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Who are “elderly” patients?

* Definition
« 65: American Society of Clinical Oncology
« 70: International Society of Geriatric Oncology

* Importance of assessment of functional status
« Chronological age is less important
« Geriatric assessment
* Not standardized
* Provides challenge in interpreting trial or research results

« SEER-Medicare study

* 57% of patients age >85 only received palliative care or no
treatment

Slide courtesy of Dai Chihara
Diamond A et al. ASH. 2022 ‘




How can we assess/define frailty?

e FIL study " ”
« “Simplified” Geriatric Assessmer|iit g 7.6" <5
. 0 of score 3-4 0 of score 34 = 1 of score 3-4
ProspeCtIYe COh?rt < 5 of score 2 5-8 of score 2 >8 of score 2
« 1,163 patients with age 265 . > 80 FIT > 80 UNFIT

Significantly correlates with OS
« 3-year OS
. Fit: 75%
« Unfit: 58%
* Frail: 43% 1 =
« Can be used as an eligibility criteria (cum'  ——F———5 5

Follow-Up (months)

Cumulative Probability

Slide courtesy of Dai Chihara ‘

Merli F et al. J Clin Oncol. 2021;39(11):1214-1222




There I1s unmet need for older patients

PFS from R- mini-CHOP is not adequate: 2-yr 47%
Only 72% received the full intended 6 cycles
12 deaths, 8% grade 5 toxicity
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Unmet need to improve outcome

Survival probabhility
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Can we get rid of chemotherapy?

Numberatrisk 149 116 86 52 38 16

Slide courtesy of Dai Chihara
Peyrade F et al. Lancet Oncol. 2011; 12(5):460-8



R2 + mIiniICHOP: LYSA study

249 patients

R-miniCHOP (127) vs R2-miniCHOP (122)
15% patients stage /1l

CR/UCR 53% vs 58%

2-year PFS
56.2% in the R-miniCHOP
54.8% in the R2-miniCHOP

15 deaths attributed to Treatment (6%)

No improvement

Oberic L F et al. J Clin Oncol. 2021; 39(11):1203-1213
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+ Censored
Logrank P=.8926

= R-miniCHOP
= === R2-miniCHOP

0 6 12 18 24 30 36 42 48 54

Time (months)

No. of subjects Event Censored  Median survival (95% CL)
R-miniCHOP 127 40.2% (561)  59.8% (76) 40.1 (17.8 to NA)
R2-miniCHOP 122 45.9% (56) 54.1% (66) 32.1(20.8 t0 36.3)




Ibrutinib + R-miniCHOP: Australian study

Single arm 79 patients
Age 275 are eligible, median age 82 (75-95)
IP1 high in 63%

1

ORR 76%, CR rate 70%

2-year endpoint
 PFS: 60% (significant from 47% ref)
« 0OS: 68% (not significant from 59% ref)
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Proportion of patients progression free

0

2 year PFS: 60.0% (95% Cl, 47.7- 70.3%)

5 deaths attributed to Treatment (7% k:

Number at risk

12 other not reported 79
Worked but toxic (and made trial negative)

Verner E et al. Blood Adv. 2024

I 1 I I I
12 24 36 48 60
Time since registration (months)

53 41




MDACC 1L trial for unfit/frail patients

21 days cycle C6 - Observation
Epcoritamab 48mg SC
- P g

Q 4weeks from C7-C12
Fpcortamab
epcoritamab
. SD/PD Off stud
Priming dose, C2D1: 0.16mg “ t / = y

Intermediate dose, C2D8: 0.8mg : T\,-. T
Full dose, C2D15 and thereafter: 48mg | .' _

PET scan Off study PET scan

 Hypothesis

« Epcoritamab in combination with R-miniCVP is tolerable and
efficacious in frail patients with DLBCL
. N




Non-anthracycline 1L treatment: R-GCVP

« 61 patients

Median age: 76.5 (52-90)
* Not older patients focused

—
o

Median PFS = 16.6 months (95% Cl, 0.0 to 33.9)

* Mainly eligible due to cardiac reason o S 08
. ORR: 61%, CR rate: 29% (non PET) £5
¢ 2-year outcomes %E-: .
. PFS: 50% =2
+ OS: 56% T3 02
* Only 52% received full cycles —
0 6 12 18 24 30 36 42

Time Since Registration (months)

Fields PA et al. J Clin Oncol. 2014:32(4):282-7 ‘ .




Non-anthracycline 1L treatment: BR

PFS

« 49 patients 100
« Dose of Bendamustine, 90mg/m?2 §§ ol
 Median age: 81 (71-89) §
+ ORR: 62%, CR rate: 53% (non PET) 5 s
e 2-year outcomes §

- PFS: 38% g = g -

*« 0OS:51%
* Only 52% received full cycles °0 6 12 1o 24 30 36 42 48 54
» 13 (29%) primary refractory T el monfhE

Storti S et al. Haematologica. 2018;103(8):1345-1350 ‘ -



Non-anthracycline 1L treatment: R2 (or ReRI)

e 65 patients
« 6 cycles induction (20mg) and 6 cycles maintenance (10mg)
. Median age: 83 (70-91) Ty

* ORR: 51%, CR rate: 28%

e 2-year outcomes
 PFS: 41%
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Probability
(&}

 0S:48% . e
« 34% completed 1 year treatment - —9s5c
* Treatment delay was common, 42% S A

Time, months

At risk
65 41 34 19 9

Gini G et al. Blood. 2023;142(17):1438-1447



2823 ASH Abstract: 856, Smart Stop, Jason Westin, MD
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Smart Start: Rituximab, Lenalidomide, and &
Ibrutinib in Patients With Newly Di dL
B-Cell Lymphoma
Jason Westin, MD, MS!; R. Eric Davis, MD!; Lei Feng, MS?; Fredrick Hagemeister, MD'; Raphael Steiner, MD'; Hun Ju Lee, MD’;
Luis Fayad, MD?; Loretta Nastoupil, MD?; Sairah Ahmed, MD'; Alma Rodriguez, MD*; Michelle Fanale, MD*-%; Felipe Samaniego, MD*; 40 1
Swaminathan P. lyer, MD*; Ranjit Nair, MD?; Yasuhiro Oki, MD'; Nathan Fowler, MD*; Michael Wang, MD?; Man Chun John Ma, PhD?; 42 (75%) W cr
Francisco Vega, MD*; Timothy McDonnell, MD?%; Chelsea Pinnix, MD, PhD®; Donna Griffith, RN'; Yang Lu, MDS; Sanjit Tewari, MD®; Hrr
Ryan Sun, PhD?; David W. Scott, MBChB, PhD’; Christopher R. Flowers, MD?; Sattva Neelapu, MD*; and Michael R. Green, PhD!:® 52(94.5%) B vr
B so
W ro
29 (50%) [CIne
20 4
= 12 (25%)
0 .
RLI 2 + RLI-Chemotherapy 2 End of Therapy
Response Response Response
o 967 0.6
o 2-year PFS: 91.3% (95% Cl, 84.3 to 98.9) L 2-year OS: 96.6% (95% Cl, 92 to 100)
0.4 0.4
0.2 0.2 -
0 6 12 18 24 30 36 42 48 54 60 O 6 12 18 24 30 36 42 48 54 60
Time (months) Time (months)
No. atrisk: 58 56 54 51 46 31 19 16 12 4 No. atrisk: 58 56 56 55 49 33 21 17 13 5 1

Westin et al, JCO 2023



2023 ASH Abstract: 856, Smart Stop, Jason Westin, MD

Smart Stop dosing

=N [ea11ls[- 30 Doses of “Smart Start” portion of the clinical trial, cycle = 21 days

. _ Dose Route Dosing per cycle Day of thera
Tafasitamab Drug Name g per cy y Py

25mg PO Daily 1-10
Rituximab 12mglkg IV Weekly 1,8, 15
Acalabrutinib 375mg/m2 \% Once 1

Acalabrutinib (A 100mg PO BID 1-21

LTRA

11 MD AMDERSON CANCER CENTER
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2023 ASH Abstract: 856, Smart Stop, Jason Westin, MD

Smart Stop Schema and Endpoints

SmartStop Schema

CR/v

1

ctDNA monitoring

ctDNA monitoring

Coho
o

B, [

o i e s

m

Phase Il

Single center
Investigator Initiated
Open label

Primary Endpoints:
1A ORR after 4 LTRA
1B CRR at end of therapy

Data presented at ASH 2025

MD ANDERSON CANCER CENTER
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Results — after 4 cycles of LTRA

ol LTRALTRA LTRA|LTRA LTRA LTRA
cnorlonor

E% Baseline | End of 4 LTRA
Primary Endpoint 1A: ORR after 4 LTRA is 100% PR example 2
All (N=30) GCB (N=5)

CR 19 (63.3%) 4 (80%)

(95% CI: 50.0 ~ 75.2%)
PR 11 (36.7%) 1(20%)
SD 0 0
PD 0 0
ORR 30 (100%) Baseline End of 4 LTRA

(95% CI: 92.6 ~ 100%).




BTK + lenalidomide + rituximab

| T

gz L-year PFS: 57.3%

Progression-free survival
£

Q d | 1 L = id

Time (months)

BTK was Zanubrutinib or orelabrutinib

Jiang et al, ASH 2022



Non-anthracycline 1L treatment:

mosunetuzumab
« 54 patients

. Mosun 8 cycles (17 if PR or sD) I N N—

1.0 + Censored

* 30mg, not 45mg 08 -
* Median age: 83 (65-100) 2.
+ ORR: 56%, CR rate: 43% -
- 1-year outcomes . :
* PFS: 38%
e OS: 75% ST 3§ b 1215 18 21 24 27 30 33 3
 No grade 3 CRS, 7% grade 2 Patents o an a0 Teqimu;th? 5 3 1

 Does not work for DHL, bulky disease ‘
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Study overview

Praviously untreatad DLBCL »  Step-up SC Moaun doaing n Cycle 1 ORR by PET-CT at the PRA as asaessed by IRC

Age 280 years OR age 65-79 years and +  Pra-medication with dexamethasons in Cycle 1t according to Lugano 2014 criteria’

considerad ineligible® for CIT . Pre-medication with acetaminophen and «  Additional objectives: Evaluation of safaty,

ECOG PSS 0-2 diphenhydramine may also be given? mmunogenicity, pharmacokinetics, and
phanmacedyriancs

SC Mosun-Pola administration: Cohort C1 (N=T): 515/45mg; Cohort C2 + C Expansion (N=101): 5/45/45mg (target dose cohort)

D15: 45mg D1: 45mg
SC Masun SC Masum
Pts with SD/PR
[d: 1BengldSimg at EOT may
SC Maosun
continue
o1 5mg 5C Mosun
54 Mosun
i D1 of Cycle 8-1T:
D1: 1.8mgkg i 45mg
L ) . = N ]
I Pala i
¥
L |
- T
21-day cyclas

"Per gimpl Fisd geapirs paesessmeant Impaimeens in =3 ADL commparesnls gndor impademesnk in A0 coampones ni s and'or CIRS-0G soons of ot leaes ong corenrbiidily sdih o ssveriny sooms of 34 or g sceame of 2 in 28
comgrbidiiss., “Dpgional from G2+ 10glongl bom G =, i Cpde 4 tstssen D14 pnd D21, %6-8 sseks phlar Cwcls 8 01 ar the fnpl doss of siody iresiment for those wha dieconinoe premabindy
ADL, ackaty ol daly Iwing; CIRE-5. Ciamdiativs nesss Raling Soale o Gesipincs: CIT, chamoimminoitaraps; CRE. ofoking redease spndrame; 0, Duy; ECG PR Sasiem Coopesrad v OHrail i p GImdip
perfrrance siabsg: ECT, ard ol irsatreeart WD, ngingreerial aoisiny of dadly ldngn IBA. interire respones pesassment RS, indagenaiea| redess comimi s 1Y, ninasenaies SRR, obpciee reaparas rone. PET-CT 1. Chessan. e gl J Clin
presdToen @ reknkan ipreogeaphy—oamiguied inmagrantet PR, parkad responss; FRA, primpry seaporas sessgareent B0, eipble digepss el 20 223064

Olszewski A et al. ASH. 2023




Investigator-assessed EOT and BOR
response rates

EOT response and BOR rates in Mosun-Pola target dose cohort
100

Response rate, EOT BOR

n (%) N=101 N=101
ORR 65 (64.4) B1 (80.2)

ORR: CR 57 (56.4) 66 (65.3)
80.2%

PR 8(7.9) 15 (14.9)
SD 4 (4.0) 4 (4.0
= PR PD 10 (9.9) 4 (4.0)
m CR ND 22 (21.8)" 12 (11.9)°

- &6/8 pts with PR at EOT continued treatment

beyond Cycle 8, and 3/6 pts converted from PR
to CR during continuation

* The difference between BOR and EOT is
attributed to 22 patients who did not reach the
EOT visit due to AEs, death, and subject

withdrawal, which reflects the frailty and high
co-morbidity burden of the study population

Patients (%)

20
0

EOT reaponse rate (N=101) BOR rate (N=101)

Mosun-Pola induces encouraging response rates in elderly unfit or frail pts

with previously untreated DLBCL

Crata cart-oll: Susguet & 3003 58 pa witheairew consanl, 14 desanivusd asrly dus to 868, 1 decontinged dus to nvesligaler decscn, and 1 kad sary PD s G ™ pis withairew conaanl, § desoniivesd aarky dus

AEa, 1 dEaconliiged dus o P deceon, 1 hed sady PO S BOR, bael ormarall resporas; CR, complete resporas; MO, nol dore or misieg PO, progressim doaesas,
Olszewski A et al. ASH. 2023




PFS in Mosun-Pola target dose cohort

KM curve of PFS in Mosun-Pola target dose cohort

1.00°

Survival probability
= =
(4] ] =
[ ] [d ]

0.25
0.00 ¥ r r ¥ Y
a & 10 15 20 25
Time (maonths)
+ Censored = Mosun-Pola lamet dose cobard
N 101 rr 26 4 1

Early data show encouraging PFS with Mosun-Pola in elderly

Madian PFS, manths (95% CI)

S-month PFS evanl-frea rala,
%% (35% CI)

12-month PFS evant-frea ratae,
% (95% CI)

Patiant disposition
Ceansored/no event at CCOD
Evant
Disease prograssion
Death

Mosun-Pola target
dose cohort

N=101

11.9 (3.5, NE)

£4.8
(54.2, 75.5)

49.7
(36.8, 62.5)

B4 (53.4)
37 (36.8)
12 (12)
25 (25)

unfit or frail pts with

previously untreated DLBCL

Data cut-of: August 5 2023,




Polatuzumab + Zanubrutinb + Rituximab

Figure 1. Study design.*
Koy Inclusion criteria:

* Previously untreated DLBCL
* Aged over 70 years old, or aged between 60 10 69 with ECOG score 210 4.

<1
- Pola+R+Zanu
& )
PET/CT or contrast-enhanced CT
apn T~ somD
ca
Second-line
- Pola+R+Zanu
6 treatment
!
‘ Pola: Polatuzumab vedoting,
PET/CT or ¢mt!u-euhnoe¢ T 1.8mg/g (Lv.) on day 3,
\‘\\ R Rituimab, 375mg/m’ (le) on
o . PR/SO/PD day 1
i e Zaews: Zamubnatind, 160mg (bid,
c? p.0.) from day 1 to day 21,
- Zanu Second-line ORR: Overall response rate,
c12 treatment PFS: Progresdon-free survival.

* Primary endpoint: ORR after 6 cydles of Pola-ZR.
* Secondary endpoints: CR rate after 6 cycles of Pola-ZR; 2-year PFS; safety

Ren et al, EHA 2024

Figure 2. Efficacy of Pola-ZR regimen.
ORR 100% ORR 92%

Response rate

92%

3 Cycles (N=19) 6 Cycles (N=13)
m Complete response m Partial response

® Stable disease Progressive disease




LOTIS-9 Design

Cohort A:
unfit? patients

Target Enrollment,
n=40

Cohort B:
frail® or patients with
21 cardiac comorbidity

Target Enrollment,
n=40

Lonca-R:

Lonca IV Q3W 150 pg/kg for
cycles 1 and 2, then 75 ug/kg for
subsequent cycles
+
Rituximab:

375 mg/m? on day 1 of each cycle®

Lonca-R:
Lonca IV Q3W 150 pg/kg for
cycles 1 and 2, then 75 ug/kg for

subsequent cycles
+
Rituximab:
375 mg/m? on day 1 of each cycle®

CR

-
PR

CR
—>

L
PR/SD

Lonca-R: 21-day cycle X 1 cycled

Lonca-R: 21-day cycle X 3 cycles?

Lonca-R: 21-day cycle X 1 cycled

Lonca-R: 21-day cycle X 3 cycles?

o)
(=
()
£
=)
©
g
=
(Ten
o
©
c
L

Patients will be followed for up to 5 years

PRIMARY ENDPOINTS

« Cohort A: CR rate
« Cohort B: CR rate, tolerability

KEY SECONDARY ENDPOINTS

+ ORR (2014 Lugano classification), 2-year PFS,
DOR, 3-year OS, safety, HRQoL, PK parameters

aDefined by the sGA as >80 years of age, an ADL score of 6, an IADL score of 8, and for CIRS-G; no score of 3-4 and <5 scores of 2 based on the FIL tool. *Defined by the
sGA as 280 years of age, an ADL score of <6, an IADL score of <8, and for CIRS-G: 21 score of 3-4 and =5 scores of 2 based on the FIL tool °A subcutaneous formulation of
rituximab may be used at a flat dose of 1400 mg, starting from cycle 2. 9Doses as per cycle 3.

Westin et al, EHA 2022




Conclusion

« Elderly patients are a challenging population to manage a potentially
fatal but treatable disease

* Dose reduced chemotherapy may help some, but is not optimal
especially with high IPI

« Adding targeted therapy to RCHOP continues to underwhelm

* Novel Novel combinations are promising but not approved

 Toxicities are difficult to attribute — to drug or to age
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Thank youl
Obrigado!

Jason Westin, MD MS FACP FASCO

Jwestin@mdanderson.org
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