
Conclusions: We did not find correlation between presence of compound mutation
and probability to respond therapy or progression. Analyze higher number of sample is
needed. Indeed, the importance to detect clones harboring high resistance mutation
such T315I earlier could help the clinician to choose the therapy to avoid clone
progression.

Legal entity responsible for the study: Instituto Nacional do Câncer.

Funding: Has not received any funding.

Disclosure: All authors have declared no conflicts of interest.
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Background: In previous several studies it was confirmed that double expression of
both c-myc and bcl-2 in Diffuse Large B-cell lymphoma patients (DLBCL) predict
aggressive course. We suggest that it can be independent risk factor and early treatment
intensification can provide potential benefit for this poor risk group.

Methods: To analyze data we used chi-square test for independence, odds ratio (OR),
full analisys test. Progression free survival (PFS) were estimated by Kaplan-Meier
method, comparison of PFS in experimental groups (long-rank test), multifactor anal-
ysis of PFS (multinomial logistic regression). Statistically significant difference if
p< 0,05.

Results: We analyzed 240 pts with DLBCL, from 18 to 85 y.o. (median age 56 y.o), who
underwent treatment in National Medical Research center from 2008 to 2018. Seventy
six (32%)-with early stage of disease (I,II) and 164 pts (68%)-advance stage (III,IV).
Extranodal involvements were observed in 61 pts (25%) and B-symptoms in 109
(45%), GCB-subtype in 47% and non-GCB in 53% (Hans algorithm). DA-EPOCH-R,
Hyper-CVAD-R as first line received 26 pts (11%) and up-front high-dose chemother-
apy with AutoSCT received 17 pts (7%). 2-years PFS was 86% for all pts [95% CI 78-
94]. PFS was significantly lower in pts with B-symptoms (38% vs 84%; RR 3,3 [95% CI
0,85 – 1,4], p< 0,05); advance stage (42% vs 89%; RR 3,0 [95% CI 1,7 – 2,1], p< 0,05);
c-myc expression (45% vs 84%); RR 1,9 [95% CI 0,3 - 0,9 ], p< 0,05); bcl-2-expression
(60% vs 83%) RR 1,6 [95% CI 1,2 – 1,9], p< 0,05); Ki-67 higher than 70% (59% vs
89%; RR 2,5 [95% CI 0,9 – 1,2], p< 0,05). Double-expressor lymphoma (DEL) (both
c-myc and bcl-2) were observed in 33% (80 patients). Among patients with DEL, PFS
were lower but not significantly different comparing with non-DEL (p¼ 0,03). These
data were related to early treatment intensification in this subgroup (DA-EPOCH-R,
Hyper-CVAD-R, up-front high-dose chemotherapy with AutoSCT). DEL subgroup
was also associated with advance stage of the disease (III-IV 68% vs I-II 39%, p< 0,05),
B-symptoms (69% vs 47%, p¼ 0,03) and Ki-67 higher than 70% (81% vs 71%,
p> 0,05).

Conclusions: These data confirm more aggressive course of the disease in patients with
DEL comparing with standard group and may suggest benefit for patients to undergo
early-treatment intensification.

Legal entity responsible for the study: Tatiana Semiglazova. MD.

Funding: Has not received any funding.

Disclosure: All authors have declared no conflicts of interest.
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of primary diffuse large B-cell lymphoma of the tonsil
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Background: The most common histological type of tonsil lymphoma is diffuse large
B-cell lymphoma (DLBCL). Treatment approaches that have used include surgery, che-
motherapy (CTx) alone, radiation (RT) alone, and combination of both. We reviewed
our data and evaluate treatment outcome of patient with DLBCL of the tonsil.

Methods: Retrospective review of 114 stage I-II DLBCL patients between 1995 and
2010. Forty-five (39.5%) patients had stage I disease and B-symptoms were present in
only 7 patients. Seventy-two (65.5%) patients were treated with CTx alone, whereas the
remaining 38 received treatment with a combination of CTx and RT. Chemotherapy
was CHOP-based, with R-CHOP in 80 patients (70%). Median involved-field RT dose
was 3,960 cGy, with 96% receiving more than 3,000 cGy.

Results: The median age was 59 years and 61% of patients were males. Low to low inter-
mediate by International prognostic index (IPI) was 97.3%. LDH level. Overall CR rate
was 73.5% and seven (13.5%) of the patients who had achieved CR had recurred. The
median follow-up was 28 months. Five-year disease-free survival (DFS) and overall sur-
vival (OS) were 86.3% and 82.5%, respectively. Significant prognostic factors included:
age� 60 years old (OS, P¼ 0.011), LDH>upper normal limit (OS, P¼ 0.003; DFS,
P< 0.001), IPI>0 (OS, P¼ 0.007; DFS, P¼ 0.034) and combination of CTx and RT
(OS, P¼ 0.025; DFS, P¼ 0.038). Germinal center (GC) and non-GC phenotype were not
predictors of outcome in localized DLBCL of the tonsil. Chemoimmunotherapy-treated
patients with rituximab did not show a significantly better OS and DFS than those without
rituximab. On multivariate analysis; LDH>upper normal limit (DFS: hazard ratio [HR],
14.958; 95% CI, 2.474-90.432, P¼ 0.003; OS: HR, 9.341; 95% CI, 1.635-53.361,
P¼ 0.012), and combination of CTx and RT (DFS: HR, 0.088: 95% CI, 0.009-0.834,
P¼ 0.034; OS: HR, 0.112; 95% CI, 0.014-0.918, P¼ 0.041), retained statistical significance.

Conclusions: The DFS and OS rates were significantly better for patients receiving
combination of CTx and RT. A combined treatment, consisting of CTx and RT (with
RT dose of� 45 Gy), results in a satisfactory outcome in patients with localized primary
DLBCL of tonsil.

Legal entity responsible for the study: Consortium for Improving Survival of
Lymphoma.

Funding: Has not received any funding.

Disclosure: All authors have declared no conflicts of interest.
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Background: The utilization of circulating microRNAs (miRNAs) as non-invasive diag-
nostic and predictive tools have become substantial and promising scope of cancer
research. The link between the aberrant expressions of various miRNAs and the pathogen-
esis of diffuse large B-cell lymphoma (DLBCL) has been revealed by multiple studies. This
study planned to investigate the relative expression levels of serum miRNA-21 and to dem-
onstrate its potential prognostic impact in DLBCL patients who were treated by cyclophos-
phamide, doxorubicin, vincristine, prednisone plus rituximab (R-CHOP) protocol.

Methods: Polymerase chain reaction (PCR) based technique was used to analyze serum
miRNA-21 relative expression levels in 65 DLBCL patients prior to immunochemo-
therapy in comparison with 35 healthy individuals. Receiver operating characteristic
curve analysis was used to gauge the optimal miRNA-21 cutoff and Kaplan-Meier
method was performed to estimate overall patients’ survival.

Results: Serum miRNA-21 overexpression was significantly observed in DLBCL patients
compared to the control group (P< 0.001). MiRNA-21 expression levels were closely asso-
ciated with stage, C-reactive protein (CRP), lactate dehydrogenase (LDH) and b2 micro-
globulin (P< 0.001; P¼ 0.02; P¼ 0.003; P< 0.001 respectively). However, there was no
relationship with other characteristics, such as gender, age, B symptoms, extranodal site
involvement, international prognostic index (IPI) and initial response to therapy (all
Ps> 0.05). Overall survival was significantly worse in patients with high miRNA-21
expression levels compared to those with low expression levels (P¼ 0.01).

Conclusions: Serum miRNA-21 may be employed as valuable non-invasive diagnostic
and prognostic marker in DLBCL patients treated with R-CHOP regimen.

Legal entity responsible for the study: The authors.

Funding: Has not received any funding.

Disclosure: All authors have declared no conflicts of interest.
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Background: The international, phase 3 BELA trial (NCT00574873) evaluated first-
line bosutinib vs imatinib in Philadelphia chromosome–positive patients (pts) with
chronic phase chronic myeloid leukemia.
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Methods: Pts were randomized to receive bosutinib 500 mg once daily (QD) or imati-
nib 400 mg QD; the primary endpoint was complete cytogenetic response (CCyR) rate
at 12 mo. We compared efficacy and safety of bosutinib and imatinib in Indian and
non-Indian pts after 48 mo of follow-up. Efficacy was assessed in the intent-to-treat
population; safety was assessed in all pts who received�1 dose of study drug.

Results: In all, 54 Indian pts (median age 34.5 y; 61% male) and 448 non-Indian pts
(median age 48.5 y; 56% male) were randomized to receive bosutinib (n¼ 25 and
n¼ 225 [2 untreated], respectively) or imatinib (n¼ 29 and n¼ 223 [1 untreated]). At
12 mo, major molecular response (MMR) and CCyR rates, respectively, for bosutinib
vs imatinib were 44% vs 24% and 72% vs 86% in Indian pts, and 37% vs 26% and 70%
vs 66% in non-Indian pts (Table). After 48 mo of follow-up, cumulative MMR and
CCyR rates, respectively, for bosutinib vs imatinib were 64% vs 69% and 84% vs 97%
in Indian pts, and 68% vs 67% and 78% vs 79% in non-Indian pts. The most frequently
reported treatment-emergent adverse events (TEAEs; any grade) with bosutinib were
diarrhea (44%) and thrombocytopenia (36%) in Indian pts, and diarrhea (73%) and
nausea (39%) in non-Indian pts. 8 pts in the entire study were lost to follow-up while
on-treatment; 7 (6 bosutinib; 1 imatinib) were from Indian sites.

Table: 1033P
Indian pts Non-Indian pts

Bosutinib

n¼ 25

Imatinib

n¼ 29

Bosutinib

n¼ 225

Imatinib

n¼ 223

Sokal Risk Group, n (%)

Low 11 (44) 13 (45) 77 (34) 76 (34)

Medium 11 (44) 13 (45) 106 (47) 105 (47)

High 3 (12) 3 (10) 42 (19) 42 (19)

Cumulative response, any

time on–treatment, % (95% CI)

MMR 64 (45–83)69 (52–86) 68 (61–74)67 (61–73)

CCyR 84 (70–98)97 (90–100) 78 (73–84)79 (74–84)

Response at 12 mo, % (95% CI)

MMR 44 (25–64)24 (9–40) 37 (31–44)26 (20–31)

CCyR 72 (54–90)86 (74–99) 70 (64–76)66 (60–72)

Probability of retaining

response at 48 mo (95% CI)*

MMR 80 (49–93)100 (100–100)93 (86–96)98 (93–99)

CCyR 89 (62–97)78 (58–90) 93 (88–96)91 (85–95)

Transformation to AP/BP

CML, n (%)

1 (4) 2 (7) 4 (2) 10 (5)

Overall survival

Deaths, n (%) 1 (4) 1 (3) 14 (6) 14 (6)

At 48 mo (95% CI)* 96 (72–99)96 (77–100) 95 (91–97)94 (89–96)

*Kaplan-Meier estimate

AP¼accelerated phase; BP¼blast phase; CCyR¼complete cytogenetic

response; CI¼confidence interval; CML¼chronic myeloid leukemia;

MMR¼major molecular response

Conclusions: Response rates for bosutinib were comparable between Indian and non-
Indian pts. MMR rates were higher for bosutinib vs imatinib at 12 mo, but not 48 mo,
in Indian pts; comparison of bosutinib vs imatinib was limited by the small number of
Indian pts. TEAEs were consistent with the known bosutinib safety profile, although
Indian pts had a lower rate of diarrhea than non-Indian pts.

Clinical trial identification: NCT00574873.
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Background: Primary breast diffuse large B-cell lymphoma (DLBCL) is a rare entity
representing� 2% of extra-nodal non-Hodgkin lymphoma. We aimed to define clini-
cal profile, prognostic factors and the incidence of the central nervous system (CNS)
relapse in the era of rituximab and clarify the prognostic value of beta2

microglobulin(B2M), interlukins-6 (IL-6) and interlukin -10(IL-10).

Methods: Between Jan 2012 to Dec 2016, a prospective analysis of 28 patients present-
ing to 7 academic Egyptian centers. All patients were females. Only patients with newly
diagnosed stage I and II disease DLBCL were included. Patients with evidence of base-
line CNS disease and patients with hepatitis B and HIV were excluded. All patients were
scheduled to receive R-CHOP protocol plus involved- field radiotherapy. The prognos-
tic significance of B2M, and IL-6 and 10 were assessed.

Results: About 75% presented with breast mass, 4 cases with inflammatory symptoms,
3 cases were discovered by mammography. Right breast was more involved (64%),
86% had� 1 ECOG performance status, and LDH elevated was in 39% and 18% had B
symptoms. HCV was positive in 32% (9 patients). Stage I was detected in 57%. The
stage–modified International prognostic index was�1 in 54%. Ten cases underwent
breast surgery (2 modified radical mastectomy, 8 conservative breast surgery).
Complete response was achieved in 23/28 (82%) with median follow-up of 28 months,
39% of patients had relapsed, contralateral breast was the site of initial relapse in two
cases, 11% developed CNS relapse and 21% in other nodal and extranodal sites. Three
years disease free survival and overall survival were 68% and 79%. Favorable prognostic
factors according to univariate analysis were stage I, IPI�1, tumor size< 5cm, B2M.
IL6 and IL-10, while for multivariate analysis they were IPI�1 and B2 M and IL-6.

Conclusions: Primary breast DLBCL has high rate of CNS relapse in spite of era of rit-
uximab so CT or MRI of CNS is necessary during follow-up. Prophylaxis to CNS
should be considered in the initial treatment to improve outcome. In addition, assess-
ment of pretreatment serum levels of B2M, and IL-6 in newly diagnosed DLBCL may
indicate a possible prognostic role.

Legal entity responsible for the study: Lobna Ezz el-arab.

Funding: Has not received any funding.

Disclosure: All authors have declared no conflicts of interest.
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Background: About 2-4% of patients with newly diagnosed multiple myeloma (MM)
present with severe dialysis required renal failure (RF), which is associated with signifi-
cant morbidity and early death. The aim of this article was to analyze own experience in
treating this category.

Methods: During 10.2014-12.2017 the sixty-two patients with severe RF with a glomer-
ular filtration rate (eGFR)<30 ml/min/1.73m2 were enrolled in this retrospective
study. All patients received bortezomib-based regimens: 41 (66.1%) VDC; 2 (3.2%)
PAD; 12 (19.4%) VD and 7 (11.3%) VMP. Seven (11.3%) patients underwent high-
dose therapy with ASCT. IMWG (2010) renal response criteria were used. Myeloma
response was evaluated using the standard IMWG (2006) criteria.

Results: At the time of presentation 48 (77%) patients required dialysis. The mean
eGFR was 6.0 (95% CI 4.4-7.6) for patients requiring dialysis (Group A) and 22.2
(16.4-29.2) ml/min/1.73 m2 for those (Group B) are a dialysis independent (P< 0.001).
Mean level of involved free light chain (iFLC) was 7400 (3440-10840) mg/l vs 2900
(780-5020) mg/l respectively (P< 0.001). The median time from RF to start of MM
chemotherapy comprise 39 and 21 days for two groups respectively. Six (9.7%) patients
died within the first 60 days of therapy (induction mortality). At least minimal renal
response (>¼MRrenal) documented in 23.5% and 57.1% patients respectively. If the
duration RF before initiation of MM treatment was>1 month no one patient required
dialysis restored a renal function. Among all patients, overall myeloma response
(>¼PR) documented in 81% cases, including 39.6% very good partial response
(VGPR) and 14.6% complete response (CR/sCR). Two-years overall survival (OS) was
67.8 6 6.4% without any different between groups.

Conclusions: In conclusion, our data indicate that bortezomib-based triplets are asso-
ciated with a significant probability of renal response. In at least a 23.5% of patients
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