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Criteria Fit Unfit Frail

ADL > 5 < 5 6 < 6

IADL > 6 < 6 8 < 8

CIRS-G 0 score=3-4 
< 8 score=2 

1 score=3-4 
> 8 score=2 

0 score=3-4 
< 5  score=2 

1 score=3-4 
> 5  score=2 

Age <80 <80 > 80 > 80

ADL: activities of daily living; IADL: instrumental ADL: CIRS-G: cumulative illness rating scale for geriatrics 

Simplified Geriatric Assessment (sGA)

EPI SCORE: sGA, IPI, Hb <12 g/dL
Low (0-1): 3y OS 87%
Intermediate (2-5): 3y OS 69%
High (6-8): 3y OS 42% Merli et al, JCO 2021

N= 1163



Simplified Geriatric Assessment (sGA)



OS by sGA
OS by EPI and 

type of therapy

FIT 54%, UNFIT 28%, FRAIL 18%

Merli et al, JCO 2021



Other adverse risk factors in Elderly patients

Hystology: 
- DLBCL NOS- activated B-cell (ABC) subtypes
- EBV-positive  DLBCL

Low vitamin D levels
Sarcopenia
Nutritional state





RCHOP first line cured  
50-60% 

40%   early progression

60%   late cure

R-CHOP is insufficient in 40% of DLBCL:

R - CHOP :

Rituximab: 375 mg/mq gg 1
Ciclofosfamide: 750 mg/mq gg 1
Doxorubicina:50 mg/mq gg 1

Vincristina: 1,4 mg/mq gg 1
Prednisone:100 mg per os gg 1-5 



DA-EPOCH vs R-CHOP
PFS HR: 0.93 (p=0.65)

Obinutuzumab + CHOP vs R-
CHOP (Goya study)

Stratified PFS HR: 0.92 (p=0.39)

Lenalidomide + R-CHOP vs R-
CHOP

PFS HR: 0.85 (p=0.29)

Bortezomib + R-CHOP vs R-
CHOP

30-month PFS HR: 0.86 (p=0.28)

Ibrutinib + R-CHOP vs R-CHOP
EFS HR: 0.93 (p=0.59)

I + R-CHOP improved EFS, PFS and OS in patients <60 

years

R-CHOP-21 vs R-CHOP-14
OS HR: 0.90 (p=0.38)

Bevacizumab + R-CHOP vs R-
CHOP

PFS HR: 1.09 (p=0.49)
Early c losure due to cardiotoxicity

Treatment 

options for 1L 
DLBCL; most 

trials have failed 
to show an 

efficacy benefit

GOYA

ROBUST

Addition of 

targeted 

therapy

Intensified 

chemo-

therapy

R-CHOP +X 

maintenance 

therapy

Enhancing

anti-CD20

Chemo-
therapy

CALGB 
50303

R-CHOP-21 

vs-14

REMODL-B

PHOENIX

MAIN
R maintenance vs observation

EFS HR: 0.79 (p=0.1433)

Everolimus maintenance vs 
placebo

DFS HR: 0.92 (p=0.28)

Enzastaurin maintenance vs 
placebo

DFS HR: 0.92 (p=0.54)

PRELUDE

PILLAR-2

NHL13

Addition of 

targeted 

therapy

Ab drug 

coniugated 

Polatuzumab

POLARIX



N.Engl.J .Med December 14, 2021





PFS and OS efficacy data in older DLBCL patients

PFS for Pola-R-CHP vs R-CHOP

The risk of progression, relapse or death was lower with Pola-R-CHP vs R-CHOP (unstratified HR 0.64; 

95% CI: 0.41–0.99); OS data were immature but showed trend for reduction in the risk of death with Pola-R-CHP versus 

R-CHOP (unstratified HR 0.74; 95% CI: 0.41–1.31)

OS for Pola-R-CHP vs R-CHOP 

Hu et al:. J.Clinl Oncol suppl.7518



Merli  F et al, Cancer 2023



Real-World Outcomes of Frontline Polatuzumab-R-CHP and 
Impact of Frailty in Older Adults with Diffuse Large B-Cell 
Lymphoma

• Varun Iyengar*, Jomel Meeko Manzano*, Lu Chen, Jessica Chicola, Michelle Okwali, Seth Buller, Guido Pelaez, Vincenzo Pizzuti, 
Ajay Major, Youssef Youssef, Yazeed Sawalha, Danielle Wallace, Monica Masterson, Nicole Birrer, Allison M. Bock, Adrienne 
Nedved, Yucai Wang, Thomas Lucido, Joanna M. Rhodes, Siang T. Dim, Jennifer Crombie, Denisse Montana, Michele Stanchina, 
Juan Pablo Alderuccio, Alyssa Gibson, Peter A. Riedell, Tanim Jain, Benjamin Heyman, Heather Rasmussen, Chaitra Ujjani, Patrick 
Gould, Hua-Jay J. Cherng, Ahmed Bahnasy, Talal Hilal, Joseph Brandon Parker, Muhamad Alhaj Moustafa, Stacy Pak, Christine 
Goth, David Russler-Germain, Alex Herrera, Swetha Kambhampati Thiruvengadam**, Pallawi Torka**

• Results from the Multicenter POLAROID Study

ASH 2025 Annual Meeting

December 8, 2025

Iyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.
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Baseline Characteristics (n=535)
OA had higher ECOG and IPI scores, but similar rates of treatment completion

Younger Adults

Age < 70 (N = 325)

Older Adults

Age ≥ 70 (N = 

210)

P-value

Age 62 (53, 66) 75 (72, 77)

Sex – no. (%) 0.6

Male 189 (58%) 128 (61%)

ECOG Score <0.001

0-1 274 (86%) 156 (77%)

2+ 44 (14%) 46 (23%)

Stage 0.8

I 8 (2.5%) 5 (2.4%)

II 31 (9.5%) 15 (7.1%)

III 46 (14%) 37 (18%)

IV 238 (73%) 152 (72%)

Extranodal 

Dx

0.5

Yes 243 (76%) 163 (78%)

LDH 0.7

< ULN 121 (37%) 73 (35%)

> ULN 203 (63%) 135 (65%)

IPI Score <0.001

0 to 2 145 (45%) 49 (23%)

3 to 5 180 (55%) 161 (77%)

Younger Adults

Age < 70 (N = 

325)

Older Adults

Age ≥ 70 (N = 210)
P-value

Bulky Disease 110 (35%) 64 (31%) 0.4

CNS Involvement 7 (2.2%) 10 (4.9%) 0.2

Double 

Expressor
95 (33%) 62 (36%) 0.6

Double Hit 13 (4.6%) 8 (4.5%) >0.9

Cell of Origin 0.3

Non-GCB 189 (62%) 130 (67%)

GCB 116 (38%) 64 (33%)

Pola-R-mini-CHP 5 (1.5%) 38 (18%) <0.001

Treatment 

Completion
289 (89%) 178 (85%) 0.2

Iyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.



325 268 126 37 8 1

210 164 86 23 6 0

Months
No. at risk

Age <70

Age ≥70

Results - Efficacy Progression free survival

Overall survival

325 232 105 33 8 1

210 146 74 18 6 0

Months
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No. at risk

Age <70

Age ≥70

≥70 yrs: 1-yr PFS: 79% (73-85%)

<70 yrs: 1-yr PFS 82% (77-87%)

≥70 yrs: 1-yr OS: 90% (85-94%)

<70 yrs: 1-yr OS: 91% (88-95%)
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Response rates and PFS/OS are comparable 

in older vs younger adults

Median follow-up: 11.8 months

Iyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.
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Results - Safety
OA experienced more cytopenias but similar rates of febrile neutropenia and infection

Younger Adults

Age < 70 (N = 325)

Older Adults

Age ≥ 70 (N = 210)
P-value

Neutropenia, Grade 3+ 88 (27%) 78 (38%) 0.017

Febrile neutropenia, Grade 3+ 49 (15%) 31 (15%) >0.9

Thrombocytopenia, Grade 3+ 36 (11%) 45 (22%) 0.002

Peripheral Neuropathy – no. (%) 107 (34%) 86 (42%) 0.086

Grade 3+ 3 (2.8%) 3 (3.5%) >0.9

Cardiomyopathy 5 (1.6%) 13 (6.2%) 0.008

Infection, Grade 3+ 65 (20%) 43 (21%) 0.8

Hospitalization 85 (26%) 79 (38%) 0.006

ICU Admission 16 (4.9%) 16 (7.7%) 0.3

Treatment Completion 0.2

Yes 289 (89%) 178 (85%)

Discontinued 36 (11%) 32 (15%)

Reason for Discontinuation 0.2

Progression 13 (36%) 6 (19%)

Toxicity 10 (28%) 14 (44%)

Other 13 (36%) 12 (38%)
Iyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.



Results – Fitness Characteristics (OA)
Older adults tended to be fit (ECOG PS 0-1) with few impairments in ADLs though scored ≥6 on CIRS-G

Variable
Older Adults

(N=210)

Age, median (range) 75 (70, 90)

ECOG

0 37 (18%)

1 119 (59%)

2 31 (15%)

3 14 (7%)

4 1 (1%)

CIRS-G

<6 23 (11%)

≥6 177 (84%)

Median CIRS-G (range) 10 (4, 24)

Impairments in ADLs 17 (8%)

Presence of GS 29 (14%)

Comorbidities (No. of patients)

Minor Moderate Severe Very Severe

Cardiac 12 (6%) 44 (21%) 13 (6%) 0 (0%)

Vascular 39 (19%) 95 (45%) 2 (1%) 2 (1%)

Respiratory 27 (13%) 15 (7%) 6 (3%) 3 (1%)

ENT 40 (19%) 10 (5%) 1 (1%) 1 (1%)

Upper GI 20 (10%) 57 (27%) 2 (1%) 0 (0%)

Lower GI 40 (19%) 28 (13%) 0 (0%) 6 (3%)

Liver/Pancreas 18 (9%) 4 (2%) 2 (1%) 5 (2%)

Renal 10 (5%) 14 (7%) 6 (3%) 4 (2%)

Genitourinary 27 (13%) 33 (15%) 7 (3%) 11 (5)

MSK/Derm 55 (26%) 26 (12%) 1 (1%) 0 (0%)

Neurologic 5 (2%) 14 (7%) 8 (4%) 1 (1%)

Endocrine 35 (17%) 36 (17%) 4 (2%) 12 (6%)

Psychiatric 23 (11%) 8 (4%) 10 (5%) 0 (0%)

19

Iyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.
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CIRS-G <6

CIRS-G ≥6

92%

80%
88%

71%

0%
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40%

60%

80%

100%

ORR CRR

Unimpaired

Impaired

91%
80%

100%

76%

0%

20%

40%

60%

80%

100%

ORR CRR

Absence

Presence

ECOG PS

Activities of Daily Living

CIRS-G

Geriatric Syndrome
NS

NS

NS

NS

NS
NS

NS
p<0.01
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Baseline performance status in older adults correlates with response

Iyengar V, et  al; oral presentation ASH 2025, Blood (2024) 144 (S upplement 1): 2336.



ECOG PS CIRS-G

23 14 8 2 1 0

177 127 66 16 5 0

MonthsNo. at risk

CIRS-G<6

CIRS-G≥6

180 126 60 14 4 0

29 20 14 4 2 0

MonthsNo. at risk

Absence

Presence

Activities of Daily Living

191 135 69 18 6 0

17 10 5 0 0 0

Months
No. at risk

Unimpaired

Impaired

156 117 63 15 6 0

46 25 10 3 0 0

MonthsNo. at risk

ECOG 0-1

ECOG 2+
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Geriatric Syndrome
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ECOG 2+: 1-yr PFS: 63%

ECOG 0-1: 1-yr PFS 88%
p<0.01

CIRS-G≥6: 1-yr PFS: 74%

CIRS-G<6: 1-yr PFS 79%
NS

Presence: 1-yr PFS: 79%

Absence: 1-yr PFS 82%
NS

Impaired 1-yr PFS: 66%

Unimpaired: 1-yr PFS 81%
NS

Baseline performance status in older adults correlates with response

Iyengar V, et al; oral presentation ASH 2025,  Blood (2024) 144 (Supplement 1): 233 6.



ECOG PS CIRS-G Impairments in ADLs Presence of GS

0-1

(N = 156)

2+

(N = 46)

<6

(N=23)

≥6

(N = 177)

No

(N = 191)

Yes

(N = 17)

No

(N = 180)

Yes

(N = 29)

Neutropenia, Grade 3+ 52 (34%) 22 (49%) 9 (43%) 66 (38%) 68 (36%) 10 (59%) 67 (38%) 11 (38%)

Febrile neutropenia 20 (13%) 10 (22%) 3 (14%) 26 (15%) 26 (14%) 5 (29%) 27 (15%) 4 (14%)

Thrombocytopenia, Grade 3+ 24 (15%) 17 (38%) 8 (38%) 36 (20%) 38 (20%) 7 (41%) 36 (20%) 9 (31%)

Peripheral Neuropathy, All 66 (43%) 18 (40%) 8 (38%) 72 (41%) 79 (42%) 7 (41%) 73 (41%) 13 (45%)

Grade 3+ 3 (4.6%) 0 (0%) 0 (0%) 3 (4%) 3 (4%) 0 (0%) 3 (4%) 0 (0%)

Cardiomyopathy 8 (5.1%) 5 (11%) 0 (%) 13 (7%) 12 (6%) 1 (6%) 11 (6%) 2 (7%)

Infection, Grade 3+ 22 (14%) 19 (42%) 3 (14%) 39 (22%) 36 (19%) 7 (44%) 39 (22%) 4 (14%)

Hospitalization 47 (30%) 30 (65%) 4 (18%) 72 (41%) 71 (37%) 8 (47%) 68 (38%) 11 (38%)

ICU Admission 8 (5.1%) 6 (13%) 1 (5%) 14 (8%) 15 (8%) 1 (6%) 15 (8%) 1 4%)

Treatment Completion 140 (90%) 34 (74%) 21 (91%) 147 (83%) 164 (86%) 13 (76%) 154 (86%) 24 (83%)

Frailer patients – measured by ECOG PS – had higher rates of cytopenias with lower rates of 

treatment completion

22

Iyengar V, et al; oral presentation ASH 2025, Blood (2024) 144 (Supplement 1): 2336.



Strategies Under Investigation in Frontline in DLBCL

Study Patient Population Treatment Arms Estimated N Trial Status Primary Endpoint(s)

ESCALADE
(NCT04529772)

Non-GCB DLBCL;
18-75 yr

Acalabrutinib + R-CHOP 600 Closed
PFS

Per Lugano classification
(up to 60 mo)

frontMIND
(NCT04824092)

High-intermediate 
and high-risk 

DLBCL;
18-80 yr

R-CHOP ± tafasitamab 
and lenalidomide

880 Closed
PFS

by investigator 
(up to 43 mo)

SKYGLO
DLBCL

IPI 2 vs 3--5; ≥18 yr
Glofi + pola R- CHP

vs pola R-CHP 
1130 Recruiting

2-yrs PFS
by investigator 

NCT05578976
DLBCL;

IPI=2-5; ≥18 yr
Epco + R-CHOP

vs R-CHOP
900

Random 2:1
Closed

2-yrs PFS
by investigator 

R1979-ONC-
2105
(OLYMPIA 3)

DLBCL;
IPI=2-5; ≥18 yr

Odro + CHOP
vs R-CHOP 840

Recruiting
PFS

Per Lugano classification



ESCALADE Study: AR-CHOP vs. R-CHOP





A Phase 3, multicenter, randomized, trial comparing the efficacy and safety 
of Tafasitamab plus Lenalidomide in addition to R-CHOP versus R-CHOP 
in previously untreated high-intermediate and high-risk patients DLBCL 

PI : Umberto Vitolo

HR 0.75 [0.59,0.96] 
p-value 0.019



Part II: dose expansion phase
● The aim of Part II of this study is to obtain additional safety, tolerability, pharmacokinetics and preliminary clinical acti vity data and bridge the OBD 

determined for R/R NHL patients to 1L DLBCL patients

● Enrolment will be as follows: 
○ Safety run-in or cohort (n=6–24, 1L DLBCL patients)
○ Single arm dose expansion phase (n=40, 1L DLBCL patients)

Dose expansion phase (1L DLBCL patients)

C1 C2

21 day cycles Treatment

C3 – C6 up to C8

R

CHOP

D8 D15 D8

21 day D LT window

Response

Assessment
at EOT (4–8 weeks
after C6 to C8D1) 

[CR]

[PR] or [SD]

Post Treatment/Survival Follow-up

[Q3M]

R

CHOP

Glofitamab

R

CHOP

Glofitamab

Patients who discontinue prior to Cycle 3 

for reasons other than toxicity will be 
replaced

Optional 6 cycles of consolidation may 

be introduced after n=20 pending IMC 
approval

• Patients (ECOG PS 0–3) received 

Glofit 30mg plus standard R-CHOP 
or R-CHP for 6–8 cycles (each 21-
day)

1L DLBCL safety run-in

•C, cycle;  CHOP, cyclophosphamide, doxorubicin, vincris tine, prednisone; CR, complete response; D, day;  DLBCL, diffuse large B -cell lymphoma; DLT, dose-limiting toxicity; ECOG PS,  Easte rn 
Cooperative Oncology Group pe rformance status;  EOT, end of tre atment; G , obinutuzumab; IMC, indepe ndent monitoring committe e; OBD, optimal biological dose; PR, partial response; Q3M, 

every 3 months ; R, rituximab; SUD, s te p-up dos ing.

NP40126 protocol (v3), updated July 2019;
Topp MS, et al. A SH 2022; oral presentation (abstract #737).

Topp MS, et al. ICML 2025; poster presentaion (#280)  

R

CHP

R

CHP

R

CHP

Pola PolaPola

Part 1

Part 2

D8 D15 D8



Topp MS, et al. ICML 2025; poster presentaion (#280)

As of January 21, 2025, 80 patients 

were enrolled

• Fifty (89.3%) patients in the Glofit + R-

CHOP arm and 22 (91.7%) patients in 

the Glofit + Pola-R-CHP arm completed 

treatment.

• Six (10.7%) patients discontinued 

treatment in the Glofit + R-CHOP arm 

due to an AE (n=2; 3.6%), death (n=3; 

5.4%) and progressive disease (PD; n=1; 

1.8%), and two (8.3%) patients 

discontinued treatment in the Glofit + 
Pola-R-CHP arm, both due to an AE.



Topp MS, et al. ICML 2025; poster presentaion (#280)

High response rates and durable remissions were achieved 

after a median follow up of 34.4 months

• At end-of-treatment, the ORR and CMR rates were high 

(Table 2).
• Most CMRs had been achieved at the first interim 

assessment (approximately 2 months; Figure 2).
• Median PFS was not estimable (NE) for all patients.



Topp MS, et al. ICML 2025; poster presentaion (#280)

• No AEs related to glofitamab led to treatment withdrawal (Table 

3).

• The most common AEs were anemia in the Glofit + R-CHOP arm 

(n=27; 48.2%) and neutropenia in the Glofit + Pola-R-CHP arm 

(n=14; 58.3%).

• No grade 5 events of neutropenia, febrile neutropenia, 

thrombocytopenia, or anemia occurred in either treatment arm.

• No immune effector cell-associated neurotoxicity syndrome 

events (ICANS) were reported after administering glofitamab.

• Median treatment dose intensity was 100% for all components.



R
1:1

Pola-R-CHP + Glofitamab

(Cycles 1-6 + Cycles 2-6)

Pola-R-CHP

(Cycles 1-6)

N=1130

Glofit

(Cycles 7-8)

Rituximab

(Cycles 7-8)

Patients
● CD20+ LBCL, including 

DLBCL, NOS, HGBCL
● IPI 2-5 (IPI 2 capped at 

35% of overall sample 
size)

● Age 18-80
● ECOG PS 0-2

Primary EP: PFS with 2-year follow-up (IRC)

Key Secondary EPs*: PFS in IPI 3-5 (IRC), OS, EFSefficacy (IRC)
Selected Secondary EPs (no adjustment for multiplicity): PFC (INV), ORR, DOR, 

DOCR, DFS, safety, PK, PROs, ctDNA

Exploratory: Biomarkers

Post treatment 
follow-up

A

B

Stratification Factors
●IPI 2 vs IPI 3-5

●bulky disease defined as one lesion 

≳7.5 cm (present vs absent)

SKYGLO Study Design
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Falchi et al ASH 2024 oral presentation (abstract #581).
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Falchi et al ASH 2024 oral presentation (abstract #581).
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Falchi et al ASH 2024 oral presentation (abstract #581).
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Diffuse Large B-cell Lymphoma

• 8 pts (18%) experienced severe infectious including

4(9%)  COVID
• 8 pts (18%)  discontinued Epcoritimab for severe TEAEs
• 5 pts had a fatal TEASs (2 COVID)

Falchi et al ASH 2024 oral presentation (abstract #581).
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Take home messages

• sCGA evaluation is mandatory to define fitness in older DLBCL
• FIT patients should receive curative treatments
• Pola-R-CHP efficacy is confirmed also in older DLBCL
• New combo will be available in the near future 
• Accurate management of AEs related to new combo
• Accurate selection of patients for new combo
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