	



Matthew Lunning (00:07):
Good day, everybody. I'm Matthew Lunning from the University of Nebraska Medical Center here in Omaha, Nebraska, and I'm here today to spotlight current trials in diffuse large B-cell lymphoma. And the first one that I want to talk about is for those patients with newly diagnosed diffuse large B-cell lymphoma. We know for the last 20 years we have been using R-CHOP, or in those select patients, using dose-adjusted EPOCH-R. Up until recently, we had had no randomized prospective clinical trials which had shown or met their primary endpoint. Most recently over the last 5 years, we saw the POLARIX trial challenge R-CHOP and actually beat R-CHOP with POLA-R-CHP, with the primary endpoint being progression-free survival.
(00:53):
At ASCO 2026, we now have a second trial, which is shown to meet its primary endpoint and beat R-CHOP, and that was through the FrontMIND phase 3 trial. So now we have 2 trials that do the crème de la crème trial design: randomized, double-blinded, prospective, going up against R-CHOP as the control arm. The FrontMIND trial was designed as, again, a randomized double-blinded trial in patients with high grade B-cell lymphoma or diffuse large B-cell lymphoma with an IPI score of 3 to 5, or an age-adjusted IPI of 2 to 3 for patients who are less than 60 years of age.
(01:36):
Now, this was a 1-to-1 trial design. This was a global study, okay? And again, this accrued over 900, or about 900 patients were randomized to either tafa-lenalidomide-R-CHOP or R-CHOP alone. The primary endpoint just like in the POLARIX trial, was progression-free survival. Obviously event-free survival, overall survival, overall response rates, and other safety key secondary endpoints were measured. Patients were stratified according to certain risk groups with about 57% of the patients in the tafasitamab-R-CHOP arm as well as 54% in the R-CHOP arm were high-intermediate risk. At a median follow-up of about 35 months, so about 3 years, tafa-len-R-CHOP significantly improved PFS compared to R-CHOP in the overall treatment population, corresponding to a hazard ratio of 0.75 with a P value of .019.
(02:39):
Patients that were there was central confirmed lymphoma subtype, which was about 773 of them, the tafasitamab-lenalidomide-R-CHOP conferred a PFS benefit more so than was originally seen when you didn't have an essentially confirmed lymphoma subtype. And at 24 months, that PFS rate was about 73% for tafa-len-R-CHOP compared to 62% with just R-CHOP. And so I think that that really highlights the importance of getting patients onto trial, but also then going back and reflecting upon with central path review what was the true outcomes in that patient population that was intended, it was intended for.
(03:23):
Different than in the POLARIX trial in this study, cell of origin didn't appear to matter where benefit was seen both in patients with activated B-cell subtype as well as germinal center, suggesting that it was just not confined to 1 biologic subgroup from that standpoint. Akin to the POLARIX trial, overall survival did not differ significantly between the groups with a hazard ratio of 0.85 and a P value of .270.
(03:52):
So now let's dig into some of the safety data seen with the addition of tafasitamab-lenalidomide to the R-CHOP backbone. There were more grade 3 or higher adverse events seen in the tafa-len-R-CHOP than with R-CHOP alone, about 87% versus 76%. And so I think tafasitamab continues to show its agency as an additive agent to help bolster the efficacy to regimens that it's combined with. And so moving forward in my practice, where do I see the FrontMIND falling into place? I think it's going to be hard to unseat pola-R-CHP in those situations where you have a non-GCB. Just because as Dr Sen said in her breakout session at the oral presentation at ASCO 2026 that this is an effortful regimen; there is going to be more effort put in to give tafa-len-R-CHOP.
(04:53):
That being said, in those patients that have a GCB subtype that have a higher IPI score, somewhere where I maybe was looking for an alternative to pola-R-CHP, I really think that this is a regimen that I would now use over R-CHOP for that high-risk IPI 3-to-5 GCB subtype, and do it with confidence, but also doing with talking to the patient about just how the schedule may be different than just giving them R-CHOP, and certainly different than if I was going to give them dose-adjusted EPOCH-R.
(05:28):
I'm just not quite there yet to utilize this regimen in those patients with high-grade B-cell lymphoma and MYC and BCL-2 rearrangement, so that classic now double-hit population. We have 2 prospective trials which have met their primary endpoint in newly diagnosed diffuse large B-cell lymphoma. I would congratulate the global lymphoma-treating physicians and those patients who trusted us to do these trials on... I applaud you, and let's keep doing the right trials to continue to move the field forward. Thank you.
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