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Meeting Snapshot

DATE: 
June 20, 2024

PANEL: Key experts in 
lymphoma
> 4 from US
> 3 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

LYMPHOMA-SPECIFIC 
DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 4 US and 3 European Lymphoma Experts

CHAIR: 
Brad Kahl, MD
Washington University 
School of Medicine

Georg Hess, MD
University Medical Center Mainz

Pier Luigi Zinzani, MD, PhD 
University of Bologna

John Gribben, MD
Barts Cancer Institute

Paolo Caimi, MD
Cleveland Clinic

Matthew Lunning, DO, FACP
University of Nebraska 
Medical Center

P. Connor Johnson, MD 
Massachusetts General 
Hospital



Meeting Agenda (1/2) 
Time (EST/CET) Topic Speaker/Moderator
11.00 AM – 11.05 AM/18.00 – 18.05 Welcome and Introductions Brad Kahl, MD

11.05 AM – 11.20 AM/18.05 – 18.20 Advances in DLBCL/Aggressive B-Cell Lymphoma Excluding CAR T Georg Hess, MD

11.20 AM – 11.35 AM/18.20 – 18.35 Discussion Moderator: Brad Kahl, MD
All faculty

11.35 AM – 11.40 AM/18.35 – 18.40 Key Takeaways for Advances in DLBCL/Aggressive B-Cell 
Lymphoma Excluding CAR T Georg Hess, MD

11.40 AM – 11.50 AM/18.40 – 18.50 Advances in CAR T for NHL/CLL – Clinical Updates P. Connor Johnson, MD

11.50 AM – 12.05 PM/18.50 – 19.05 Discussion Moderator: Brad Kahl, MD
All faculty

12.05 PM – 12.10 PM/19.05 – 19.10 Key Takeaways for Advances in CAR T for NHL/CLL – Clinical 
Updates P. Connor Johnson, MD

12.10 PM – 12.25 PM/19.10 – 19.25 Advances in CAR T for NHL/CLL – Special Questions Paolo Caimi, MD

12.25 PM – 12.40 PM/19.25 – 19.40 Discussion Moderator: Brad Kahl, MD
All faculty

12.40 PM – 12.45 PM/19.40 – 19.45 Key Takeaways for Advances in CAR T for NHL/CLL – Special 
Questions Paolo Caimi, MD

12.45 PM – 12.55 PM/19.45 – 19.55 BREAK



Meeting Agenda (2/2) 
Time (EST/CET) Topic Speaker/Moderator
12.55 PM – 1.05 PM/19.55 – 20.05 Advances in MCL Matthew Lunning, DO, FACP

1.05 PM – 1.15 PM/20.05 – 20.15 Discussion Moderator: Brad Kahl, MD
All faculty

1.15 PM – 1.20 PM/20.15 – 20.20 Key Takeaways for Advances in MCL Matthew Lunning, DO, FACP

1.20 PM – 1.30 PM/20.20 – 20.30 Advances in FL and MZL Pier Luigi Zinzani, MD, PhD

1.30 PM – 1.45 PM/20.30 – 20.45 Discussion Moderator: Brad Kahl, MD
All faculty

1.45 PM – 1.50 PM/20.45 – 20.50 Key Takeaways for Advances in FL and MZL Pier Luigi Zinzani, MD, PhD

1.50 PM – 2.05 PM/20.50 – 21.05 Evolving Therapies in CLL/SLL John Gribben, MD

2.05 PM – 2.20 PM/21.05 – 21.20 Discussion Moderator: Brad Kahl, MD
All faculty

2.20 PM – 2.25 PM/21.20 – 21.25 Key Takeaways for Evolving Therapies in CLL/SLL John Gribben, MD

2.25 PM – 2.30 PM/21.25 – 21.30 Wrap-Up and Close Brad Kahl, MD



Conference Highlights
Advances in DLBCL/Aggressive B-Cell 
Lymphoma Excluding CAR T



ORIENT STUDY: ORELABRUTINIB ADDED TO AN R-CHOP–LIKE REGIMEN SHOWED 
ACCEPTABLE CLINICAL RESPONSE IN TREATMENT-NAIVE NON-GCB DLBCL
Qu CJ, et al. EHA 2024. Abstract P1167

STUDY POPULATION
> Phase II trial where orelabrutinib (a novel covalent BTKi) was added 

to R-CHOP–like regimen (n=24)

Dr Hess’ CONCLUSIONS
> Promising results, better tolerability; may be interesting for elderly pts
> Going back to chemotherapy by combining orelabrutinib with it is a 

rather “backward step”
> This trial is demonstrating that a risk-adapted strategy using an MRD-

driven approach is feasible

Clinical responses

OUTCOME
> CR was 27.3%; PR was 63.6%

Safety 
> 10 pts (41.7%) experienced AESI (grade 3: 1 fever, 5 lung infection, 1 

upper respiratory infection)



GOLCADOMIDE + R-CHOP SHOWED PROMISING EARLY RESULTS WITH TOLERABLE SAFETY 
IN FRONTLINE AGGRESSIVE BCL
Hoffmann MS, et al. EHA 2024. Abstract S235

STUDY POPULATION
> Phase II trial with golcadomide, a potential first-in-

class CELMoD, + R-CHOP in frontline BCL (n=72)
> Pt characteristics were balanced

OUTCOME
> Golcadomide (0.4 mg, D1-7) resulted in a high CMR 

rate, independent of cell of origin

Safety 
> Golcadomide + R-CHOP demonstrated a manageable 

safety profile

Dr Hess’ CONCLUSIONS
> Pts were high-risk as defined either by IPI 3-5, or IPI 2 with high LDH and bulky disease, which has a dismal prognosis
> This novel CELMoD agent has higher specificity, and therefore better efficacy, as shown in initial trials
> A follow-up phase III trial, GOLSEEK-1, is ongoing with R-CHOP ± 0.4 mg golcadomide

Clinical efficacy



TUCIDINOSTAT + R-CHOP IN FRONTLINE DLBCL WITH DOUBLE EXPRESSION OF MYC AND 
BCL2: AN INTERIM ANALYSIS FROM THE PHASE III DEB STUDY
Zhao W, et al. ASCO 2024. Abstract LBA7003

STUDY POPULATION
> Phase III randomized trial with tucidinostat, a HDAC 

inhibitor, in addition to R-CHOP in previously 
untreated pts with DLBCL with MYC and BCL2
expression (n=423)

> Pt characteristics were balanced

OUTCOME
> HR for PFS was 0.68; P=.018
> HR for OS was 0.84; P=.500

Safety
> This combination was well tolerated

Dr Hess’ CONCLUSIONS
> Pt characteristics were equally distributed between the 2 treatment arms; in terms of EFS, there is a clear advantage in favor of the 

combination. However, for OS this benefit disappears, showing that most of the benefit probably comes from a delay in progression
> Interesting approach approved in China, but confirmation in a broader pt population is required for global use

Primary endpoint of EFS was met



BRENTUXIMAB VEDOTIN IN COMBINATION WITH R2 IS ACTIVE IN R/R DLBCL: RESULTS 
FROM THE PHASE III ECHELON-3 STUDY
Kim JA, et al. ASCO 2024. Abstract LBA7005

STUDY POPULATION
> Randomized phase III study of brentuximab vedotin + 

R2 in R/R DLBCL (n=130)

OUTCOME
> mOS was 13.8 vs 8.5 months (HR 0.629)
> mPFS was 4.2 vs 2.6 months (HR 0.527)

Dr Hess’ CONCLUSIONS
> Pts in the placebo arm stopped treatment due to a 

much higher incidence of progressive disease
> Subgroup analysis showed added effect of 

brentuximab vedotin independent of CD30 expression
> Role of brentuximab vedotin needs to be defined in 

the current competitive landscape

Primary endpoint of mOS was met



EPCORITAMAB + GEMOX INDUCES DEEP DURABLE RESPONSES IN R/R DLBCL: UPDATES 
RESULTS FROM EPCORE NHL-2 TRIAL
Cordoba R, et al. EHA 2024. Abstract P1152

STUDY POPULATION
> Phase Ib/II trial with epcoritamab + GemOx in R/R 

DLBCL (n=103)

OUTCOME
> ORR 85% with 61% CR rate
> 15-month mPFS rate in CR was 57%
> 15-month mOS rate in CR was 77%

Dr Hess' CONCLUSIONS
> The ORR is impressive; the better the disease, the 

better the response. Pts in CR show durable response
> This is a very effective combination; however, we need 

to keep in mind treatment until progression. Are there 
stopping criteria that would be helpful for pts?

Efficacy outcomes, durable CR



GLOFITAMAB-GEMOX SHOWED PROMISING ACTIVITY IN R/R DLBCL: RESULTS OF THE 
PHASE III STARGLO TRIAL
Abramson J, et al. EHA 2024. Abstract LB3438

STUDY POPULATION
> Glofitamab-GemOx vs rituximab-GemOx in transplant-

ineligible R/R DLBCL after 1 prior line of therapy 
(n=274)

OUTCOME
> mOS was 25.5 vs 12.9 months (HR 0.62)
> mPFS was 13.8 vs 3.6 months (HR 0.40)
> ORR was 68.3% vs 40.7% and CR was 58.5% vs 

25.3%

Safety
> There is added toxicity and fatal events are also 

higher in the glofitamab-GemOx arm

Dr Hess’ CONCLUSIONS
> Potential new standard at relapse for non-CAR T pts, with some added toxicity
> CRs show that the chemotherapy did not underperform in this trial, and the difference in response turned out to significantly impact PFS and OS. 

Even if this is very attractive for pts, we should really look at the individuals who might suffer from side effects of these types of treatments

Primary endpoint: Updated OS



Key Highlights
Advances in DLBCL/Aggressive B-Cell 
Lymphoma Excluding CAR T



Advances in DLBCL/Aggressive B-Cell Lymphoma Excluding 
CAR T (1/2)
No practice-changing updates were showcased at ASCO and EHA for frontline DLBCL. However, numerous larger phase III trials are 
underway, focusing on bispecific antibody-based frontline combinations, with data results anticipated later this year
> Orelabrutinib, a BTK inhibitor, when combined with an R-CHOP–like regimen demonstrated a promising response in treatment-naive non-

GCB DLBCL (P1167). This frontline BTKi combination showed encouraging activity with tolerable safety that might make it a potential 
treatment choice for elderly patients

> The acalabrutinib–R-CHOP frontline trial is ongoing and expected to help elucidate the place of BTKi in treatment in the frontline setting
> Golcadomide (first-in-class CELMoD) + R-CHOP (S235) showed good early results. The ongoing phase III GOLSEEK-1 study is testing this 

regimen, golcadomide + R-CHOP, for 6 cycles vs R-CHOP + placebo in high-risk DLBCL
> Tucidinostat + R-CHOP (LBA7003) showed efficacy with a tolerable safety profile in previously untreated DLBCL with double expression of 

MYC and BCL2 mutations. It is a positive trial in molecular testing environment that is unpaired in DLBCL. It also confirmed that bispecifics 
can be effectively and safely added to a frontline chemotherapy backbone

In relapsed/refractory DLBCL, positive results were observed in the ECHELON-3 trial (LBA7005) with the combination of brentuximab 
vedotin and R2, regardless of CD30 expression
> The requirement for checking CD30 expression has been cumbersome, and led to diverse results in early trials and an early label that 

required CD30 testing
> Experts do not see a good reason to resurrect R2 in this setting, and mentioned they would have liked to see a third arm in the trial to show 

the added benefit of R2



Advances in DLBCL/Aggressive B-Cell Lymphoma Excluding 
CAR T (2/2)
Combination approaches with bispecifics could reintroduce chemotherapies in the 
treatment of R/R DLBCL
> The STARGLO trial demonstrated efficacy in the second line for R/R DLBCL with 

glofitamab + GemOx vs R-GemOx (LB3438), indicating a positive outcome
> The EPCORE NHL-2 study with epcoritamab + GemOx (P1152) showed durable efficacy 

with extended follow-up in its updated results
> GemOx is being considered for short-term induction therapy prior to the use of bispecific 

antibodies. This approach is applicable globally in the second line, but it comes with 
significant toxicity and concerns regarding subsequent CAR T use

> GemOx has immediate activity for patients whose disease is quickly progressing; experts 
discussed using GemOx as an induction therapy (max 1–2 cycles) then ramping up the 
bispecific antibody. They highlighted that GemOx does not give durable control, and some 
patients may experience progression early on during ramp-up

> Some US experts argued against GemOx as a backbone because the toxicity is 
considerably high; they suggested there could be other immunomodulator combination 
strategies in the chemo-free era. Experts expect data analysis comparing patients whose 
disease is chemo refractory vs non-chemo refractory for better understanding of the 
treatment mechanism

> In Europe, glofitamab monotherapy is indicated in third line, and the glofitamab + GemOx 
combination is expected to be approved in second line 

> The community may adopt bispecifics combinations quickly, but use of subsequent CAR T 
is questionable, because bispecific antibodies before apheresis for CAR T therapy may be 
less effective, due to T-cell exhaustion

Dr Hess:
It's confirmatory that adding a bispecific 
to a backbone really adds on efficacy 
with acceptable toxicity, and that makes 
me confident for the upcoming trials.

“ “



Conference Highlights
Advances in CAR T for NHL/CLL



7-DAY VEIN-TO-VEIN CAR T DELIVERY IS FEASIBLE WITH DECENTRALIZED 
MANUFACTURING: RESULTS FROM THE ATALANTA-1 TRIAL 
Kersten MJ, et al EHA 2024. Abstract S243

STUDY POPULATION
> Phase I/II trial with a novel CAR T product, GLPG5101, administered as fresh 

product after 7-day manufacturing (phase I: n = 17; phase II: N = 17)
> Included were pts with DLBCL, MCL, FL, MZL

Dr Johnson’s CONCLUSIONS
> Decentralized CAR T manufacturing with short vein-to-vein time is feasible
> Encouraging expansion, persistence, and safety
> Longer follow-up is needed 

Response over time

OUTCOME
> ORR was 78% in DLBCL, 94% in FL/MZL, 100% in MCL
> CR rate was 56% in DLBCL, 94% in FL/MZL, 100% in MCL

Efficacy
> Durable responses were 

observed at short follow-up

Safety
> CRS 44% in phase I and 29% in phase II
> ICANS 38% in phase I and 6% in phase II



AXI-CEL SHOWED DURABLE RESPONSES IN PRIMARY MEDIASTINAL BCL ACCORDING TO 
AN ANALYSIS FROM THE DESCAR-T REGISTRY
Galtier J, et al. EHA 2024. Abstract S240

STUDY POPULATION
> Pts with PMBCL were treated in the DESCAR-T 

registry (n=69)
> Axi-cel, n=55; liso-cel, n=14
> Most pts were treated in third line
> Most pts received bridging therapy (84%)

Dr Johnson’s CONCLUSIONS
> Axi-cel is highly effective in R/R PMBCL
> M1 responses can often deepen (47% CR at M1, 80% 

overall CRR)
> ICI bridge not associated with PFS

OUTCOME
> Response to bridging therapy was poor
> Axi-cel ORR was 91% with 80% CR; 2-year OS rate 

was 86%

OS with axi-cel (n=55)



ENCOURAGING CLINICAL RESPONSE TO LISO-CEL IN R/R CLL INDEPENDENT OF RISK 
GROUPS AND AGE: EXPLORATORY ANALYSIS OF TRANSCEND CLL 004
Wierda WG, et al. EHA 2024. Abstract S158

Dr Johnson’s CONCLUSIONS
> Liso-cel responses seen regardless of high-risk features
> Baseline tumor burden associated with response
> High tumor burden, elevated inflammatory markers, renal insufficiency associated with toxicity (ICANS)

Tumor burden correlation with ORR

OUTCOME
> No correlation between responses according to 

TP53/del(17p), complex karyotype, or age
> Lower tumor burden was correlated with ORR and CR

STUDY POPULATION
> Phase I/II trial with liso-cel after 2 prior lines in CLL 

(n=87)
> Primary (CR/CRi) and secondary endpoints (OS rate, 

mDOR, mPFS, mOS) were met in earlier analysis



PET-CT ON DAY 14 IS PREDICTIVE OF METABOLIC RESPONSE IN R/R LBCL; DEAUVILLE 
SCORE 5 ON DAY 14 CONFERS POOR PROGNOSIS
Al Tabaa Y, et al. EHA 2024. Abstract P1202

STUDY POPULATION
> FDG PET-CT data from pts with R/R LBCL were 

analyzed (n=62)

OUTCOME
> TMTV, SUVmax, and DS evaluated on day 14 are 

predictive of metabolic response at 3 months

Dr Johnson’s CONCLUSIONS
> Day 14 PET associated with 3-month metabolic 

response (TMTV, SUVmax, Deauville score)
> Day 14 PET Deauville score of 5 prognosis is 

generally poor
> Can potentially help with pt risk stratification for future 

work and help now with early prognostic information 
when using axi-cel

Survival outcomes



PIRTOBRUTINIB IN COMBINATION WITH BISPECIFIC CAR T (LV20.19) SEEMS FEASIBLE IN R/R 
LYMPHOMA
Furqan F, et al. ASCO 2024. Abstract 7043

STUDY POPULATION
> Pirtobrutinib was used 4 weeks before apheresis for LV20.19 

bispecific CAR T (n=11)
> Median age was 65 (50-80) years; median prior lines were 4 (2-8)

Dr Johnson’s CONCLUSIONS
> Pirtobrutinib bridging was safe in a small number of pts
> No negative impacts on LV20.19 function or immunophenotype
> Adds to growing literature of BTKi + CAR T combination data

Efficacy outcomes

OUTCOME
> ORR was 82%
> Pirtobrutinib can be used as bridging therapy 
> Phase I trial with pirtobrutinib bridging and maintenance is 

planned (NCT05990465)



CAR T FOR TRANSFORMED LYMPHOMA SEEMS TO BE EFFICACIOUS: A DESCAR-T ANALYSIS 
Stephan P, et al. EHA 2024. Abstract S241

STUDY POPULATION
> Propensity score matched analysis of transformed lymphoma vs 

DLBCL matched population: n=170
> Age ≥75 was 30%; 53% of pts were not eligible for TRANSCEND 

NHL 001 (comorbidities and ECOG)

Dr Caimi’s CONCLUSIONS
> Transformed lymphoma does not appear to negatively impact 

outcomes of CAR T
> High-grade CRS rates are consistent

PFS

OUTCOME
> mPFS was 18.3 and 3.8 months
> mOS was 36.6 and 15 months
Safety
> High-grade CRS rates consistently around 5%



CAR T IS FEASIBLE IN PATIENTS AGED OVER 75 YEARS WITH R/R LBCL: A DESCAR-T 
REGISTRY ANALYSIS
Guffroy B, et al. EHA 2024. Abstract S242

STUDY POPULATION
> Comparison of pts aged >75 years vs pts <75 years
> 1,065 (69.8%) axi-cel/459 (30.1%) tisa-cel
> 125 pts ≥75 years/1399 pts <75 years

Dr Caimi’s CONCLUSIONS
> RWE confirms older pts can derive benefit from anti-

CD19 CAR T cells
> Median PFS <1 year in third line
> Toxicity and NRM are relevant

OUTCOME
> Main outcomes were similar
> Non-relapse mortality (NRM): 20% of deaths in ≥75-

year-olds were NRM vs 8.7% <75-year-olds (P <.001)

No significant difference in main outcomes

≥75 years <75 years

ORR 74.8% 78.0%

CRR 62.6% 60.8%

Median OS 18.3 mo [9.4–32] 24.0 mo [20.4–31.6]

Median PFS 8.2 mo [4.1–11.3] 6.1 mo [5.7–7.4]

G3+ CRS 7.3% 7.4%

G3+ ICANS 9.8% 12.4%



OUTPATIENT AXI-CEL WITH PROPHYLACTIC STEROIDS IS VIABLE AND RELATIVELY SAFE: 
PRELIMINARY ANALYSIS OF COHORT 6 IN ZUMA-1 TRIAL
Leslie L, et al. EHA 2024. Abstract P1159

Dr Caimi’s CONCLUSIONS
> Outpatient axi-cel strategy is viable and relatively safe
> Rates of grade ≥3 CRS and neurologic events are similar to ZUMA-6 Cohort 1
> Full outpatient axi-cel is not really feasible (90% hospitalized)
> Large outpatient resource burden (still better than inpatient)

Hospitalization

OUTCOME
> ORR 90%, CR 70% (5-month follow-up)
> 90% of pts were hospitalized
> Median time to hospitalization 4 days
> Median duration 8 days
> 2 pts in ICU; no deaths

STUDY POPULATION
> Outpatient axi-cel in R/R DLBCL
> 23 pts enrolled, 20 infused
> Median age 59 years (24-76); bridging therapy 

received by 48%
> 1 prior line: 90% of pts



SECONDARY MALIGNANCIES SEEN IN 5% OF PATIENTS POST-CAR T IN LYMPHOMA: 
ANALYSIS FROM THE ITALIAN CART-SIE STUDY
Barone A, et al. EHA 2024. Abstract P1156

STUDY POPULATION
> Secondary malignancies in CAR T pts
> Axi-cel: 312, 48%; tisa-cel: 253, 39%; brexu-cel: 86, 13%
> Median follow-up 12 months
> Median age 59 years (IQR 49-65)
> Lymphoma: DLBCL, HGBCL, PMBCL, MCL
> Median 2 prior treatment lines (IQR 2-4)
> Previous ASCT: 31%
> CAR hematologic toxicities (L 45%/M 37%/H 38% )
> ICANS and hematologic toxicity in 5% of pts

Dr Caimi’s CONCLUSIONS
> Sufficient data are not available to support clear understanding of second primary malignancies after CAR T
> More studies are needed to understand underlying risks (genetic, baseline immune, genotoxic) vs CAR T-cell acquired

Secondary malignancies in 28 pts (4.3%)



IBRUTINIB OR VENETOCLAX PRETREATMENT MAY CHANGE SOME T-CELL POPULATIONS IN 
SUBSEQUENT CAR T THERAPY: PRELIMINARY ANALYSIS OF GIMEMA CLL2020
Griggo V, et al. EHA 2024. Abstract S191

STUDY POPULATION
> Sample analyzed from 14 pts (Ibr=6; Ven=8)
> Successful CAR T manufacturing in 11/14 pts

Dr Caimi’s CONCLUSIONS
> Baseline T-cell quality in CLL negatively affects CAR 

T-cell product quality
> Some treatments change some T-cell populations

Overview of outcomes



NO SIGNIFICANT SURVIVAL BENEFIT BY ADDING TAFASITAMAB TO LENALIDOMIDE IN POST-
CAR T RELAPSE: A LYSA STUDY FROM DESCAR-T REGISTRY
Camus V, eta l. EHA 2024. Abstract P1153

STUDY POPULATION
> Pts were treated with tafasitamab + lenalidomide post-

CAR T (n=52); tisa-cel: 21; axi-cel: 31
> Age 65 years (20-81); median lines of therapy 1 (1-6)

Dr Caimi’s CONCLUSIONS
> Those who responded, had a little longer response
> The comparison with lenalidomide did not really show 

any statistically significant difference

Survival outcomes

OUTCOME
> Median time to progression post-CAR T: 2.8 months 

(0.4-34.7)
> 73% of pts did not have CD19 status
> ORR was 13.5% with 7.7% CR
> mPFS was 3 months
> mOS was 4.7 months
> mDOR was 8 months



ODRONEXTAMAB DEMONSTRATES DURABLE COMPLETE RESPONSES AFTER CAR T RELAPSE 
IN DLBCL: OUTCOMES FROM THE ELM-1 STUDY
Michot JM, et al. EHA 2024. Abstract P1162

STUDY POPULATION
> Odronextamab monotherapy after CAR T relapse in 

DLBCL

Dr Caimi’s CONCLUSIONS
> Odronextamab (like other BsAbs) has activity in 

progression post-CAR T cell
> Clinical activity is lower and not as durable after CAR 

T progression compared with non–CAR T-resistant 
disease

> Longer follow-up is needed to understand durability

Pt characteristics and responses

OUTCOME
> ORR: 48% at 4.9-month follow-up
Safety
> CRS: 52% (no grade 3)
> No ICANS
> Infection grade 3+: 22.7%



Key Highlights
Advances in CAR T for NHL/CLL



Advances in CAR T for NHL/CLL – Clinical Updates (1/3)
The ATALANTA-1 trial (S243) demonstrated the feasibility of a 7-day vein-to-vein 
process for CD19 CAR T cells using a decentralized manufacturing approach. This 
strategy also successfully bypassed the need for bridging therapy
> Decentralized, quick manufacturing was discussed by experts as a potential future 

direction for CAR T therapies. However, they noted that upscaling could present a 
challenge due to the need for efficient production to meet site-specific demand in the US

> Globally, preparation time of patients for CAR T is considerably long, and patients might 
not be able to benefit from the fast vein-to-vein time. For some, the organizational 
preparation takes up to 3 weeks between progression and apheresis, and the disease 
might progress quickly during this period

> It will be beneficial to identify those patients who have low-volume disease who would 
benefit most from a very rapid turnaround, without risk of quick progression or need for 
bridging. Early start of administrative processes and interim assessment would identify 
early progression and those patients who would benefit from quick-turnaround CAR T

> Although 7-day processing is considered ideal, there could be economic challenges with 
pricing, as in Spain, where decentralized CAR T manufacturing processes are approved, 
but the research fees are not included in the pricing

Axi-cel showed durable responses in primary mediastinal BCL, according to an 
analysis from the DESCAR-T registry (S240)
> Experts expected these positive results and added that CR at 1 month is not a trustworthy 

evaluation for response; they prefer a longer period (3 months)
> The response rate to bridging therapy was lower than expected, but was not associated 

with PFS; many patients received non-checkpoint inhibitor bridging therapies 

Dr Johnson:
I think rapid manufacturing with short 
vein-to-vein time is feasible. There's still 
a lot of questions, as we talked about, 
but I still think this is coming and can be 
an important part of the future.

“ “



Advances in CAR T for NHL/CLL – Clinical Updates (2/3)
While CAR T was previously viewed as a less significant treatment option in CLL, it is 
now expected to play an increasingly important role, particularly for patients with 
double-refractory disease who may benefit from earlier CAR T
> An exploratory analysis of TRANSCEND CLL 004 with liso-cel in CLL (S158) confirmed its 

effectiveness across various high-risk genomic features. It demonstrated higher activity in 
patients with a lower tumor burden and in those who had CR

> Some experts who participated in the trial said they envision an increasing role for liso-cel 
in CLL and expect real-world experience to be better compared with the clinical trial; the 
patients enrolled were more heavily pretreated, which is expected in today’s clinical 
practice. Responses would be better immediately after patients receive their targeted 
therapies, instead of receiving more chemotherapy-based treatments due to lack of other 
treatment options

– Experts discussed that patients whose disease quickly relapses after BTKi and 
BCL2 will also lack durable response to subsequent chemotherapies

– The proportion of patients with double-refractory disease who would benefit from 
CAR T in CLL is growing and expected to plateau at about 20%–25% 

> Experts discussed that experience with liso-cel in earlier lines would be required to clarify 
the role of CAR T in curing some patients with CLL

Dr Kahl:
It seems that, even though CAR T has 
only a small foothold in CLL, there's an 
expectation of its role expanding as we 
encounter more and more double-
refractory CLL patients. Instead of 
reverting to the old-school chemotherapy, 
which we know is a bold move, people 
are likely to opt for this modality. As a 
result, patients who are less worn out will 
be exposed to this treatment, leading to 
improved outcomes.

“
“



Advances in CAR T for NHL/CLL – Clinical Updates (3/3)
The concept of conducting an early PET assessment 14 days following the 
administration of axi-cel infusion (P1202) is viewed as a forward-looking research 
approach for patient evaluation in conjunction with MRD. Nonetheless, there are 
reservations regarding whether the outcomes truly reflect the impact of CAR T therapy 
or are influenced by prior bridging treatments
> Some experts argued that disease status changes are not expected this early with CAR T 

and this evaluation may show the effect of chemotherapy-based disease control
> One expert added that day 14 evaluation instead of the standard day 30 may be useful in a 

poor-prognosis setting for early progression, as a tool to inform the patient and their family, 
but this could cause confusion as well

Promising early data (ASCO poster 7043) have emerged with the combination of 
pirtobrutinib and a novel CAR T product (a lentiviral transduced bispecific [anti-
CD20/CD19] CAR T). Experts believe the trial’s wide inclusion criteria encompassing 
various histologic backgrounds will influence the long-term efficacy outcomes

Dr Lunning:
The only time I've done day 14 PET is 
usually in a bad circumstance, where I'm 
trying to figure out if they're having high-
grade toxicity, and whether the disease is 
responding, to help inform the family to 
make difficult decisions. I know this 
wasn't the scenario here . . .

“

“



Advances in CAR T for NHL/CLL – Specific Questions (1/3)
Analyses of real-world data confirmed the efficacy of CAR T therapy observed in 
clinical trials, including for transformed lymphoma and elderly patients
> A DESCAR-T registry analysis in France (S241) indicated that transformed lymphoma 

does not negatively impact CAR T therapy outcomes, with high-grade CRS rates 
consistently at 5%. Analysis of elderly patients in the DESCAR-T registry (S242) showed 
similar clinical outcomes, but a notable difference in non-relapse mortality for those over 
75 years old

> Older patients with borderline performance status may have more chemotherapy toxicity 
and inflammation, as they potentially may have a less functional immune reserve. The rate 
of high-grade ICANS did not increase in the older population, which was surprising to 
some of the experts

> US experts liked seeing data from European registries after the prevalence of so many 
data from US registries. In Europe, only patients who have received CAR T therapy are 
reported in registries, leaving unclear the number of patients who did not receive CAR T

> One US expert noted that they begin data collection and analysis immediately for all 
patients intended for CAR T treatment

> Overall, real-world data seem favorable as in clinical trials, and this might be due to a 
selection bias that is included in evaluating patients for CAR T therapies; 1 expert added 
that patients are treated in the same centers where the clinical trials are carried out by 
experienced teams

> Data from large registries help to optimize apheresis, manufacturing, and delivery of CAR T 

Dr Gribben:
I don't know if a few indolent kind of 
slipped by. I'm not always so surprised 
that real-world data looks so good in CAR 
T. I think the selection bias is kind of built 
into the product. So, it kind of looks like a 
trial patient.

“

“



Advances in CAR T for NHL/CLL – Specific Questions (2/3)
Post-CAR T secondary primary malignancies are becoming a focus of attention in lymphomas and in other indications
> Secondary primary malignancies were observed in 4.3% of patients with lymphoma who had previously undergone CAR T therapy, according 

to the CART-SIE Italian registry analysis (P1156)
> While our understanding of secondary primary malignancies post-CAR T therapy is still in its early stages, experts cited anecdotal 

percentages ranging from 5–15%. They also noted that patients with multiple myeloma might exhibit a higher incidence of these secondary 
malignancies

The preliminary analysis of ZUMA-24 with axi-cel (P1159) indicated that an outpatient axi-cel strategy is both viable and relatively safe. 
However, experts highlighted the primary challenge of shortening the hospital stay for patients who encounter high-grade adverse events 
> Some experts view this presentation as failing to demonstrate the benefits of outpatient axi-cel, because of the high proportion of patients 

hospitalized. They argued that the high demand for hospital beds makes this approach impractical for many centers
> One expert added that this strategy might be applicable for a select group of patients who are administered liso-cel instead of axi-cel
> When considering outpatient CAR T, the main challenge identified by experts is reducing the length of hospital stay for patients with high-

grade ICANS. This issue often leads patients to rehabilitation rather than being discharged to go home. The use of prophylactic steroids is a 
common practice in this context

> Novel prophylaxis strategies for CAR T-related adverse event management are currently being evaluated, and updates on management
strategies are expected soon



Advances in CAR T for NHL/CLL – Specific Questions (3/3)
The treatment of patients whose disease has progressed post-CAR T continues to be 
an area of unmet need. It is anticipated that real-world data analysis and long-term trial 
follow-up will aid in clinical decision-making
> A LYSA study from the DESCAR-T registry (P1153) revealed only slight differences when 

tafasitamab was added to lenalidomide post-CAR T. Experts added that they were not 
surprised by this outcome, because tafasitamab is expected to show little activity beyond 
second line, based on currently available data 

> The ELM-1 study (P1162) demonstrated that odronextamab has activity in patients whose 
disease progressed after CAR T therapy. However, longer follow-up is necessary to 
assess the durability of response

> Experts commented that the time after CAR T relapse is different between bispecific 
antibody clinical trials. Only the odronextamab trial allowed patients with early relapse; the 
epcoritamab and glofitamab trials allowed patients with 3-month post-CAR T relapse

The GIMEMA CLL2020 trial (S191) established that the quality of baseline T cells in CLL 
can adversely impact the quality of the CAR T-cell product. It also found that prior 
treatments with BTKi or BCL2 could influence T-cell populations

Dr Caimi:
The odronextamab, like other bispecifics, 
has activity in the post-CAR T setting. It 
appears the activity is probably lower 
than you would see in the non-CAR T 
resistant, and the durability of these 
responses is impossible to predict with 
such short follow-up with these agents.

“

“



Conference Highlights
Advances in MCL



WATCH-AND-WAIT STRATEGY MAY BE FEASIBLE IN NEWLY DIAGNOSED MCL: PROSPECTIVE 
ANALYSIS IN UK
Mant S, et al. EHA 2024. Abstract S230

Dr Lunning’s CONCLUSIONS
> This gives more confidence to be willing to look at 

those pts with MCL who are asymptomatic and have 
some of these disease features, and not treat them, 
but observe them

STUDY POPULATION
> Newly diagnosed MCL (immediate treatment: 62%, 

n=366; watch-and-wait: 38%, n=222)
> Median age: 70 years (30-93)
> 72% of pts were male
> Median follow-up: 5.7 years

OS outcome



IBRUTINIB + VENETOCLAX SHOWED ENCOURAGING OS IN PATIENTS WITH MCL AND TP53
MUTATION: ANALYSIS OF THE SYMPATICO TRIAL
Jurczak W, et al. EHA 2024. Abstract 1127

Dr Lunning’s CONCLUSIONS
> CR rate with the combination showed an additive 

effect
> Median duration of response first-line 

relapsed/refractory was comparable

STUDY POPULATION
> Pts with MCL received ibrutinib + venetoclax (n=74)
> First line: 29 pts; R/R: 45 pts

OS with ibrutinib + venetoclax

OUTCOME
> ORR was 84% and CR rate was 57%
> Safety: high-grade neutropenia was observed but 

manageable with G-CSF



ACALABRUTINIB + R2 SHOWED IMPROVED PFS IN UNTREATED MCL: RESULTS FROM THE 
ECHO TRIAL
Wang M, et al. EHA 2024. Abstract LB3439

Dr Lunning’s CONCLUSIONS
> Acalabrutinib-BR, about two-thirds had a CR with a nice overall response rate of 91%; 69% of the pts did have the opportunity, who were in 

the placebo arm, to cross over and receive BTK. Potentially because of that, there was no OS difference

STUDY POPULATION
> Pts with previously untreated MCL were randomized in 

this phase III, placebo-controlled trial
> 6 cycles of BR + maintenance R for 2 years was 

given, and acalabrutinib until progression (n=299) vs 
BR + maintenance R for 2 years and placebo (n=299). 
Crossover was allowed to acalabrutinib after PD

OUTCOME
> ORR was 91% vs 88%
> CR rate was 66.6% vs 53.5%
> Safety was comparable between arms; infections were 

higher with acalabrutinib

Primary endpoint of PFS was reached



LISO-CEL SHOWED GOOD CLINICAL ACTIVITY IN MCL IN MORE-PRETREATED PATIENTS: 
SUBGROUP ANALYSIS OF TRANSCEND NHL 001 MCL COHORT
Kamdar M, et al. EHA 2024. Abstract P1126

Dr Lunning’s CONCLUSIONS
> CR rates stayed high by lines of therapy for more-

heavily-pretreated pts
> There was a slight difference between not refractory 

vs BTKi refractory in terms of CR
> Regarding safety, nothing remarkable outside of CRS, 

ICANS, or hematologic toxicity

STUDY POPULATION
> Subgroup analysis of pts with MCL in the 

TRANSCEND NHL 001 trial (n=83)

Clinical outcomes



GLOFITAMAB MONOTHERAPY DEMONSTRATED DURABLE RESPONSES IN HEAVILY 
PRETREATED MCL: UPDATED ANALYSIS OF A PHASE I/II TRIAL
Phillips T, et al. EHA 2024. Abstract S231

Dr Lunning’s CONCLUSIONS
> Pts with CR showed durable responses
> We are starved to see the retreatment data that I 

remember seeing in MCL – looked fairly encouraging, 
but with small numbers

STUDY DESIGN AND POPULATION
> Pts received glofitamab with step-up dosing (n=60)

OS and CRS outcomes

OUTCOME – ORR
> ORR was 85.0%, with CR rate of 78.3%
> With prior BTKi, ORR was 74.2% and CR 71.0%
> CRS reappeared in cycle 2



Key Highlights
Advances in MCL



Advances in MCL (1/2)
Findings from a prospective analysis of newly diagnosed MCL in the UK (S230) suggest that a 
watch-and-wait approach could be a feasible strategy for certain patients with MCL

Recent data create more questions than answers in MCL. Experts expect that the ECOG-ACRIN 
trial EA4181 with frontline acalabrutinib will bring some clarity; it is anticipated to be presented at 
ASH 2024, together with the ongoing ENRICH trial comparing chemotherapy and chemo-free 
regimen
> In the phase III ECHO trial (LB3439), frontline acalabrutinib added to BR (bendamustine-rituximab) 

followed by rituximab + acalabrutinib maintenance for 2 years and then acalabrutinib until progression 
showed higher CR rates in elderly patients with MCL; however, experts expected more-defined curve 
separation 

> Experts discussed that historically, BR and BTKis showed results in MCL that were generally not as 
impressive as in CLL 

> An open question for the experts is, What would be a good salvage therapy after early CAR T use in 
MCL?

> Experts discussed that ECHO is an important trial showing feasibility of chemotherapy-free frontline 
treatment, that yielded similar PFS to SHINE trial (ibrutinib + BR). Tolerability is expected to be better 
with acalabrutinib in the EA4181 trial. With crossover, it is not certain there will be an OS benefit

> Acalabrutinib could be an add-on treatment for patients who are not candidates for CAR T or have 
TP53 mutation. Experts added that a time-limited approach would be of great value for patients with 
MCL 

In the SYMPATICO study (P1127) ibrutinib + venetoclax showed clinically meaningful activity in 
patients with MCL and TP53 mutation
> Experts commented that CR rates showed additive effect with the combination, and that clinical efficacy 

and durability seem consistent among lines of therapies

Dr Gribben:
It strikes me that practically 
nothing that happens in 
mantle cell lymphoma 
nowadays hasn't happened in 
CLL a couple of years 
beforehand, and what we see 
is similar data, but never quite 
as good. It's very clear what 
acalabrutinib adds to BR. It's 
less clear what BR adds to 
acalabrutinib. It's almost a pity 
there wasn't a third arm in 
there.

“
“



Advances in MCL (2/2)
In the US, liso-cel is the preferred CAR T option for MCL due to its toxicity profile; 
however, it is not approved in Europe for this indication. Brexu-cel has more toxicity 
despite prophylactic use of steroids and is considered less attractive
> In the TRANSCEND NHL 001 trial (P1126), liso-cel demonstrated significant activity in the 

MCL cohort, regardless of the number of prior therapies or response to previous BTKi 
treatments

> Despite the use of steroid prophylaxis, brexu-cel in MCL is associated with significantly 
high levels of toxicity

> There is a need for a novel CAR T product that is more tolerable for elderly patients with 
MCL

> Some experts suggested analyzing the clinical trial curves for brexu-cel, indicating it might 
be more beneficial for patients who tolerate it well, and potentially less toxic for elderly 
patients

> The duration of response with brexu-cel, typically 3–4 years, raises concerns, highlighting 
the need for CAR T therapies with longer durability

Glofitamab showed promising results as monotherapy in the updated analysis of the 
phase I/II trial (S231), but the PFS benefit is viewed as not remarkably high
> Experts expect more patients with post-CAR T relapse, and this would be a welcome option 

for those patients
> Based on the CR rates, experts anticipated greater durability
> The experts believe CAR T will be used earlier in MCL treatment and will eventually be 

followed by bispecifics

Dr Zinzani:
I think for sure, liso-cel is less toxic 
compared to brexu-cel. However, there 
are several issues related to the duration 
of response with brexu-cel. There is a 
recurrence even after 3 to 4 years; 
therefore, we need a more potent CAR T 
therapy. Ultimately, there are some 
differences when you compare the 
plateau in diffuse large B-cell lymphoma 
with the situation in mantle cell lymphoma, 
which are 2 distinct diseases. Mantle cell 
lymphoma is potentially more aggressive, 
but we hope that liso-cel could be more 
effective than the other one.

“
“



Conference Highlights
Advances in Indolent Lymphomas (FL and MZL) 



MOSUNETUZUMAB SHOWS DURABLE OUTCOMES IN HIGH-RISK R/R FL: 3-YEAR FOLLOW-UP 
SUBGROUP ANALYSIS OF PIVOTAL PHASE II TRIAL
Assouline S, et al. EHA 2024. Abstract S233

STUDY POPULATION
> Pts with R/R FL received mosunetuzumab 

monotherapy (n=90)
> Median age 60 years (29-90); median 3 (2-10) prior 

lines
> 69% with disease refractory to prior line; 53% with 

double-refractory disease

OUTCOME
> CR rates were higher in pts ≥65 years
> High-risk groups (POD24, heavily pretreated, age 

>65) showed durable responses
> No difference in high-risk groups in terms of safety, 

except infections were higher in pts with POD24

Dr Zinzani’s CONCLUSIONS
> These are very good results across high-risk groups

Clinical efficacy across high-risk subgroups



RESPONSE-ADAPTED MOSUNETUZUMAB ± OBINUTUZUMAB + POLATUZUMAB VEDOTIN SEEMS 
FEASIBLE IN NEWLY DIAGNOSED FL: INTERIM ANALYSIS OF PHASED-SEQ MRD ANALYSIS 
Lynch R, et al. EHA 2024. Abstract P1127

STUDY OVERVIEW
> Pts with FL received mosunetuzumab. Those in CR 

were observed; pts with PR or SD received 
obinutuzumab + polatuzumab vedotin (n=42)

OUTCOME
> Mosunetuzumab CR rate was 81%
> 4 pts completed obinutuzumab + polatuzumab vedotin
> Undetectable MRD rate was 71%

Safety
> Low-grade CRS and infections were common
> Some grade 3-4 events occurred

Dr Zinzani’s CONCLUSIONS
> Interesting trial, but need more pts and longer follow-up

Mosunetuzumab responses and safety 



ATEZOLIZUMAB + OBINUTUZUMAB ± RT REACHED HIGH MOLECULAR RESPONSE RATE IN 
FRONTLINE FL: RESULTS FROM THE FLUORO TRIAL
Chong G, et al. ASCO 2024. Abstract 7070 

STUDY POPULATION
> Pts received atezolizumab + obinutuzumab ± RT in 

frontline FL
> RT was added on the basis of PET evaluation after 2 

cycles (n=16)
> 80% required RT
> 26% completed all study treatment

OUTCOME
> 18-month PFS is 87%; 18-month OS is 100% at 26 

months’ follow-up
> Immune-related toxicities were seen
> Grade 3 respiratory AEs were reported

Pt characteristics and efficacy overview

Dr Zinzani’s CONCLUSIONS
> Primary endpoint of CMR was met
> Durable responses were observed in CR



ODRONEXTAMAB SHOWED DURABLE RESPONSES, ESPECIALLY FOR PATIENTS IN CR IN R/R 
FL: PRIMARY ANALYSIS OF ELM-2 STUDY
Taszner M, et al. EHA 2024. Abstract S232

STUDY OVERVIEW
> Pts with grade 1-3a R/R FL received odronextamab 

(n=128)
> Median age 61 years (22-84); 72% with disease 

refractory to previous therapy; 41% with double-
refractory disease

> POD24 was 49%

OUTCOME
> ORR was 80 with 73% CR at 20-month follow-up
> mPFS was 21 months; mOS was NR

Dr Zinzani’s CONCLUSIONS
> OS not yet reached, but there is a big difference 

already with longer PFS and OS in pts in CR

OS outcomes



SUBCUTANEOUS EPCORITAMAB SHOWED DURABLE CLINICAL RESPONSES IN R/R FL: AN 
INDIRECT COMPARISON WITH SCHOLAR-5 STANDARD OF CARE
Sureda Balari A, et al. EHA 2024. Abstract P1140

STUDY POPULATION
> Subcutaneous epcoritamab was compared with 

standard of care in pts with R/R FL who received 
minimum 2 lines of therapy (unadjusted n=128; 
adjusted n=44)

OUTCOME
> Adjusted ORR was 91% vs 57%
> Adjusted CR was 63% vs 32%

Dr Zinzani’s CONCLUSIONS
> There is a huge difference when comparing 

nonmatched or matched subcutaneous epcoritamab 
with standard of care

Survival outcomes



EPCORITAMAB ± R2 SHOWED FAVORABLE RESPONSES AND SAFETY IN FRONTLINE FL: 
RESULTS FROM EPCORE NHL-2 ARMS 6 AND 7
Falchi L, et al. EHA 2024. Abstract P1146

STUDY OVERVIEW
> Pts with FL received frontline epcoritamab + R2 (arm 

6; n=41) or epcoritamab monotherapy after 
conventional chemotherapy induction (arm 7; n=20)

Dr Zinzani’s CONCLUSIONS
> Arm 6: Of course, longer follow-up is needed, but the 

median DOR for pts who have a complete metabolic 
response is very exciting for pts in this setting

> Arm 7: All pts enrolling with PR converted to CR 
during the maintenance treatment with epcoritamab

Response in arm 6 (epcoritamab + R2)

Response in arm 7 (epcoritamab)



Key Highlights
Advances in Indolent Lymphomas (FL and MZL) 



Advances in Indolent Lymphomas (FL and MZL) (1/3)
Chemo-free regimens, particularly bispecific antibodies, are anticipated to become more 
appealing in the frontline treatment of FL as new research directions revive interest in this 
long-neglected field
> In the EPCORE NHL-2 trial (P1146), the combination of epcoritamab and R2 (rituximab-

lenalidomide) showed high rates of CR that remained durable at 18 months in the frontline 
setting.

> Experts added that bispecifics appear to be the future in FL, with multiple large phase III trials 
ongoing in the frontline setting. New research directions are bringing renewed interest to this 
previously neglected setting

> During the discussions, 4 combinations were highlighted as promising because of anticipated 
data from the respective trials: the above-mentioned epcoritamab + R2, mosunetuzumab + 
lenalidomide, golcadomide + rituximab, and AZD0486 + rituximab

In terms of sequencing in FL, experts expressed concerns about T-cell exhaustion when 
using bispecifics in earlier lines that could potentially impact subsequent CAR T therapy. 
This further supports the argument for time-limited bispecific treatment 
> Experts suggested shifting from a maintenance approach to a time-limited treatment strategy 

with bispecifics, given that these agents deplete B cells, which may take over a year to 
recover. There are limited data on retreatment efficacy for patients whose disease progresses 
after a longer period

Dr Hess:
In an ideal world we would aim for a kind 
of response-driven duration of the lengths 
of bispecific use. On the other hand, we 
are trying – CLL is working on that. In 
lymphomas we are working on that now 
for 2 decades or so, and somehow, we 
never ended up with a suitable system, 
especially as follicular lymphoma. I 
assume we have to come around with a 
pragmatic solution, which is kind of 1- to 
2-year duration of a bispecific.

“
“



Advances in Indolent Lymphomas (FL and MZL) (2/3)
Updates in R/R FL have shown clinically meaningful and durable responses with 
bispecific antibodies
> After 3 years of follow-up in the pivotal trial (S233), mosunetuzumab demonstrated clinically 

relevant and durable response rates in heavily pretreated patients with R/R FL
> Response-adapted treatment with mosunetuzumab ± obinutuzumab appears feasible 

(P1127)
> In the primary analysis of the ELM-2 study (S232), odronextamab monotherapy exhibited 

durable clinical responses, particularly in patients who had CR
> Experts discussed that patients in CR could potentially benefit from a time-limited 1- to 2-year 

bispecific antibody treatment. Ideally, a response-driven strategy, similar to what is seen in 
CLL, would guide the duration of treatment. However, no definitive biomarker has been 
identified in FL over the past 2 decades

> It remains an open question whether bispecific monotherapy or combination therapies will be 
the primary approach in FL. High CR rates have been achieved with mosunetuzumab + 
lenalidomide or as monotherapy

> Lenalidomide is considered a good partner for combination due to its activity in the lymph 
nodes. However, excellent responses have also been observed with bispecifics combined 
with chemotherapies

Dr Zinzani:
Bispecific, bispecific, bispecific. Okay. So 
difficult to change my takeaway message.
“ “



Advances in Indolent Lymphomas (FL and MZL) (3/3)
BTK inhibitors have not been extensively studied in FL and MZL. Currently, the 
combination of zanubrutinib and obinutuzumab is approved for FL, and a clinical trial 
comparing zanubrutinib + obinutuzumab vs R2 is ongoing for second-line treatment

No relevant data in MZL were presented at EHA; data readouts from liso-cel in MZL are 
expected soon. Experts mentioned that the 3-year update of the ZUMA-5 study with axi-
cel in the MZL group showed overlapping PFS curves

Dr Kahl:
It is going to be an interesting period. I 
believe we’ll all be opening the study we 
feel is the right one to pursue. Then, that'll 
take a couple years to enroll. Then, it'll 
take several more years for the readout. 
So, we're probably going to be living in a 
data-free zone for several years before 
we have anything that'll tell us to change 
a direction. It's going to take a little while.

“
“



Conference Highlights
Advances in CLL



COMPREHENSIVE LANDSCAPE ANALYSIS REVEALED ADVERSE PROGNOSTIC ROLE OF TP53
MUTATIONS IN CLL
Bertossi C, et al. EHA 2024. Abstract S101

Dr Gribben’s CONCLUSIONS
> Surprising finding that those pts with del(17p) tend to 

do worse than those pts who have TP53 mutations but 
not del(17p)

> Interesting that there was no difference between those 
pts who had del(17p) where the other chromosome 
was wild-type, compared with those with del(17p) and 
the mutation being on the other arm

STUDY POPULATION
> Samples from 10,051 pts with CLL were analyzed with 

dHPLC Sanger sequencing or NGS

OUTCOME
> About 10% of pts with CLL have TP53 mutations (full 

cohort: 13.6%; efficacy cohort: 9%)
> There were 1,824 TP53 variants in 1,368 pts with 

TP53-mutated CLL
> Truncating mutations conferred the worst prognosis
> TP53 together with del(17p) had worse prognosis

Prognostic impact of TP53 mutation and del(17p)



ZANUBRUTINIB + VENETOCLAX SHOWED DURABLE RESPONSES IN DEL(17P)/TP53-MUTATED 
CLL: RESULTS FROM ARM D IN SEQUOIA TRIAL
Ghia P, et al. EHA 2024. Abstract S160

Dr Gribben’s CONCLUSIONS
> Using the BTKi lead-in first helped to debulk the 

disease to lower the risk for TLS before adding 
venetoclax

> There was variability in reaching uMRD
> PFS was excellent in pts with del(17)/TP53 mutations

STUDY DESIGN AND POPULATION
> Arm D from the SEQUOIA trial was presented: pts 

with CLL with del(17p)/TP53 mutation (n=66) and no 
mutation (n=48) were treated with zanubrutinib + 
venetoclax

> Stopping rule included 2 consecutive undetectable MRD 

Initial zanubrutinib reduced the risk for TLS

OUTCOME
> Zanubrutinib lead-in reduced the risk for TLS with 

venetoclax by 91%
> mPFS was not reached, 12-month PFS rate was 95%, 

24-month PFS rate was 94%
mPFS was not reached at 31.6-month follow-up



A NETWORK META-ANALYSIS OF HEAD-TO-HEAD TRIALS SHOWED DIFFERENCES IN BTKI 
ACTIVITY FOR PATIENTS WITH DEL(17)/TP53 MUTATION
Shadman M, et al. EHA 2024. Abstract P700

Dr Gribben’s CONCLUSIONS
> In this analysis, high-risk features seem to favor 

zanubrutinib, especially in pts with TP53 mutation

STUDY POPULATION
> Meta-analysis of BTKis in head-to-head trials in high-

risk pts with CLL including zanubrutinib, acalabrutinib, 
and ibrutinib

Prognostic impact of TP53 mutation and del(17p)



PIRTOBRUTINIB + VENETOCLAX + OBINUTUZUMAB SHOWED HIGH UMRD RATES IN 
FRONTLINE CLL
Jain N, et al. EHA 2024. Abstract S164

Dr Gribben’s CONCLUSIONS
> Using the BTKi lead-in first helped to debulk the disease to lower 

the risk for TLS before adding venetoclax
> High rates of uMRD is good
> Follow-up is still short

STUDY POPULATION
> Pts with CLL received pirtobrutinib, venetoclax, and obinutuzumab 

in front line (n=40)

OUTCOME
> Pirtobrutinib lead-in reduced the risk for TLS with venetoclax
> At median follow-up of 11.7 months, no pts experienced 

progression or died

Initial pirtobrutinib reduced the risk for TLS

uMRD was reached by cycle 13 in most pts



MRD-ADAPTED, TIME-LIMITED ACALABRUTINIB + OBINUTUZUMAB MAINTAINED UMRD 3 
MONTHS AFTER TREATMENT COMPLETION IN CLL
Roeker L, et al. EHA 2024. Abstract P672

Dr Gribben’s CONCLUSIONS
> Authors suggest longer follow-up of this pt cohort is needed to see 

what will happen to the durability of uMRD

STUDY POPULATION
> MRD-adapted time-limited acalabrutinib + obinutuzumab in 

frontline CLL (n=25)

OUTCOME
> 40% of pts had uMRD after 13 cycles; 86% of pts maintained 

uMRD 3 cycles post-completion of treatment

MRD levels during and after therapy 



ORELABRUTINIB IN COMBINATION WITH CHEMOTHERAPY AND OBINUTUZUMAB 
DEMONSTRATED DEEP MRD IN FRONTLINE CLL
Zhu H, et al. EHA 2024. Abstract P680

Dr Gribben’s CONCLUSIONS
> Chemotherapy combination, so a bit backward 

thinking, but with MRD-guided de-escalation
> Further follow-up is needed

STUDY POPULATION
> Pts with CLL received MRD-adapted orelabrutinib, a 

highly selective irreversible BTKi, with fludarabine, 
cyclophosphamide, and obinutuzumab (OFCG) in 
front line (n=25)

OUTCOME
> OFCG led to deep MRD by cycle 12
> Safety profile was manageable

Trial design and MRD levels during treatment



ACALABRUTINIB DISCONTINUATION HAD A DISMAL EFFECT ON SURVIVAL IN CLL 
Tedeschi A, et al. EHA 2024. Abstract P691

Dr Ghia’s CONCLUSIONS
> Very little impact for dose reduction and interruption, but 

treatment stop had a big impact on PFS

STUDY POPULATION
> Dose reduction of acalabrutinib was addressed in pts with 

frontline and R/R CLL, in 3 groups
– No dose reduction or interruption (A)
– Dose reduction or interruption with continued treatment (B)
– Discontinuation (C)

OS according to dose groups

OUTCOME – SAFETY 
> mPFS was not reached in Group A or B and was 52.8 months 

in Group C
> mOS was NR in Group A, 35.3 months in Group B, and 17.5 

months in Group C
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Advances in CLL
The use of BTK and BCL2 inhibitor doublets is increasing in frontline settings and is 
anticipated to replace chemotherapy for patients with normal- and low-risk disease
> In Europe, ibrutinib is approved both as monotherapy and in combination, while 

acalabrutinib and zanubrutinib are approved only as single agents, not in combination. 
Time-limited doublet treatment is only approved for ibrutinib + venetoclax in Europe

> Regarding continued ibrutinib, experts added that atrial fibrillation mostly occurs in the first 
year, so long-term use is mostly acceptable

The triple combination of pirtobrutinib, venetoclax, and obinutuzumab in initial CLL 
treatment (S164) demonstrated significant MRD responses at 12-months of follow-up

A comprehensive study of TP53 mutations in CLL (S101) affirmed the detrimental 
effects of various TP53 mutations, which are found in ~10% of patients at the time of 
CLL diagnosis
> Preliminary data from the SEQUOIA trial’s arm D (S160), which employed a combination 

of zanubrutinib and venetoclax, demonstrated that patients with TP53 mutations derived 
greater benefit from sustained treatment

> Experts’ preference is to use continued venetoclax + obinutuzumab for patients with TP53
mutations, based on the positive results of the CLL14 trial

> In Europe, time-limited venetoclax treatment for CLL is expected to be approved soon, and 
experts expect that community physicians will use this approach broadly. They expressed 
their concerns about the potentially limited attention to patients with TP53-mutated CLL, 
considering that continued treatment for these patients is more beneficial

Dr Gribben:
The next move is going away from fixed-
duration therapy towards how we define 
the optimal fixed duration.
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