (EORTC) Melanoma Group (MG).
CLND has been performed in 1117 (94%) patients. Mean and median
Breslow thickness was 3.94 and 3.00 (interquartile range (IQR) 1.85–4.70)
mm. Median follow-up was 35 (IQR 21−61) months.
Results: All four parameters for SN tumour burden were significant
predictors for melanoma specific survival and for NSN status. When
correcting for Breslow thickness, ulceration, age, gender and NSN status in
multivariate analysis, the Cox hazard regression models for MSS with the
S-classification and the Rotterdam criteria contained the greatest power.
Patients with micrometastases <0.1mm located subcapsularly had NSN
positivity of 7% and a five-year MSS rate of 93%.


