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Breaking the Line: Moving Bispecific Antibodies Upstream in Treating Multiple Myeloma

Announcer:
Welcome to CE on ReachMD. This activity, titled “Breaking the Line: Moving Bispecific Antibodies Upstream in Treating Multiple
Myeloma” is provided by Prova Education. Prior to beginning the activity, please be sure to review the faculty and commercial support
disclosure statements as well as the learning objectives.  

Dr. Mateos: 
Hello and welcome to this educational activity. I am Dr. María-Victoria Mateos and today I will be discussing recent data and strategies
to move bispecific monoclonal antibodies earlier in the treatment paradigm for multiple myeloma.

So let's begin. The first topic is an overview of approved bispecific monoclonal antibodies for treating multiple myeloma. Bispecific
monoclonal antibodies are antibodies targeting an antigen expressed on the surface of the plasma cells, and at the same time, these
monoclonal antibodies are going to target CD3 T lymphocytes. They are going to redirect these T cells into the tumor niche. They are
going to release cytotoxic cytokines, resulting into the destruction of the myeloma cell.

And on the slide, you can see different proteins that can be targeted with this bispecific monoclonal antibodies. This table represents the
BCMA and GPRC5D bispecific monoclonal antibodies so far approved for patients with relapsed/refractory myeloma. These clinical
trials were basically conducted in heavily pretreated myeloma patients, majority of them triple-class refractory, and when we have a look
to the efficacy in terms of overall response rate of outcomes, it is possible to see how all these bispecific monoclonal antibodies,
teclistamab, elranatamab, linvoseltamab, or talquetamab, covered the unmet medical need we had in this triple-class refractory
myeloma population.

But the second topic and the next step is to move with the bispecific monoclonal antibodies to earlier lines of therapy in patients with
multiple myeloma. We have MajesTEC-3, the first phase 3 clinical study combining teclistamab in this case with daratumumab in a
phase 3 clinical study in relapsed/refractory myeloma patients after 1 to 3 prior lines of therapy in comparison with daratumumab in
combination with either Pd or bortezomib and dexamethasone.

Almost 600 patients were so far included, and I would like to remark that teclistamab and daratumumab followed the Dara schedule,
indicating that this combination is given monthly from cycle 7, and in addition, this regimen is steroid-free after cycle 1, day 8.

Baseline characteristics of the patients were comparable between both arms. The median age was 64. Approximately 8% of the patients
were ISS III, and one-third of patients high-risk cytogenetic abnormality.

Median number of prior lines of therapy was 2, and all patients were PI and IMiD exposed, 5% exposed to anti-CD38 monoclonal
antibodies, and of note, over 80% of the patients were refractory to lenalidomide.

MajesTEC-3 met its primary endpoint, progression-free survival, with a hazard ratio of 0.17. After a median follow-up of approximately 3
years, 83.4% of the patients in Tec-Dara remain alive and progression-free versus 29.7% in the control arm.

It is possible to see like a plateau phase from month 6 with the outcomes data I've just reported. But it's important to see how the
superiority for Tec-Dara was sustained across all pre-specified groups of patients, including those previously exposed to anti-CD38,
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those previously refractory to lenalidomide, and even in those patients with high-risk features like soft tissue plasmacytomas, high-risk
cytogenetic abnormalities, or high tumor burden.

Tec-Dara demonstrated also significantly higher overall response rate and complete response rate or better, almost 82%, in comparison
with the control arm. And the same superiority is applicable to minimal residual disease negativity rate, with almost 60% of the patients
treated with the Tec-Dara in MRD negative. But important, in the evaluable population, almost 90% of the patients achieved minimal
residual disease negative.

Tec-Dara significantly improved overall survival in comparison with the control arm, and 83.3% of the patients remained alive after 3
years, with a hazard ratio for overall survival 0.46.

In terms of safety profile, neutropenia was the most frequent hematological adverse event, similar in both arms. Cytokine release
syndrome was specific for Tec-Dara observed in 60% of the patients, but majority of them grade 1, 15.9% grade 2, and all patients
resolved. ICANS in just 1.1% of the patients and all resolved.

And in terms of infections, the incidence of grade 3/4 infection was slightly higher in Tec-Dara, 54 versus 43.4. The most frequent
infections were COVID-19, as well as upper respiratory tract infections. And hypogammaglobulinemia was observed in almost 85% of
the patients treated with Tec-Dara.

But it's important to know that at the beginning of the trial, there was not any specific guideline for the management of bispecific
monoclonal antibodies, and the result of this was that 13 patients died because of infection with the Tec-Dara. But 12 of these deaths
occurred during the first 6 months of treatment. The protocol was amended. It was implemented the use of immunoglobulins as well as
adequate prophylaxis, and after this amendment, only 1 patient died beyond the month 6, indicating that these patients should be
monitored for infections. And it is important to remark the use of immunoglobulins as well as adequate prophylaxis.

Quality of life was also better for teclistamab and daratumumab. And based on all these data, teclistamab plus daratumumab showed
unprecedented efficacy, supporting a new standard of care in patients after just 1 prior line of therapy. And I would like to remark that the
use of this combination is going to be very broad, not only across academic, but also in the community settings. This combination is now
under FDA review with a national priority voucher, and it is possible to have a decision within 1 to 2 months after the submission.

For those just tuning in, you're listening to CE on ReachMD. I'm Dr. María-Victoria Mateos, and I'm discussing recent data and strategies
to move bispecific monoclonal antibodies earlier in the treatment paradigm for multiple myeloma.

But together with this study, we have other bispecific monoclonal antibodies that are being evaluated in newly diagnosed myeloma
patients. The MagnetisMM-6 trial is comparing elranatamab, lenalidomide, and daratumumab with the dara/len/dex in transplant
ineligible, and the safety running cohort showed promising efficacy and safety data. The same is for teclistamab plus daratumumab in
elderly patients with newly diagnosed multiple myeloma, also with encouraging efficacy but also safety data.

If we move to other bispecific monoclonal antibodies clinical trials in newly diagnosed myeloma, MajesTEC-4 is evaluating teclistamab
and lenalidomide as maintenance after autologous stem cell transplantation, and all patients achieved minimal residual disease
negative at the 12th month.

Phase 2 IMMUNOPLANT trial evaluated the role of linvoseltamab as consolidation in transplant-eligible, newly diagnosed myeloma
patients with MRD positivity after transplant and all evaluable patients achieved minimal residual disease negative.

But another important topic is the future directions of bispecific monoclonal antibodies in multiple myeloma. And this table collects all
bispecific monoclonal antibodies-based combination in evaluation in phase 3 clinical studies in relapsed/refractory myeloma patients,
majority of them after 1 to 3 or 1 to 4 prior lines of therapy. And of note, these studies are being conducted basically in patients already
exposed to lenalidomide and anti-CD38 monoclonal antibodies.

And based on these, phase 3 clinical studies ongoing in newly diagnosed myeloma patients: MajesTEC-7: tec-dara-len, tal-dara-len
versus dara-len-dex; LINKER-MM6: dara-len-dex followed by linvoseltamab versus dara-len-dex; or MagnetisMM-7: elranatamab versus
lenalidomide as maintenance after autologous stem cell transplantation.

All these studies are ongoing.

In conclusion, you've had the opportunity to see how the bispecific monoclonal antibodies covered the unmet medical need in the triple-
class exposure and refractory myeloma patients, but now they are moving earlier on. We have exciting data of teclistamab plus
daratumumab in patients after just 1 prior line of therapy with other combinations that are coming. But the next step, as we have also
had the opportunity to see, they moved to the first line of therapy. And this means that at the end of the day, we will be able to offer
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bispecific monoclonal antibodies-based combination throughout the different lines of therapy to our patients with multiple myeloma.

With that, we will conclude today's activity. Thank you for your participation.

Announcer:
You have been listening to CE on ReachMD.  This activity is provided by Prova Education. To receive your free CE credit, or to
download this activity, go to ReachMD.com/Prova. Thank you for listening. 
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