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Objective: Diffuse large B-cell lymphoma (DLBCL) is the

most common subtype of non-Hodgkin lymphoma and it

is curable in approximately half of cases with current ther-

apy. However, some of the patients require 3 or more line of

therapy. Optimal management for patients who experience

two or more relapses of DLBCL is unknown. New treatment

options are needed and are being investigated. One of them,

polatuzumab vedotin (PV) is a monoclonal antibody that tar-

gets CD-79B. We would like to talk about a relapse refractory

(R/R)-DLBCL patient who had received 4 previous line of ther-

apy with a follow-up time of about 15 years and showed

complete response to PV based chemoimmunotherapy.

Case report: The patient, 47 years old male was diagnosed

with stage-IE DBBHL after orchiectomy in 2006 and received

6 cycles of R-CHOP chemoimmunotherapy. After the patient

followed up for 8 years in complete remission, isolated central

nervous system relapse confirmed by biopsy in 2014. A proto-

col including 3 cycles of high-dose methotrexate and cytosine

arabinoside was applied to the patient. Since the patient

failed mobilization with chemotherapy + granulocyte colony

stimulating factor (G-CSF) and plerixafor + G-CSF, the treat-

ment of the patient was completed with cranial radiotherapy.

The patient followed in remission then developed a second

relapse with an abdominal bulky mass that invaded the blad-

der, ureter and rectum in 2018. Relapse was demonstrated by a

biopsy. Although more than 50% response was observed after

3 cycles of gemcitabine-oxaliplatin plus rituximab, there was

a loss of response after 6 cycles. Radiation therapy was applied

in 2019 and then ibrutinib was used. After radiation therapy

and 3 months of ibrutinib treatment, the patient continued

to be treated with ibrutinib with a response rate of more than

50%. In the 7th month of treatment a disease progression

developed, and the patient was included in the Polatuzumab

vedotin (1.8 mg/kg) + Bendamustin (90 mg/m2) + Rituximab

(375 mg/m2) (Pola-BR) early access program in August 2019.

After 3 cycles of PV based chemoimmunotherapy with com-

plete response, the treatment of the patient was completed

to 6 cycles in January 2020. Then, lenalidomide was started

for maintenance therapy. The patient is still asymptomatic

and being followed in remission.

Results: The general recommendation in relapse patients

is autologous stem cell transplant (ASCT) after rescue

chemotherapy. For patients with second or later relapse,

relapse after ASCT and chemoresistant disease, progno-

sis is poor. The treatment options at this stage include if

appropriate, allogeneic stem cell transplantation, monoclonal

antibodies such as obinituzumab and PV, oral agents such as

ibrutinib and lenalidomide, and CAR-T cell treatments. In June

2019, the FDA granted accelerated approval to polatuzumab

vedotin with BR for the treatment of adults with RR-DBBHL

who received a minimum of two rows of treatment. A trial

that randomly assigned 80 transplant-ineligible patients to

bendamustine plus rituximab (BR) versus BR plus PV reported

that PV based treatment arm achieved superior outcomes. In

our case with recurrent intraabdominal bulky disease, despite

the 4th order treatment, dramatic response was obtained with

Pola-BR.
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Objective: To demonstrate benefit of adding Isatuximab

(Isa) to (Kd) vs. Kd in relapsed/refractory multiple myeloma

(RRMM).

Methodology: In this Phase-3 study (NCT03275285),

patients with RRMM and 1–3 prior lines of therapy were ran-

domized 3:2 and stratified by number of prior lines and R-ISS

to receive Isa-Kd or Kd. Isa-Kd arm received Isa (10 mg/kg IV)

weekly for 4 weeks, then every 2 weeks. Both arms received

K (20 mg/m2 days 1–2, 56 mg/m2 thereafter) twice-weekly for

3 of 4 weeks, and d (20 mg) twice-weekly. Treatment contin-

ued until disease progression or unacceptable adverse events

(AE). Primary objective: increase in PFS of Isa- Kd vs. Kd,

determined by an Independent Response Committee (IRC).

Comparison between arms conducted through log-rank test-

ing. Key secondary objectives: overall response rate (ORR),

rate of very good partial response (VGPR) or better, complete

response (CR) rate, MRD negativity-rate (105 by NGS), and
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overall survival (OS). Key secondary endpoints tested with a

closed test procedure. Safety data included treatment emer-

gent adverse events (TEAE), hematological, and biochemistry

results for all patients. Interim efficacy analysis is planned

once 65% of total expected PFS events are observed.

Results: 302 patients (Isa-Kd: 179, Kd: 123) were random-

ized. Median age 64 (33–90) years; R-ISS I, II, III was 25.8%,

59.6%, 7.9% respectively; 44%, 33% and 23% had 1, 2 and ≥3

prior lines respectively; 90% and 78% had prior proteasome

inhibitor and IMiD respectively; 24% had high-risk cytogen-

etics. At a median follow-up of 20.7 months and with 103

PFS events per IRC, median PFS was not reached for Isa-Kd

vs. 19.15 months Kd; HR 0.531 (99% CI 0.318–0.889), one-sided

p = 0.0007. Thus, the pre-specified efficacy boundary (p = 0.005)

was crossed. PFS benefit was consistent across subgroups.

ORR (≥PR) was 86.6% Isa-Kd vs. 82.9% Kd, one-sided p = 0.1930.

≥VGPR rate was 72.6% Isa-Kd vs. 56.1% Kd, p = 0.0011. CR rate

was 39.7% Isa-Kd vs. 27.6% Kd. MRD negativity-rate (10–5) in

ITT was 29.6% (53/179) Isa-Kd vs. 13.0% (16/123) Kd, descrip-

tive p = 0.0004. OS was immature (events 17.3% Isa-Kd vs. 20.3%

Kd). 52.0% Isa-Kd vs. 30.9% Kd pts remain on treatment. Main

reasons for treatment discontinuation were disease progres-

sion (29.1% Isa-Kd vs. 39.8% Kd) and AEs (8.4% Isa-Kd vs.

13.8% Kd). Grade ≥3 TEAEs were observed in 76.8% Isa-Kd vs.

67.2% Kd. Treatment-emergent SAEs (59.3% vs. 57.4%) and fatal

TEAEs were similar in Isa-Kd and Kd (3.4% vs. 3.3%,) and Infu-

sion reactions were reported in 45.8% (0.6% grade 3–4) Isa- Kd

and 3.3% (0% grade 3–4) Kd. Grade ≥3 respiratory infections

(grouping): 32.2% Isa-Kd vs. 23.8% Kd. Grade ≥3 cardiac fail-

ure (grouping): 4.0% Isa-Kd vs. 4.1% Kd. As per lab results,

grade 3–4 thrombocytopenia and neutropenia were reported

in 29.9% Isa-Kd vs. 23.8% Kd and 19.2% Isa-Kd vs. 7.4% Kd,

respectively.

Conclusion: Addition of Isa to Kd provided superior,

statistically-significant improvement in PFS with clinically

meaningful improvement in depth of response. Isa-Kd was

well tolerated with manageable safety and favourable benefit-

risk profile, and represents a possible new standard of care

treatment in patients with relapsed MM. Data first presented

at EHA 2020 virtual meeting, June 11–21st. Study sponsored by

Sanofi.
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Objective: Extramedullary plasmacytoma (EMP) defines

soft tissue tumors that are characterized by plasma cell infil-

tration and develop secondary to hematogenous spread, in an

anatomical site distant from the bone marrow (usually liver,

skin, central nervous system, pleura, kidneys, lymph nodes,

and pancreas) (3,4). The prevalence of EMP in MM patients

is approximately 6–8% at diagnosis and approaches 10–30%

during the course of the disease. Here, we present a case of

relapsed MM concomitant with a large EMP surrounding the

aorta, which is an extremely rare pattern of involvement.

Case report: A 66-year-old male patient presented to our

clinic with back pain and weakness in the legs. The patient

had been diagnosed with IgG kappa multiple myeloma six

years ago. In the initial diagnosis, he had been evaluated as

an ISS stage-II, transplant eligible based on clinical and lab-

oratory findings. He had received monthly zoledronic acid,

two courses of VAD and two courses of VD regimens. Subse-

quent to complete response, he had undergone aHSCT with

high-dose melphalan for the purpose of consolidation. The

patient had achieved complete remission under follow-up

after aHSCT. The disease had relapsed approximately 4 years

after the first aHSCT, and the patient had undergone another

aHSCT with high-dose chemotherapy after a VCD chemother-

apy regimen, and had been in complete remission under

follow-up. He presented with the complaints stated above 18

months after the second transplantation. On physical exam-

ination, bilateral lower extremities showed weakness and

impaired sensation. Spinal vertebrae were examined with MRI

in consideration of the history of MM. On MRI examination,

there were diffuse lytic lesions involving all spinal segments

and the sternum, and a soft tissue lesion that involved the

aorta-vascular structures in the retrocrural space at the level

of T7-L1 and extended to the spinal canal and involved the

spinal cord at the level of T8-10. An imaging-guided tru-

cut biopsy was taken from the mass and the diagnosis was

confirmed as plasma cell myeloma based on histopathologi-

cal and immunohistochemical findings. Although the patient

underwent 2 courses of Len-Dex, and subsequently, 2 courses

of VRD, there was no reduction in the size of the plasma-

cytoma, and the patient was considered non-responsive. As

a more aggressive regimen, a combination of VDT-PACE was

administered. A very good partial response was obtained after

two courses. The patient was not suitable for allogeneic HSCT

because of poor performance status. The patient and his rela-

tives were consulted, and it was decided to continue the

treatment with chemotherapy agents.

Conclusion: In conclusion, EMPs, although infrequently,

are encountered during the course of multiple myeloma and

its relapse. EMPs can be found in very rare localizations. Symp-

toms vary depending on the anatomical localization of the

masses or the dysfunctions that result from the direct mass

effect or organ involvement. In this regard, radiological, lab-

oratory, and histopathological evaluation of massive lesions

during follow-up is important. Particularly, MRI can be effec-

tive as an imaging method in the diagnosis and close follow-up

of patients with symptoms associated with extramedullary

plasmacytomas.
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