Multiple myeloma at ASH 2011
C. Doyen
UCL Mont-Godinne, Yvoir
In the educational part of the ASH, entitled
"controversies and updates in multiple myeloma",
S. Giralt revisited the role of stemcell transplant and the
optimal induction regimens. Bortezomib-based induction
should be considered as standard therapy although in the
US lenalidomide-dexamethasone is considered as an
appropriate alternative, despite the lack of randomized
trials. In patients with high risk disease, induction therapy
with bortezomib, an Imid (thalidomide or lenalidomide) and
dexamethasone is considered as the treatment of choice.
Optimal duration of induction is 4 to 6 cycles before
consolidation with high dose therapy. Maintenance with
Imid or bortezomib should be proposed to patients not
achieving CR after ASCT and CR patients have to know that
maintenance is associated with prolongation of remission
duration and perhaps with improved survival. The role of
early vs late high dose therapy has to be clarified in clinical
trials such IFM-DFCI trial. Finally, Dr Giralt emphasized the
need for defining strategies for high risk multiple myeloma,
but also for reducing the morbidity of high dose therapy, for
improving the conditioning regimens, for preventing relapse
and improving MRD detection. Participation to clinical trials
is mandatory.
Allogeneic stem cells transplantation should continue to be
explored in the context of clinical trials. It can be proposed
in first line in patients < 55 years with high risk disease
(del17, PCL, chromosome 1 abnormalities) and in relapse
for patients with low risk disease. Dr Reece nicely reviewed
the results of randomized trials integrating novel agents in
induction before ASCT and in maintenance therapy.
Regimens incorporating novel agents produce high
response rates before ASCT, with unprecedented CR,
nCR and VGPR rates. Stem cells collection is feasible and
toxicity acceptable. Highest response rates are seen with
3-drugs regimens containing bortezomib and an Imid.
Response rates increase further post-ASCT and are better
than those seen with older regimens (VGPR between 65
and 89 %, CR, nCR between 32 and 71 %). PFS improved
from 2 to 3 years.
For maintenance therapy we have results of thalidomide,
bortezomib and lenalidomide trials. Thalidomide prolongs
PFS in all trials and overall survival in 3. Bortezomib
maintenance could be very interesting for translocation
t(4;14) patients. Finally, lenalidomide prolongs very
significantly PFS in IFM 2005-02 and CALGB 104, with a
prolonged overall survival in this last trial. Lenalidomide
maintenance trials show a slight increase of Secondary
Primary malignancies (SPM). The problem needs to be
further analyzed. EMA concluded recently that benefit-risk
balance for lenalidomide remains positive although the risk
of SPM is increased fourfold in patients in first line.
Finally, overall survival benefit with novel agents is difficult
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to demonstrate but significant advantage is seen in 2 trials
(Hovon 65 – CALGB 104). Future decisions regarding
maintenance and consolidation will be influenced by
incidence of toxicities such as SPM, outcome after myeloma
progression, subgroup analysis and better methods to
assess MRD. Kenneth Anderson provided new insights into
therapeutic targets in myeloma, emphasizing the future of
personalized medicine in multiple myeloma because of
better understanding of prognostic factors such as
cytogenetics, but also GEP profiles, SNIP microarrays,
micro RNA, at diagnosis and relapse. He presented the
immune-based therapies as vaccines and antibodies
(Elotuzumab), he also reviewed the second generation
proteasone inhibitors as carfilzomib and MLN9708 ,
NPI052, and also perifosine, HDAC and multiple other
drugs. As usually, he showed very nice cartoons of
intracellular machinery.
Several important clinical trials were updated at
ASH 2011.
San Miguel presented the 5 years updated results of the
VISTA trial with a persistent significant overall survival
benefit of 13.3 months in median in multiple subgroups.
The advantage is maintained despite substantial use of
novel agents at relapse. Overall survival subanalysis in
patients receiving subsequent therapies demonstrated the
importance of providing optimal therapy (including
bortezomib) in first line. There is no emerging safety signal
for SPM following VMP. Palumbo presented the updated
results of the maintenance in the MMo15 comparing MP,
MPR and MPR-R. Lenalidomide maintenance induced a 65
% reduced risk of progression, regardless of age. In
patients between 65 and 75 years, MPR-R reduced the risk
of progression of 70 % with a trend for a survival benefit.
The incidence of SPM is increased (IR/100 patients/year
3.04 for MPR-R, 2.57 for MPR and 0.98 for MP).
M.V. Matheos presented the phase III for smouldering
multiple myeloma with high risk of progression, based on
lenalidomide-dex induction followed by maintenance with
lenalidomide vs no treatment in 119 evaluable patients.
Treatment prolonged the TTP (not reached at 32 months of
median follow-up) with a trend to improved survival.
Tolerability is acceptable and there is no signal for SPM.
At the opposite, the non-treated patients progressed early
(median 23 months). Len-Dex treatment gives an overall
response rate of 86 % with 25 %  VPGR and sCR 7 %.
M. Cavo updated the results of the GIMEMA study
comparing VTD and TD as consolidation after ASCT and
confirmed a significantly enhanced CR and nCR/CR rates
after VTD. PFS gain is present in all subgroups with no
overall survival difference. San Miguel reviewed 1718
patients included in 4 phase III studies containing
bortezomib (VISTA, APEX, Hovon 65, MMY-3001) and
found no signal for increased SPM. Morgan presented the
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results of MRC myeloma IX with a 6-year median follow-up
with an increased PFS but no effect on overall survival of
thalidomide maintenance in standard risk patients and no
impact on overall survival but reduced overall survival in
high risk patients.
A lot of fascinating trials concerning novel agents
were presented.
MLN9708, a new oral proteasome inhibitor, induces 1 CR
and 5 PR in heavily pretreated (median 4 lines) relapsed
refractory multiple myeloma (RRMM) with an acceptable
toxicity profile (11 % PN). MLN9708 can also be
associated to lenalidomide-dexamethasone. Vorinostat
studies in combination with bortezomib was presented by
Siegel for Vantage 095 (CBR 31 %;, ORR 17 %) and by
Dimopoulos for Vantage 088 with very interesting results
(ORR 56 %) with a 28 %  VGPR and a median PFS of
7.63 months. Toxicity includes thrombocytopenia, fatigue
and gastrointestinal symptoms. Carfilzomib and other PI
associated with lenalidomide and dexamethasone in front
line therapy give a very high response rate with 79 % of
CRnCR after 12 cycles. Carfilzomib combined with
thalidomide and dexamethasone prior to ASCT in NDMM
(Carthadex study) also seems a very interesting
combination.
The efficacy of pomalidomide was confirmed by
presentations of Richardson and Leleu, confirming high
activity of pomalidomide in RRMM, refractory to
bortezomib and lenalidomide. Bendamustine associated to
lenalidomide-dexamethasone induces 52 % of partial
response, 24 % of VGPR and 24 % of MR in 36 RRMM
(median line 3, 79 % prior lenalidomide). Data over
multiple other novel agents and vaccines looks also very
promising (Elotuzumab, Perifosine,…).
In conclusion, although there was no real "scoop" for
multiple myeloma at ASH 2011, as said K. Anderson,
"the best is yet to come". Except in high risk patients,
MM is becoming a chronic disease with perhaps some
perspectives for cure.
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Red Blood Cells Disorders
A.Ferster
ULB, Brussels
Children with Sickle Cell Disease (SCD) suffer from vasoocclusive crises, severe infections, acute chest syndrome
and anemia and are at risk for ischemic stroke. Adults
progressively develop organ damage (kidney, hart, lung,
eye, bone...) and are at risk for sudden death. Even if
survival has improved, only 86% of patients have strokefree survival at the age of 18. For young adults the 10-year
mortality is estimated around 15% and is increasing in
those with recurrent and prolonged pain.
The lung is now considered as a target organ in SCD.
Patients may develop with time obstructive or restrictive lung
disease and Pulmonary Hypertension (PH). Patients who
have on heart echography a tricuspid regurgitant jet
velocity (TRV) above 2.5m/sec have a low survival at 2
years. A TRV above 2.8 is highly suggestive of pulmonary
hypertension. The randomized trial with Sildenafil for
pulmonary hypertension in sickle cell disease has been
prematurely closed because high rate of pain in patients
treated with Sildenafil. The screening of pulmonary
hypertension in symptomatic SS and S-B° patients is
recommended.
Hydroxyurea is effective to reduce pain, acute chest
syndrome and the need for transfusion in children and
adults. In addition, chronic treatment with hydroxyurea
seems to reduce the mortality of SCD patients. Hydroxyurea
in very young children failed to prevent kidney and/or
splenic damage (primary endpoints of the Baby-HUG
Study). Nevertheless, the treated infants had less sickle cell
disease related-events. Hydroxyurea seems to be safe in
terms of genotoxicity in this very young population.
The main cause of death in children and adolescents is
stroke and many presentations focus on the increased risk
of death during the transition period from pediatric to adult
care. The risk of in-hospital mortality is increased in male,
in older patients, in case of acute chest syndrome or
concurrent sepsis. Medium-risk surgery is associated with
an increased risk of complication. A new trial that
addresses the question of the benefit of pre-operative
transfusion in SS patients showed a reduced rate of serious
or severe adverse events and less per-operative transfusion
in the transfused group. Pre-operative transfusion is thus
strongly recommended before medium-risk surgery.
Hematopoïetic stem cell transplantation after myeloablative
conditioning has excellent results in young patients having a
matched-sibling donor. Some preliminary results show an
improvement of CNS disease and cognitive function in
those having a cerebrovascular disease at time of
tranplantation. Most adults have severe organ dysfunction,
do not tolerate myeloablative conditioning and need an
alternative approach. Until recently, non-myeloablative
transplantation was disappointing. Very interesting results
on non-myeloblative allo stem cell transplantation for adult
patients with organ impairment was presented at ASH
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meeting with 20/23 patients who engrafted after a
conditioning based on Alemtuzumab and TBI (Sirolimus
as GVH prophylaxis). All the 23 patients survived.
Twenty engrafted successfully and none developped GVHD.
In these patients with organ damage, some improvement
was noted in pulmonary hypertension or in kidney disease.
In these last 10 years, almost 2000 patients from 134
centers in 28 countries were transplanted for Thalassemia
Major. Most of these patients were under 18 at time of
transplantation and the majority were transplanted with a
bone marrow from a matched-sibling donor. Overall
excellent outcome is achieved with a EFS at 81%.
The results are better in patients under the age of 14.
In some countries, the results are less good, probably
because of suboptimal transfusion and chelation therapy
prior to transplantation. Transplantation with alternative
donors has lower results and the indication must be
carefully evaluated.
Many sessions have been dedicated to the Bone Marrow
Failure syndromes. Fanconi Anemia, Blackfan-Diamond
Anemia (a ribosomopathy affecting the erythroid lineage)
and Dyskeratosis Congenita (telomere defect) are
associated with p53 activation in the hematopoietic
progenitor cells and accelerated apoptosis resulting in
bone marrow failure.
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Coagulation and platelets
A. Vantilborgh
UGent
In the field of thrombosis and hemostasis new therapeutic
drugs are emerging rapidly.
Some of these new agents are derived from existing
molecules, but their function is enhanced and they cause
less side effects or complications.
But there are also brand new products that are developed
as a result of new insights in the basic mechanisms of the
coagulation system.
Even the dream of gene therapy is getting close to
becoming reality in hemophilia. Still the disease is not really
fully cured, but the dependence of clotting factor can be
reduced drastically.
All these new developments depend mostly on bioengineering. For example, with the aid of NGS (next
generation sequencing) some new genetic risk factors for
thrombosis are being elucidated, thus helping to unravel
the mystery of ‘idiopathic’ VTE.
Also the close correlation between coagulation and
inflammation can be understood better by the study of
microparticles. There even seems to be a direct link
between cancer cells and the coagulation system, leading
to metastasis. There is evidence that controlling these
mechanisms may improve outcome.
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Acute Leukemias and Myelodysplastic Syndromes
P. Vandenberghe
KUL, Leuven
Acute leukemias and myelodysplastic syndromes are
characterized by a large variability in clinical course,
prompting a continuing search for accurate predictors
of outcome. Using algorithms incorporating clinical,
hematological, cytogenetic and molecular features at
presentation, patients are stratified into low-risk,
intermediate-risk, or high-risk disease categories and
treated accordingly.
In the past, cytogenetic and molecular analysis of on acute
leukemias and myelodysplastic syndromes has led to a
wealth of recurrent cytogenetic and molecular aberrations,
and several of these aberrations have become defining
features of clinicobiological entities recognized in the 2008
WHO classification. Yet, until now, with the notable
exception of t(9;22)(q34;q11)/BCR-ABL1, and of t(15;17)
(q22;q21)/PML-RARA, the large majority of recurrent
genomic lesions did not lead to specific molecular
therapies.
With the advent of the novel genomics technologies,
especially next-generation sequencing, it is expected that
virtually all genetic lesions in AML, ALL and myelodysplastic
syndromes can soon be identified.
In my talk, I will discuss the significance of recent and novel
genetic markers in AML, ALL and MDS, and highlight how
they are rapidly changing our insights in the pathogenesis
and the biology of these diseases. AML, ALL and MDS
genomes are characterized by the accumulation of
passenger as well as driver mutations, as is the case for
other malignancies. A number of important themes are
emerging. Acute leukemias carry far fewer mutations than
solid tumors. Second, the presence of subclonal variety at
diagnosis, and of driver mutations in preleukemic stem cells
has important implications for the origin of relapse
following therapy and for molecular follow-up. Thirdly,
new pathogenetic mechanisms are being recognized :
e.g. the role of epigenetic changes induced by regulators
of the histon code and of DNA methylation; chromotrypsis,
a recently identified phenomenon whereby multiple
genomic rearrangements occur at once in cellular crisis;
and the distinctive metabolism of malignant cells.
Finally, the spectrum of newly discovered driver mutations
is unanticipated and vast, increasing the genetic and
molecular heterogeneity of these diseases. While the
perspective of a personalized diagnosis of AML, ALL,
or MDS is rapidly becoming tangible, it will be extremely
challenging to translate these findings into personalized
targeted therapy.
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Myeloproliferative neoplasms
L. Knoops
UCL, Brussels
This post-ASH session will focus on the clinical management
of Chronic Myeloid Leukemia (CML), Polycythemia Vera (PV),
Essential Thrombocythemia (ET) and Myelofibrosis (MF).
Imatinib 400 mg/d is the standard of care for newlydiagnosed chronic phase CML patients, with very good
survival data (85 % at 8 years in the IRIS trial) and about
2/3 of patients still treated with imatinib after long Follow
Up(FU). Strategies to improve these results were largely
discussed. The 3 years follow-up of the ENESTnd trial,
comparing imatinib 400mg/d to nilotinib 300 or 400 mg
bid, continues to show superiority for nilotinib, with faster
and deeper molecular responses and a significantly
decreased risk of disease progression1. Follow up of the
SPIRIT trial showed that addition of pegylated interferon at
lower and more tolerable dose (45 µg/w) to imatinib
significantly increase the rate of molecular responses2.
The ENESTcmr trial showed that nilotinib improves Complete
Molecular Response(CMR) rate in patients who failed to
achieve CMR on imatinib3. The clinical significance of
these increased molecular responses in not yet clearly
demonstrated. It could increase the number of patients
eligible for Tyrosine Kinase Inhibitor(TKI) discontinuation.
Indeed, an update of the STIM study on 100 patients with a
long FU (median 30 month) confirmed that imatinib can be
safely discontinued, under close monitoring, in patients with
a CMR of at least 2 years duration, with 39 % of patients
still in CMR. High Sokal score and short imatinib therapy
duration were predictive for molecular relapse4. Initial
results of a small study showed that second generation TKI
could also be safely discontinued in patients with more than
2 years of major molecular response5. Several abstracts
demonstrated that long term outcome of patients treated
with TKI could be predicted by the measurement of the
cytogenetic or molecular response after 3 month of
treatment, with patients who achieve a transcript level
≤ 10 % or a complete cytogenetic response having better
progression free survival6.

In MF, the two studies comparing Ruxolitinib to placebo
(Comfort-I) or best available therapy (comfort-II) confirmed
significant spleen reduction and symptoms improvement.
In both studies, improvements were seen across all different
subgroups, and comfort-I showed an overall survival
advantage of ruxolitinib vs placebo10.
Abstracts discussed [first author(abstract number) ]: 1Saglio(452),
2
Johnson-Ansah(456), 3Hughes(606), 4Mahon(603), 5Rae(604),
6
Marin(785), 6Milojkovic(1680), 6Hochhaus(2767), 6Latagliata(3783),
7
Cortes(109), 8Tefferi(277), 9Kiladjian(280), 10Verstovsek(278),
10
Harrison(279), 10Harrison(795).

For patients with CML and Phi+ ALL resistant or intolerant to
dasatinib or nilotinib, or with the T315I mutation, initial
finding of the phase 2 PACE trial showed encouraging
results with a significant number of patients attaining major
cytogenetic response after a short FU7.
In PV, a retrospective international study on 1263 patients
showed that advanced age, leukocytosis, venous thrombosis
history and abnormal karyotype are significant (p<0.01)
risk factors for overall survival (OS)8. An update of the
PVN-1 trial, a phase 2 trial with peg-IFNα-2a with a median
of 6.4 years of FU, confirmed major and sustained
molecular response in %V617F, with several patients able
stop the medication and still in hematological response
without treatment9.
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Stem cell transplantation and immunotherapy
T. Kerre
Ugent
On the slides, a selection of new data on autologous stem
cell transplantation is shown: abstracts and educational
sessions with data on new and old indications, mobilization
and conditioning are briefly discussed. In the talk, however,
the focus will be on the new data on allogeneic stem cell
transplantation and immunotherapy.

- Khouri (#894) presented a preliminary analysis of 23
patients in a prospective single arm trial evaluating the
feasibility of Flu/Benda/Rituximab as conditioning for CLL/
NHL, compared to historical controls with Flu/Cy/TBI
(Khouri, Blood, 2008). PFS @8m was 79%, and the scheme
proved to be safe and well tolerated.

New indications
- Steve Holland elaborated in the scientific session on
immunodeficiencies on the recently identified Mono-MAC
syndrome, characterized by monocytopenia, low B and NK
cell count, myelodysplasia, and infections with HPV and
atypical mycobacteria, caused by GATA-2 mutations. He
gave an update on the disease, and on the favorable
outcome of these patients after RIC allo SCT. Sturgess
(#2045) further stressed the bad outcome of these patients
without transplant in a small series of 10 patients.
- In educational sessions overviews were given on outcome
of allogeneic transplantation for sickle cell disease,
thalassemia, and inborn errors of metabolism.

GVL/GVHD separation
The separation of GVL and GVHD remains the holy grail of
stem cell transplantation. Azacytidine has a promising
profile as it is anti-leukemic, induces Tregs and increases
tumor antigen expression in vitro. Dennis (#324) presented
the results of a prospective, single arm trial (n=27) in which
AML patients were treated with Aza post allo-SCT. Only 3
patients developed aGCHD, 2 limited cGVHD. At 3 m post
SCT, Tregs were significantly increased (compared to
time-matched controls, but this disappeared at 6 and 12 m.
CD8+ T cells showed an increased response to tumor
antigens (WT1, CTA) in vitro, compared to pre SCT.

Stem cell source
- Abstract #1 (Anasetti) showed in a phase III prospective,
randomized trial (n=550) comparing BM and PBSC as stem
cell source for patients transplanted with MUD and mostly
after MAC. There was no significant difference in OS,
NRM, DFS and relapse between both sources, but PBSC
caused significantly more cGVHD (48% vs 32% for BM,
p=0.02) with impact on QOL. There was some more graft
failure in the BM arm. Anasetti concluded that (for MUD,
MAC) PBSC is the preferred source for patients at risk for
graft failure, or early infections, but for all others BM should
be the source of choice.
- For MRD, however, PBSC remains the source of choice, as
was shown by an update on a randomized trial comparing
BM and PBSC in MRD transplants (Bensinger, NEJM,
2011): long-term follow-up (14y) confirms sign less relapse
in the PBSC group, although the survival benefit
disappeared #319, Mielcarek).
- There were some new data to improve results with UCB
SCT. In double UCB SCT, treatment of 1 UCB with PGE2
resulted in increased homing, proliferation, and this UCB
proved to be the dominant source, at D+14, and longterm
(#653, Cutler).
- Ruggeri (#836) presented a retrospective analysis (n=134)
on double UCB SCT for de novo AML in CR1 and showed
LFS @2y of 52%, concluding this to be a valuable donor
option if there is no HLA-identical donor available.
Conditioning
- Bornhauser (#157) compared MAC and RIC for AML in
CR1 in a randomized trial. TRM was significantly higher in
the MAC arm (17 vs 8%), but OS and DFS @3y were
similar.

26

Acute GVHD
Identification of biomarkers that may predict response to
therapy and survival was the subject of several abstracts.
Vander Lugt (#152) identified ST2, a decoy receptor that
drives Th phenotype from Th2 to Th1, as a biomarker that
could predict response to therapy @D28, and survival @
D180 after start of treatment. Harris (#153) confirmed the
role of REG3α as a marker to identify high risk patients with
lower GI aGVHD for whom standard treatment might not be
sufficient.
Chronic GVHD
- Baron (#321) presented a retrospective analysis of EBMT
data (n=1859) of patients transplanted for AML in CR1/2
with PBSC after RIC (both MRD and MUD), for the impact of
cGVHD on RR, NRM, LFS and OS @18m post SCT. cGVHD
decreased RR, which resulted in increased OS only for
limited cGVHD, while extensive cGVHD led to increased
long-term NRM.
- Inamoto (#322) presented a retrospective analysis of a
large cohort (n=986) of patients that was treated
systemically for cGVHD after 1st allo-SCT. Several risk
factors for the development of sclerotic cGVHD could be
identified.
Immunotherapy
Revzani gave a nice overview of vaccination trials post
allo-SCT in the education session. Several new
immunotherapeutical strategies targeting both virus and
tumor antigens post transplant and out of the context of SCT
will be discussed.
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Chronic Lymphocytic Leukemia
A. Van Hoof
A.Z. St.Jan AV , Brugge
The understanding of the pathophysiology of Chronic
Lymphocytic Leukemia (CLL) has changed considerably over
the last few years. The timespan that CLL cells circulate in
the peripheral blood is only a part of their life cycle. It has
been proven that CLL cells rapidly divide, die and
accumulate in the tissue compartment. CLL cells are
protected by their microenvironment and form proliferation
centers. An important factor is stimulation of the cells by
their BCR receptors. Molecular interactions between the CLL
and stromal cells are important for CLL cell survival and
proliferation. Targeting these interactions will probably
become an important therapeutic strategy.

Cellular therapy with T-cells carrying a chimeric antigen
receptor against CD19 (CAR19 cells) looks promising.
Most of the (few) patients have ongoing B cell depletion
in excess of 15 months. Hope or hype ?

For fit (“go-go”) patients who need treatment,
chemoimmunotherapy consisting of the combination of an
anti-CD20 antibody (Rituximab) with fludarabine and
cyclophosphamide is considered standard of care. There is
a high response rate. Overall survival (OS) was improved
compared with fludarabine and cyclophosphamide (FC).
Other anti-CD20 antibodies have been used, but there
are not yet long term data. Other combinations with an
anti-CD20 have been tried (bendamustine, lenalidomide).
Addition of alemtuzumab to FC induces a deeper and
better response, still without effect on DFS or OS.
For patients with 17p deletion, the best treatment is a
combination of alemtuzumab and high dose steroids.
For unfit (“slow go”) patients, chlorambucil is the preferred
choice of chemotherapy, preferably combined with an
anti-CD20 backbone. Data of randomised trials are not
yet available. Bendamustine could be a good alternative,
given its limited overall non-hematological toxicity.
For relapsed patients, treatment options vary according
to their previous treatment and duration of remission.
If patients relapse late (24 – 36 months), the same
chemoimmunotherapy can be repeated if tolerated.
For early relapsing patients, there are no good options
and new treatments are urgently needed.
One of the most important predictors of PFS and OS is the
depth of remission. Detection of minimal residual disease
(MRD) could become important. If patients are MRD –ve,
their outlook is usually very good, whatever the treatment
given. Strategies to reach this state are explored in clinical
trials (ofatumumab, rituximab, lenalidomide).
An important new treatment option is targeting of the BCR
signalling. The effect of inhibitors of BCR pathway seems to
be dramatic. Most promising are CAL-101 (PI3Kdelta
inhibitor) and PCI-32765 (a BTK inhibitor). If the data of the
phase I trials hold, these agents will change the outlook for
many patients.
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Titel
Lymphoma (Hodgkin & non-Hodgkin)
C. Bonnet
Naam
Instituut
ULg,
Liège
Hodgkin’s Disease
Inhoud
In studies comparing treatments with competing risk, long
term follow-up is essential. The ECOG HD6 study, designed
for patients with localized HD, compared sub-total nodal
irradiation (STNI) ± 2cycles of ABVD with another strategy
consisting in 4 or 6 cycles of ABVD. After a median followup of 11.3 years, FFS, but not OS, was superior for patients
who had received radiotherapy. With a median F-up of 11
years, the advantage in FFS disappears disappeared and
OS became significantly better for patients who didn’t
receive radiotherapy, because of a higher number of deaths
unrelated to Hodgkin’s lymphoma in the radiotherapy arm
(#590).
For advanced disease, BEACOPPesc (which procures
higher rate of PFS than ABVD) is the reference regimen
for German groups. To increase the balance “efficacy/
toxicity”, the HD15 trial compared the results of 8 X
BEACOPPesc vs 6 X BEACOPPesc vs 8 X BEACOPP14.
After treatment, patients with Pet-scan positive residual
masses were randomized to receive or not radiotherapy.
The “6 X BEACOPPesc” regimen came up as the “the
winner” with survival as good as that in the “8 X
BEACOPPesc” arm and no more toxicities than the “8 X
BEACOPPstd” arm. A strategy based on PET scan to decide
who requires radiotherapy is a good option that decreases
the proportion of patients requiring irradiation from 72%
(HD9 study) to 11% (#589).
In an Italian retrospective study, the presence of a residual
mass on CT scan (> 4 cm in diameter) in PET-negative
cohort is associated with lower DFS (#93).
In advanced disease, the addition of Brentuximab Vedotin
(SGN35) after first line A(B)VD chemotherapy is promising
(#955).

Diffuse Large B Cells Lymphoma
With an earlier and more prolonged administration of
rituximab, the German “R-CHOP14” regimen improved
PFS, EFS and OS rates of elderly patients with HI and H risk
IPI DLBCL (#592). Five to 10% of DLBCL cells are positive
for cMYC and this is correlated with CD10 expression,
more advanced disease, higher IPI and poorer outcome
(#534). In relapse, Ofatumumab can be associated to
DHAP or ICE (#957). In localized gastric DLBCL, the sole
eradication of HP can be a sufficient treatment (#958).
In the rituximab era, the risk of CNS relapse remains high
(#593).
Mantle Cell Lymphoma
R-CHOP21 followed by rituximab maintenance is now the
best treatment for elderly patients (#439). Rituximab
associated with lenalidomide, “R²”, is efficient in case of
relapse (#266). In first line, rituximab associated with FC
improves PFS (#440). Bortezomid, HADAC and BTK
inhibitors are promising drugs for MCL (#441, 442),
but also DLBCL (#779)

Follicular Lymphoma
Today, the best regimen for symptomatic stage II to IV FL
comprises 6 X R-CHOP21 followed by 12 X R (PRIMA
study). The same conclusion was made in a prospective
multicenter observational study (#97). In an aged
population, an Italian prospective study compared the
impact on PFS of shorter rituximab maintenance (4 X R)
(versus no maintenance) after fludarabine, mitoxantrone
and dexamethasone (R-FND) (#777). New CD20
antibodies, such as obinutuzumab (GA101) give promising
results when used alone or in combination with
chemotherapy, in first line or in relapse (#269, #270,
#778). Another option to improve results in managing
patients with FL is the use of radio-immunotherapy (RIT)
that can be used alone (#100), in place of (#98) or with
maintenance with rituximab (#99). RIT can also be
administered in two divided doses (102). PET positivity
after 4 cycles of R-CHOP predicts lower PFS and OS
(#877).
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