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Background: The LYM-3002 study compared the efficacy and safety of frontline VR-
CAP versus R-CHOP in transplant-ineligible pts with untreated mantle-cell lymphoma
(MCL). We report the final overall survival and safety outcomes of pts in the long-term
follow-up phase after the primary progression-free survival endpoint was achieved.

Methods: Between May 2008 and July 2017, adult pts with confirmed stage II–IV MCL
diagnosis, ECOG score of� 2, who were treatment-naı̈ve and ineligible for bone mar-
row transplantation, were randomized (1:1) to 6 or 8 (21-day) cycles of VR-CAP (ritux-
imab 375 mg/m2, cyclophosphamide 750 mg/m2, doxorubicin 50 mg/m2, prednisone
100 mg/m2 plus bortezomib 1.3 mg/m2) or R-CHOP (rituximab 375 mg/m2, cyclo-
phosphamide 750 mg/m2, doxorubicin 50 mg/m2, prednisone 100 mg/m2 and vincris-
tine 1.4 mg/m2 [2 mg max]).

Results: A total of 487 pts (VR-CAP: 244; R-CHOP: 243) were included in the ITT pop-
ulation. With a median follow-up of 82 months (241 events: VR-CAP, 42% versus R-
CHOP, 57%), median overall survival improved significantly (Table) and was approxi-
mately 3 years longer in VR-CAP (90.7 months) vs R-CHOP group (55.7 months; HR
0.66 [0.51; 0.85]; P¼ 0.001). Fewer pts treated with VR-CAP (n¼ 104; 43%) required
subsequent treatments versus R-CHOP (n¼ 151; 62%), twenty pts had second primary
malignancies. A total of 268 pts (VR-CAP: 140; R-CHOP: 128) were included in the fol-
low-up analysis. In addition to 3 adverse events (VR-CAP: grade 4 lung adenocarci-
noma and grade 4 gastric cancer; R-CHOP: grade 2 pneumonia), three and five pts
from the VR-CAP and R-CHOP groups, respectively, were reported to have a fatal
outcome.

Conclusions: VR-CAP demonstrated a statistically significant and robust survival ben-
efit for transplant-ineligible patients with untreated MCL, along with an expected and
manageable safety profile in this patient population.
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Background: Waldenström’s Macroglobulinemia (WM) is an indolent disease with
variable clinical presentation and heterogeneous prognosis. A robust and validated
staging system was developed a decade ago, however, since then the treatment of the
disease has changed. A revised staging system may better capture the prognosis of WM
patients in the chemoimmunotherapy era.

Methods: We initially developed the revised system based on data from 492 patients
included in the database of the Greek Myeloma Study Group with at least 3 years and a
median of 7 years of follow up. An independent validation cohort included 229 symp-
tomatic patients treated in institutions in France and Italy.

Results: we identified that age (�65 years vs 66-75 vs� 76 years), b2-microglobulin
�4 mg/L, serum albumin<3.5 gr/dl and LDH�250 IU/L can be used to stratify
patients in 5 different prognostic groups and identify a very low risk group as well as a
very high-risk group. The revised ISSWM identified groups with different outcomes
interdependent of age, type of primary therapy or reason to initiate therapy. This sim-
ple staging system was further validated in an independent cohort.

Conclusions: A revised IPSSWM may improve patient risk stratification, is easily avail-
able and may be used in the everyday practice to provide prognostic information.
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Background: Copanlisib, a pan-class I phosphatidylinositol 3-kinase (PI3K) inhibitor
with potent PI3K-a and PI3K-d activity, has been explored as monotherapy in four phase I
or II studies in patients with relapsed or refractory (r/r) indolent B-cell lymphoma having
progressed on two or more prior lines of therapy. Because of similar entry criteria for all
four studies, we therefore conducted a combined safety and efficacy analysis.

Methods: Patients with indolent B-cell non-Hodgkin lymphoma and r/r to� 2 prior
lines of treatment were eligible. Previous treatment included rituximab and an
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alkylating agent. Copanlisib was administered intravenously intermittently on days 1, 8
and 15 of a 28-day cycle at either 0.8 mg/kg (studies NCT00962611, NCT02155582, and
NCT01660451-A) or as a flat 60 mg dose (NCT01660451-B). The primary efficacy end-
point was objective response rate (ORR) using Cheson criteria based on central inde-
pendent review and/or investigator assessment.

Results: The full analysis set comprised 168 patients, with follicular (n¼ 126) and mar-
ginal zone (n¼ 26), being the most common lymphoma sub-types. The median age
was 64 (range 25-82), with ECOG status 0/1 being 56%/40%. The most common grade
(G) 3/4 treatment emergent adverse events (AEs) were transient hyperglycemia (32%/
6%, respectively) and transient hypertension (27%/0, respectively). Other all-grade
AEs (all-grade%/G3%/G4%) occurring in> 25% of patients included diarrhea (36/5/
0), fatigue (29/3/0), and nausea (26/1/0). Serious AEs of interest included pneumonia
(10/7/1), pneumonitis (6/3/0) and one case of colitis (G4). The ORR for the entire data-
set was 60%, with 21 (12%) patients with complete responses (CR; 1 uCR), 79 (47%)
with partial responses (PR), and 51 (30%) with stable disease (SD). Based on investiga-
tor assessments, the ORR was 54%, with 9 (5%) CR, 81 (48%) PR, and 54 (32%) SD.

Conclusions: Treatment of indolent B-cell lymphoma patients with copanlisib adminis-
tered intermittently and intravenously resulted in a manageable and predictable safety pro-
file, with a low incidence of severe GI-related toxicities. The ORR for indolent lymphoma
patients treated with copanlisib was robust by both independent and investigator analysis.

Clinical trial identification: NCT00962611, NCT02155582, NCT01660451.
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Background: There are limited real-world longitudinal data on effects of initial tx on
HRQoL in NDMM. Connect MM is a US multicenter, prospective observational
cohort study designed to examine diagnostic & tx patterns, clinical outcomes &
HRQoL in pts with NDMM. The aim of this analysis was to assess the role of initial tx
on changes in HRQoL & outcomes in NDMM pts without intent for immediate SCT,
comparing some standard EU tx regimens vs a US standard of care (lenalidomide-bor-
tezomib-dexamethasone; RVd).

Methods: 3011 NDMM pts enrolled from 250 sites; HRQoL questionnaires & clinical
assessments were conducted at study baseline & quarterly (Q) until death or discontin-
uation (D/C). Changes in HRQoL assessments during Q1-4 of initial tx & survival out-
comes (PFS & OS), adjusted for covariates through a propensity score, were examined
for comparator groups: RVd vs VMP (bortezomib-melphalan-prednisone) & RVd vs
Vd or VMP. Untreated pts (n¼ 76) or those without HRQoL assessments (n¼ 58)
were excluded. Pts were censored by data cut off (Jan 15, 2018), transition off initial tx,
progressive disease, or D/C from study.

Results: Analysis included 1037 pts (Table); pts with VTD (n¼ 20) not examined due
to small number. Baseline characteristics & HRQoL assessment completion rates were
generally similar among groups (eg EQ-5D at Q4: 67% - 80%). There were significantly
higher HRQoL improvements with RVd vs Vd or VMP for FACT-MM MMS, EQ-5D
overall, & BPAIN indices. Adjusted PFS & OS were significantly longer with RVd
(Table).

Conclusions: In this analysis of the largest US MM registry, initial tx with more effica-
cious RVd shows no deterioration in longitudinal HRQoL vs VMP or Vd, regimens
commonly used as initial tx in the EU, & significant improvements in survival. These
findings provide meaningful real-world evidence on the effects of initial tx choice on
HRQoL & outcomes among pts with NDMM without intent for immediate SCT.
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Background: Chimeric antigen receptor (CAR) T-cells can eliminate acute myeloid
leukaemia (AML) blasts, but also cause haematological toxicity due to presence of leu-
kaemia associated antigens on normal haemopoietic progenitor cells. Targeting aber-
rant combinations of 2 or more AML antigens may improve specificity and reduce on-
target, off-tumor effect. Developing optimal constructs to target individual antigens is
an essential first step in this process. We developed separate CARs against CD13 and
CD33 and explored the effect of varying the spacer domains on CAR expansion
kinetics, phenotype, cytokine production and cytotoxicity.

Methods: Constructs encoding antibody based scFv against CD13 or CD33, combined
with CD28 co-stimulatory and CD3z activation domains were synthesized and cloned
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