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SESSION OVERVIEW
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A moderated roundtable 
discussion was held with 
community oncologists 
from Florida Cancer 
Specialists in Florida, 
USA, in a virtual setting 
on June 21, 2021

Disease state and data 
presentations were led by 
Dr Matthew Davids from 
Dana-Farber Cancer 
Institute and discussions 
moderated by Dr Keren 
Sturtz from Sackler 
School of Medicine, in 
conjunction with content 
developed by the 
Aptitude Health clinical 
team

Insights were obtained on 
the impact of second-line 
chemo-immunotherapies, 
anti-CD20 antibodies, 
PI3K inhibitors, bispecific 
antibodies, and CAR T 
therapy on FL and MZL 
patient management

Data collection was 
accomplished through 
audience response 
system (ARS) questions 
and in-depth moderated 
discussion 



ATTENDEE OVERVIEW

> The group of advisors was composed of 8 community oncologists from Florida 
Cancer Specialists across Florida
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ATTENDEE DEMOGRAPHICS
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How many unique patients with R/R FL are you 
currently following? (N = 8)

How many unique patients with R/R MZL are you 
currently following? (N = 8)

8%

The majority of
advisors are 

currently following 
≤5 R/R FL patients 

All advisors are 
currently following 

≤5 R/R MZL 
patients 



MEETING AGENDA

Time (PST) Topic

5.30 PM – 5.45 PM
(15 min)

Introduction and ARS Questions
• Program overview
• ARS questions

5.45 PM – 6.55 PM
(70 min)

Treatment of Relapsed/Refractory FL
• Overview of current data
• Reaction and discussion

6.55 PM – 7.05 PM
(10 min) Break

7.05 PM – 8.15 PM
(70 min)

Treatment of Relapsed/Refractory MZL
• ARS questions
• Overview of current data
• Reaction and discussion

8.15 PM – 8.30 PM
(15 min) Key Takeaways and Meeting Evaluation
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Topline Takeaways and 
Strategic Recommendations



MEETING OBJECTIVES WERE ACHIEVED: TOPLINE 
TAKEAWAYS FOR FL

> Learn community oncologists’ 
treatment paradigms 
regarding the currently 
available treatment options 
for R/R FL and MZL

> Understand how umbralisib 
may fit into the treatment 
spectrum for R/R FL and R/R 
MZL

> Understand potential barriers 
encountered by community 
oncologists in prescribing the 
new therapies for FL and MZL 
patients

Through ARS questions and 
moderated discussions, 
community oncologists 
described their views on 
emerging therapies and their 
practical implementation in 
the community setting

> Community physicians see very few FL patients in general; a few see 
more patients, which makes good targeting essential. The advisors 
are comfortable with using R2 in the 2L setting of FL and are 
overwhelmed by the abundance of treatment options available in later 
lines. They feel subsequent approaches are less well-defined and 
require more guidance from the experts

> These advisors have minimal experience using umbralisib but are 
impressed by its good efficacy and tolerable safety profile and would 
consider using it. They expressed a preference for tazemetostat over 
PI3K inhibitors, due to its favorable safety profile

> Community oncologists are wary of adopting new therapies mainly 
because of unfamiliarity with toxicity management. Differentiating 
umbralisib from other PI3Ki is essential especially regarding GI 
toxicities. Education on tolerability, oral formulation, and monotherapy 
is helpful to manage umbralisib side effects and to gain confidence in 
using this therapy

OBJECTIVE PROCESS INSIGHTS
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MEETING OBJECTIVES WERE ACHIEVED: TOPLINE 
TAKEAWAYS FOR MZL

> Learn community oncologists’ 
treatment paradigms 
regarding the abundant 
currently available treatment 
options for R/R FL and MZL

> Understand how umbralisib 
may fit into the treatment 
spectrum for R/R FL and R/R 
MZL

> Understand potential barriers 
encountered by community 
oncologists in prescribing the 
new therapies for FL and MZL 
patients

Through ARS questions and 
moderated discussions, 
community oncologists 
described their views on 
emerging therapies and their 
practical implementation in 
the community setting

> Community physicians see very few MZL patients in general; a few 
see more patients, which makes good targeting essential. Advisors 
put great emphasis on patient-related factors when considering 
treatment for their R/R MZL patients. Most of them are experienced in 
using R2 and ibrutinib in this setting; however, they are concerned 
with cardiac toxicities associated with ibrutinib

> These advisors have minimal experience using umbralisib but are 
very impressed by its clinical data in MZL. They would likely use this 
therapy as the first PI3K inhibitor in this setting that provides an 
effective alternative to BTK inhibitors without cardiac toxicities

> Since MZL is usually not the focus of clinical trials in indolent 
lymphomas, community oncologists lack practical overviews of newly 
available treatment options in MZL. The toxicity profile of umbralisib is 
less concerning than the BTK inhibitors; however, the advisors remain 
cautious

OBJECTIVE PROCESS INSIGHTS
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Key Insights and 
Discussion Summary 



DISCUSSION: EMERGING TREATMENTS IN R/R FL
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FL – INSIGHTS AND DISCUSSION

Initial approach for 
R/R disease

“In general, obviously I like to watch them as long as I can get away with it. And that's usually symptom driven. But at some point, 
treatment becomes inevitable. And my next approach is usually R2. Partly for convenience, and partly because of efficacy. It's just a 
nice regimen to go to next and seems to be unique from the chemo option.”

“I'm listening to everybody having this second line of treatment as R2; is that really a good choice? Because you don't have options 
other than Revlimid with Rituxan. But if you look at the efficacy of obinutuzumab with Revlimid, is that any different? So people who 
have Rituxan-bendamustine, why would I expose the patient again to Rituxan if I can get a better response with obinutuzumab-
Revlimid?”

Decision factors

“Sometimes because of the age, they don't want to do anything and just wait another month, another 2 months, another 3 months
to see if they can buy some time.”

“We don't have that much guidance other than all these clinical trials.”

“I think we still need a better guidance on choosing the therapeutic options we have to give this patient. I mean, I think that's 
probably one of the unmet needs in lymphoma, is we don't have that much genomics.”

NCCN guidelines

“Guideline is the guideline. But I don't know if those people that sit in there also have the idea of the need of lymphoma genomic.”

“The guideline in the third-line setting, guidelines are important. With that being said, we have so many options. And I think the 
NCCN reflects that in that setting. And you really need to rely more on clinical experience and comfort as well as the patient’s
comorbidities in order to help guide your therapy for that patient.”

“I use them in my office, sort of [a] consultation note for approval purposes for the financial managers. So I think of them. I find that 
it’s useful to see as a nice review that go with the data. For approval purposes it does help.”



DISCUSSION: EMERGING TREATMENTS IN R/R FL
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FL – INSIGHTS AND DISCUSSION

Sequencing

“In third line [it] is kind of up in the air. There's so many new options that have come out so quickly that it's really kind of patient 
specific. What's their tolerance for different treatment options? Are they reluctant to get one modality over another? It gets 
complicated at that point.”

“I kind of base it on what they've got before and how they tolerated and stuff. And I also do look at like the duration of response. 
For someone who's a POD24, it's like different for me. But typically, the previous ones I have, they've done well. They've 
passed their maintenance. And when they relapse, we'll watch them and see if they were really symptomatic. I usually like R2. 
That's the regimen I like. I think well tolerated. It might get a little bit lower-dosed for the regimen, based on their agents.”

“I see how the different drugs have different specific mode of actions. But I don't think that makes me pick one over the other 
drug. I just look at the side effects and see what's more tolerable and stuff like that. If someone has really poorly controlled 
diabetes, I would say with copanlisib.”

“It's pretty much getting crowded in the third-line space. Hopefully we get the lymphoma genomics. That way, we don't have to 
do all this drug comparison. If you look at the PI3K, basically it's a choice of side effects. Efficacy, I would say, are not that 
different. It's almost like CDK4/6i in breast cancer. I mean, different kinds of different drugs with different side effects.”

“I have used R2 quite often and feel very comfortable utilizing it. And then, you know, PIK3CA inhibitor is based on the toxicities 
the patients have will determine, you know, essentially which one we utilize. But for that, R2 really is my go-to as far as what I 
have more experience with.”



DISCUSSION: EMERGING TREATMENTS IN R/R FL
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FL – INSIGHTS AND DISCUSSION

PI3K inhibitors

“I'm interested in them, but I haven't had the right case come along yet.”

“Not so much the risk of toxicity as it is certainly about the distinctions between the different drugs. It's a little bit daunting to try 
to sort them out. And the slide that Dr Davids put – that had them side-by-side, at least 3 of them . . . so that's helpful 
information as far as decision-making.”

“I have seen a bit of toxicity with all the drugs. You know, usually quite a bit, a factor, how much they can tolerate, and really 
flexible in dose-reducing them or giving them maximum supportive care when they have diarrhea or nausea, vomiting, throwing 
up. You know, they're not that easily tolerated.”

PI3K inhibitors 
toxicity

“I've seen the pneumonitis, seen the colitis. So I kind of – I’m scorned. So I have an apprehension towards PI3 kinase 
inhibitors”

“With the IO therapy, you throw steroids at them and oftentimes it works and you get control. Diarrhea from the PI3 kinase 
inhibitors or CDK4/6 inhibitors like abemaciclib or your tucatinib, neratinib, those can be really tough to manage and can really 
get your patient in the hospital and you wouldn’t know what to do. Steroids are not going to help a whole lot; that’s what makes
it tricky.”

“I think copanlisib has [fewer] toxicities maybe than umbralisib. I could be wrong. I think if they’re nondiabetic, the colitis issue is 
probably less or not present with copanlisib vs umbralisib, but you can still get that.”

“What makes diarrhea management so difficult for these drugs compared to immunotherapy – immunotherapy diarrhea is quite 
predictable; you give them steroids, they do get better. If they don’t get better, then you can go to your next line of therapy.”



DISCUSSION: EMERGING TREATMENTS IN R/R FL
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FL – INSIGHTS AND DISCUSSION

Impression of 
umbralisib

“The data is very impressive. I think if I have a patient who comes in this particular setting, I will definitely consider.”

“I think it's a good treatment option. I just think of the side effects and stuff like that. I think it's tolerable, but I guess you have to
closely monitor the patient. When you go through these drugs and talk about the side effects, the patient might get like, ‘Oh, my 
God.’”

“It's actually better than the other drugs. But it's another PI3 kinase. The question is, ‘What is the durability of response?’ So 
even regardless of how good the drug is, you still have to move to some drug later.” 

“From a toxicity standpoint you just want to make sure the patients would be able to tolerate it without issue. But outside of that, 
I mean, the data was very impressive, and would be something I would absolutely consider for our patients.”

“Coming to umbralisib, I’ve never used any of those PI3 kinase inhibitors. I’ve used alpelisib in the breast cancer setting; the
management of toxicity and diarrhea can be difficult.”

Tazemetostat and 
EZH2 testing

“I like the EZH2. That's very attractive to me. I have used umbralisib; I think the safety profile is pretty good. I would actually 
pick tazemetostat over umbralisib if I can get it there, regardless of the molecular test.”

“The EZH2, it's very attractive if you can get it. I think it has limited side effects specific to PI3K.”

“I'm really enthusiastic about utilizing it. I read a lot of the data. I just haven’t had a patient in that setting to utilize it in that 
format.”



DISCUSSION: EMERGING TREATMENTS IN R/R MZL
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MZL – INSIGHTS AND DISCUSSION

Initial approach for 
R/R disease

“I think R2 would be a great therapy. I’m pretty comfortable with that. And same goes with ibrutinib, or soon, zanubrutinib. Both 
of these therapies seem very attractive to me and I would not be hesitant to use either one of them.”

“I have used ibrutinib, and especially I see acalabrutinib and zanubrutinib coming. I’ve used acalabrutinib for mantle cell. I’m
comfortable with that, actually.”

“Past R2, basically I really think you really have to know your patients and their comorbidities. I think also their remaining life, 
that is, duration. I have pretty older patients, so I don’t think they’ll go for anything that’s pretty aggressive. But I think, I mean, 
getting the disease stable, having a stable disease I think is pretty much great for them.”

Treatment goals

“The response rate is important in these patients for indolent lymphomas. We are withholding therapy until they’re symptomatic 
or have high burden of disease or potentially are going to be symptomatic. So I think response rate is important here. But that 
said, I think some of those waterfall plots with essentially looking at clinical benefit of disease control also had some value. And 
then of course duration of response, progression-free survival. And again, ultimately overall survival is important. But potentially 
overall survival may be a little bit less important in a particularly elderly patient where they may succumb to a competing 
comorbidity. ”



DISCUSSION: EMERGING TREATMENTS IN R/R MZL
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MZL – INSIGHTS AND DISCUSSION

Impression of 
umbralisib

“Now coming to umbralisib, I’ve never used any of those PI3 kinase inhibitors. I’ve used alpelisib in the breast cancer setting so 
yes, the management of toxicity and diarrhea can be difficult.”

“The response rate seems pretty reasonable and it’s not IV. It’s oral therapy, and it’s the only one approved right now. So if I do 
have a patient in that setting, I would certainly want to use it because I want to gain experience in these drugs.”

[Personal experience in clinical trials with umbralisib] “It was actually quite favorable. I’ve seen some very good responses. 
Combined with rituximab, I’ve seen some complete remissions. I have a CLL patient with MRD negative on the combination, 
and quite well tolerated.”

“I actually liked how it showed efficacy for all subtypes. I saw stuff for nodal, extranodal, and splenic as well. I know the
numbers are small, but it shows it kind of works for all subtypes, so that’s attractive for me.”

“I think the data is very impressive and the efficacy is somewhat similar to BTKs, so if I have a cardiac patient with arrythmia or 
a patient with history of bleeding or hemorrhage or stroke where I’m more concerned about not using ibrutinib or any of the 
BTKs for those patients, this is a good option.”

“If you think about the question of convenience in oral drugs vs IV and if you have a better response rate with copanlisib being
IV compared to an oral one, then I think you would kind of sacrifice the convenience over response.”



Advisor Key Takeaways



ADVISOR KEY TAKEAWAYS
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ADVISOR ADVISOR

1

> I learned a lot about 2L management of both FL and 
MZL. I wasn’t aware of the EZH2 inhibitor. Seems like 
a great choice

> I learned a lot about the PI3K inhibitors. And I didn’t 
know much about umbralisib and that’s the only PI3K 
inhibitor approved for MZL

> You want to treat patients according to the age, 
comorbidities and make sure that quality of life is good 
no matter what treatment you choose 

3

> Excellent presentation, it was very informative and 
helpful. Having this group conversation makes me 
more comfortable considering and using the PI3K 
inhibitors in an efficient and proper manner

> Previously we felt really comfortable in 1L and 2L. But 
then when it gets to the third line we look at the NCCN 
you have an abundant amount of options. But after 
having a discussion like this it really made me feel 
comfortable and confident in picking a 3L agent

2

> Exciting options seem to be coming
> Probably a little less intimidated about the PI3K colitis 

after hearing this discussion. It sounds like there’s 
some management suggestions that are out there that 
seem to be effective. Also the slides that Dr. Davids 
put up showed a lower incidence of that than I was 
under the impression of, which I appreciate.

> Focus on how the patient’s doing and how they’re 
feeling. That still is the overriding thing with 
management of these low grade lymphomas. And that 
gets to treatment decisions and when to treat the 
whole gamut

4

> I think the review of MZL was really nice. It’s 
something we just see less common of to treat

> For the sequencing in FL, it was nice to see the 
discussion and just kind of how our colleagues 
respond in the surveys

> The toxicity reviews of the drugs in the PI3 kinase 
inhibitors I think that was helpful as well in addition

> The presentations were wonderful and this nice review 
on these two topics

> Next time I have a FL or MZL, it is a lot easier to 
manage when we have these sort of reviews



ADVISOR KEY TAKEAWAYS
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ADVISOR ADVISOR

5

> I found the data on the bispecifics interesting. I’m not 
sure I was aware that there was as much information 
as that at this point

> I thought that the copanlisib and Rituxan combination 
was interesting as well. Combinations of the PI3K 
inhibitors may be interesting to explore

> The CAR-T cell therapy data. Every time I see it and 
hear it in FL, it looks great. I think just encourages me 
to pursue that when I have a patient appropriate for it

7

> I think those slides on toxicity comparison of different 
PI3K was very impressive, I took a picture of it on my 
iPhone so I can see it later on. Also got some very 
useful information [on] toxicity management

> We have less patients and more drugs. And looking at 
those slides with the latest information on what is 
approved and what is pending approval that was very 
helpful especially in MZL that we can use for convince 
these care insurances

> So excellent presentation. That was very helpful

6

> An excellent presentation, review of FL and MZL by 
Dr. Davids 

> In 2L FL, R-square still seems to have its stronghold, 
and past that it’s a matter of familiarity to the drug

> It’s good to know that we have so many [drugs in the] 
armamentarium short of having lymphoma genomics

> Once you know your patients pretty well it’s probably 
not a bad idea to get off our comfort zone if we’re not 
sacrificing response and especially if we can provide a 
longer DOR to patients who would relapse again

8

> I really liked the MZL slides. Typically MZL is lumped 
in a big basket with all the other indolent lymphoma, 
so it was nice to see the list of what’s approved. 
Because sometimes it’s easy to forget what you have, 
what options you have available



Audience Response System 
(ARS) Data
FOLLICULAR LYMPHOMA (FL)



THIS GROUP OF ADVISORS FOLLOW MODERATE NUMBERS 
OF R/R FL PATIENTS
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ADVISORS PREFER LENALIDOMIDE WITH RITUXIMAB (R2) OR 
WITH OBINUTUZUMAB AS THEIR TREATMENT FOR 2L R/R FL
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THERE WAS NO STRONG CONSENSUS ON ADVISORS’ 
PREFERRED 3L THERAPY FOR R/R FL
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What is your preferred third-line therapy for your R/R FL patients? (N = 7*)

0%

0%

14%

14%

14%

29%

29%

0% 10% 20% 30% 40% 50%

Other

Duvelisib

CAR T-cell therapy

Idelalisib

Umbralisib

Tazemetostat

Copanlisib

Responders, %
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ADVISORS HAVE MODERATE EXPERIENCE USING PI3K 
INHIBITORS FOR R/R FL
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ADVISORS HAVE A VARIETY OF GOALS FOR TREATMENT OF 
R/R FL, LARGELY CENTERED ON PATIENTS’ QUALITY OF LIFE
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What are your treatment goals when managing R/R FL patients who have 
received more than 2 prior lines of therapy? (multiple choice; N = 8)



PATIENT CASE 1: FL 

> A 63-year-old man presents with a new diagnosis of follicular lymphoma, grade 1–
2. He had noted cervical lymphadenopathy 6 weeks earlier and saw his PCP. The 
largest node was 2 cm and did not respond to empiric antibiotics. He was then 
referred to an ENT surgeon, who performed an excisional lymph node biopsy 
revealing FL, grade 1–2. Patient is now referred to you. He reports no B 
symptoms; he does complain of fatigue. A PET scan reveals widespread 
adenopathy with disease in L axilla, mediastinum, porta hepatis, retroperitoneum, 
mesentery, and iliac chains bilaterally. The largest nodal mass is in the mesentery 
at 8 cm. The iliac nodes are 6 cm in longest axis. Other nodes are in the 2- to 4-cm 
range. The SUVmax is 10.8; LDH and blood counts are normal. Marrow is not 
involved; ECHO is normal with an EF of 57%. There are no significant 
comorbidities

27



PATIENT CASE 1: FL – A PRIMARY DECIDING FACTOR FOR 
ADVISORS IN TREATING R/R FL IS THEIR CLINICAL 
EXPERTISE AND ACUMEN
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What criteria do you use when deciding whether to initiate treatment in FL? (N = 8)



PATIENT CASE 1: FL – FOR PATIENTS WITH RELATIVELY GOOD 
PERFORMANCE STATUS AND MINIMAL COMORBIDITIES, ALMOST ALL 
ADVISORS WOULD CHOOSE CHEMO-IMMUNOTHERAPY WITH 
BENDAMUSTINE + RITUXIMAB
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PATIENT CASE 1: FL – ALMOST ALL ADVISORS WOULD USE 
ANTI-CD20 MAINTENANCE AFTER THE PATIENT ACHIEVED 
CR WITH CHEMO + ANTI-CD20 PRIOR TREATMENT
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If the patient achieves a complete response by PET scan criteria to your 
treatment choice, do you offer maintenance anti-CD20 therapy? (N = 8)

88%

13%

Yes No



PATIENT CASE 1 (CONT.): FL

> Patient achieves a CR to initial bendamustine + rituximab therapy and is given 
maintenance rituximab, but relapses at age 66. Biopsy reveals grade 1–2 FL. He is 
observed for 1 year but is having enough PD to warrant second-line therapy (now 
age 67)

31



PATIENT CASE 1: FL – FOR A PATIENT WHO IS RELAPSING 
QUICKLY ON RITUXIMAB MAINTENANCE THERAPY, MOST 
ADVISORS WOULD USE R2
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*One advisor did not respond.



PATIENT CASE 1 (CONT.): FL 

> The patient was treated with lenalidomide + rituximab and achieves a PR. He 
relapses again, with symptomatic disease after 9 months of therapy. Rebiopsy 
shows grade 3a disease. What would you recommend for this patient now?
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PATIENT CASE 1: FL – FOR 3L TREATMENT OF R/R FL, MOST 
ADVISORS WOULD USE TAZEMETOSTAT 
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Audience Response System 
(ARS) Data
MARGINAL ZONE LYMPHOMA (MZL)



THIS GROUP OF ADVISORS FOLLOW RELATIVELY FEW R/R 
MZL PATIENTS
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ADVISORS PREFER ANTI-CD20 WITH LENALIDOMIDE OR WITH 
BENDAMUSTINE AS THEIR TREATMENT FOR 2L R/R MZL
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ADVISORS HAVE LITTLE EXPERIENCE USING PI3K 
INHIBITORS IN R/R MZL 
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How many patients with R/R MZL have you treated with a PI3K inhibitor in the past year? (N = 8)



ADVISORS EXPRESSED A VARIETY OF GOALS IN TREATING R/R 
MZL, WITH MORE EMPHASIS ON PATIENTS’ QUALITY OF LIFE
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PATIENT CASE 2: MZL

> A 66-year-old man presents with early satiety, weight loss, night sweats, 
splenomegaly; peripheral blood with lymphocytosis and flow c/w CD5–, CD20+ B-
cell population compatible with MZL; hep C negative, high LDH, staging PET CT 
with high FDG uptake in the spleen
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PATIENT CASE 2: MZL – FOR SYMPTOMATIC MZL PATIENTS, 
ALL ADVISORS WOULD CHOOSE RITUXIMAB; MOST WOULD 
PARTNER IT WITH CHEMO
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Which would you recommend to this patient? (N = 8)



PATIENT CASE 2 (CONT.): MZL 

> A CR was achieved after 6 cycles of bendamustine + rituximab. However, the 
patient recently noted progressive fatigue and unintentional weight loss over the 
past 12 weeks. The patient has an enlarged right cervical node that is causing 
discomfort. Repeat biopsy confirms MZL, with no evidence of transformation. 
Imaging revealed diffuse adenopathy above/below the diaphragm. Bone marrow 
biopsy was negative
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PATIENT CASE 2: MZL – FOR AN MZL PATIENT PROGRESSING ON 
CHEMO-IMMUNOTHERAPY, ADVISORS WERE EQUALLY DIVIDED ON 
CHOOSING LENALIDOMIDE + ANTI-CD20 OR IBRUTINIB
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