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Considerations on older patients

Fit
(55-75 years)

:
*Age *Diagnostic workup
*Performance status *Prognostic factors
*Comorbidities *Patlent’s perspective
*CGA *Avallability of new/targeted drugs
*Age-specific life expectancy *Evaluate SCT option

:

!

Pre-phase for
} stabllization

Unfit/Frail

(>75 years+/- other factors)



Case 1

May 2024: a 64 year old patient was diagnosed with
CD20-neg, BCR-ABL neg, KMT2A neg ALL ( common)

WBC was 3.5 x 103 cells
He had hypertension and controlled diabetes

ECOG 1
He was working full time

Should we treated patient according to a protocol for
younger pts? Could the immunotherapy be integrated
with chemotherapy?



Case 2

March 2023: A 77-yrs old patient was
diagnosed with Cdneg, proB-ALL.

Patient referred to be treated for a heart
attack in 2019

He lived alone

Should be treated according to an age
adapted pediatric —protocol? What is the role
of immunotherapy?



The definition of «older patients»
varies considerably

» Majority of studies identify a cut-off of 55 years,
due to higher rate of death in CR in patients aged
56 to 60 years

» Patients aged above 60 years benefit from age-
adapted pediatric- based protocols

» Patients having more than 70 years old cannot
tolerate age —adapted pediatric porotocols



Comorbidities

Younger Older Frail
Type of patients patients patients,
comorbidity (<55 y), % (>55y), % % —
Arrhythmias <1 12 22
Cardiac disease 2 19 42 PatientS > 55yS had 3
Pug;"ggggte) £ 2 = higher incidence of
cardio-pulmonary
Hepatic (mild) 8 11 14 c .
diseases and prior
Prior malignancies 2 25 22 malignanCieS
Diabetes 4 22 22
Obesity (BMI >35 9 11 14 -
kgfmz)
Infections 15 18 22 Earl D th
arly ed was
Low HCT-CI risk 54 25 8 . o -
“ore significantly associated
High HCT-CI risk 18 50 59 with Comorbldlty as
score _ assessed by CCIl but

not as assessed by the
HCT-CI



Patients aged > 70 years and GA

Geriatric Assesment:

» Predict chemotherapy toxicity
» Estimate noncancer life expectancy

> Potential interactions with antileukemic
medications

» Screening for depression, cognitive
impairment and malnutrition



Biologic Features of older ALL
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> The most crucial

prognostic factor
regardles of age

Older tends to have
higher rates of MRD
persistence which is
linked to 90% of risk of
relapse

Using a cutoff of 10-6
identifies a subgroup of
patients with extremely
low risk of relapse

Short NJ, Blood Adv 2022



Chemotherapy

Patients Early
Feature Age, y (N) CR/CRi death Failure DeathinCR CCR DFS/EFS 0S
Chemotherapy
(selected recent
trials)
Hunault-Berger et al’ 2011 Cl-Dox 68 (55-77) 31 90% 7% 3% 32% (2 ) 32% (2y) n.r. 35% (2 y)
Arm 1 PEG-Dox 66 (60-80) 29 72% 10% 17% 19% (2 y) 52% (2 y) 24% (2 y)
Arm 2
Ribera et al*” 2016 Ped based 66 (56-79) 54 74% 14% 14% 3% 30% 9% (5 y) 12% (5 y)
Gokbuget et al® 2022 Ped based (total) 68 (56-86) 841 73% 14% 13% 37% (3y) n.r. 28% (5 y)
Group 1 | Original 593 72% 15% 13% 32%
Group 2 | Int.Cons. + MRD-based Blina 248 75% 9% 16% 50%
Jabbour et al*® 2023 HCVAD = rituximab n.r. 60 n.r. n.r. n.r. n.r. n.r. n.r. 27% (5 y)

» 2-yrs OS was less than 30%
> ED was near to 15%
> CR rate was near to 75%



INITIAL-1 Trial

S
g
Inotuzumab g
ozogamicin and MTX £ MTX MTX
dexamethasone Asp. ARAC & Asp. ARAC Asp. Maintenance (6-MP / MTX)
Rituximab |F|| Ind. 1 |Ind. . l |Ind_ I"I I J J:l I , I | | I |
(only if CD20+)
Dexamethasone l I I .
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Maintenance (6-MP / MTX)

Patients Evaluable for Response N =43
CRJ/CRIi after induction |, No. (%) 38 (88)
MRD negative (MoICR), No. (%) 11 (29)
MRD positive >10-* (MolFail), No. (%) 13 (34)
MRD intermediate (MolIMR)a, No. (%) 14 (37)
CRI/CRi after induction I, No. (%) 43 (100)
MRD negative (MoICR), No. (%) 23 (53)
MRD positive >10~* (MolFail), No. (%) 6 (14)
MRD intermediate (MolIMR),2 No. (%) 14 (33)
CRJ/CRIi after induction I, No. (%) 42 (100)°
MRD negative (MoICR), No. (%) 30 (71)
MRD positive =10~ (MolFail), No. (%) 4 (10)
MRD intermediate (MolIMR),2 No. (%) 8 (19)
Deaths during first 6 months, No. (%) 0(0)
Events (relapse, death) during first 12 months, No. (%) 5(12)

Stelljes M, JCO 2024



Survival

Event-Free Survival Overall Survival

Event-Free Survival (probability)
Uver{all Survival (probability)

0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60

Follow-Up Duration (months) Follow-Up Duration (months)

No. at risk: No. at risk:
43 42 38 34 28 20 M 7 5 1 0 43 43 39 38 32 24 15 9 5 1 0

 OS rates were 91% and 73% at year 1 and year 3,
respectively

e Cumulative incidence non-relapse mortality were 7% and
17% at 1 and 3 years, respectively

 Median age 64 (56-80)



2 inductions and 5 doses of INO

EWALL-InO

6 consolidations (Arac/MTX/CY)

POMP maintenance 18 months

T o omio31001
Induction PART |
ﬁ : ﬁ iy i s i
| G-CSF, 15 unni recovery (ANC >0.5 GA)
Induction PART No anthracyclin
H ! sy No Ara-C

CY, 300 mg/m’ D13

Triple 17 02,

G-CSF, 15 unti recovery

*Reduced to 1 mg flat dose if aged >70 years

Overall survival

orin 15 mg 03

No Rituximab

Cycle 1 and 4
i
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Eé
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Cycle 3 and 6
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“Reduced to 1 mg flat dose if aged >70 years; **With dose adaptation according to age
and estimated GFR; ***With dose adaptation according to age and estimated GFR
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DEX, D1 and D2,

[ VCR, D1,
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. MTX, 25 mg/m’/week * PO

after at least 3
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*“With dose adaptation according to ANC and ALT/AST levels
R = re-induction

* 1l-years OS rate was
73% while 2-years
OS rate was 55%

 Median age 68 (55-
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Chevallier P, JCO 2024



Mini HCVD +Ino with/without Blina in older Ph-
negative ALL

Intensive phase

gl [l “ éi

Consolidation phase

Maintenance phase

D Mini-MTX-cytarabine

[l wmini-Hevo

. Blinatumomab

POMP

D IT MTX, Ara-C

U» INO Total dose Dose per day

(mg/m?) (mg/m?)
c1 0.9 0.6 D1,0.3 D8
C2-4 0.6 0.3 D1 and D8

Total INO dose = 2.7 mg/m?

1.3 K > 8 DN 12 BEDLN 16

18 months

N Events Median overall 2-yearoverall 5-year overall
. survi

survival  surviva I urvival

100
80 47
I')_

=

45-0 months  63-6% 46-0%
(95% Cl (95%Cl (33-6-58-0)
38.8-62-1) 51-9-73-3)

£
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T T
] 12 24
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80(0) 56(4) 45(8) 37(1) 29(14) 25(17) 18(19) 14(21)

After a median FU of
92.8 mhs:

> 89% of patients
achieved a CR while
MRD negativity rate
( 94%)

» 2 years and 5 years
OS were 63.6% and
46%, respectively

» Median Age 68 (60-
81)

Jabbour E, Lancet Haem 2023



Survival Probabilty

Dose reduced chemotherapy in sequence with
Blinatumumab in older Ph-negative —ALL.: results
from GMALL-BOLD @ blood

BOLD: N=47
Standard: N=186

Survivaltime in years

| Induction | _[Blina |
N Hematologic Response* |50 47

' Hematologic CR 38 (76%) | 40 (85%)
Early death 2( 4%) - 2 4%)

 Failure/PR/Relapse 10 (20%) | 5(11%)

' N Molecular Response** |34 37

| Molecular CR 6 (18%) | 28 (82%)
Molecular IMR 5 (15%) 2 (6%)
Molecular Failure 23 (68%) . 4 (12%)

e OQOsafterland3 -
yrs was 80% and
67%, respectively

* |mportantly, 3-yrs
OS was 81% for
patients aged 55-
65 and 55% for
patients older
than 65 yrs.

* Froma
comparison with
GMALL SOC a
longer 3-yrs OS
was showed ( 67%
vs 49%)

Goekbuget N, ASH 2023



Case 1 ( continued)

Patients was treated by GIMEMA LAL1913-like
orotocol

He achieved a CR ( MRD negativity)
MRD was monitored by flow (sensitivity 10~ )

At march 2026 maintenance interruption
occured due to a pancytopenia ( secondary
MDS?)



Case 2 ( continued)

The patient received treatment according to GIMEMA
LAL 1104 protoco ( PDN+VCR)

He achieved a CR ( MRD neg, < 10-4)) after induction

He died after 6 months ( MRD negative one month
before)

If No CR, InO could be administered in order to
achieve a CR

If MRD persistence Blina could be administered
subsequently



Fit

Conclusions

(55-75 years)

A

* Age
¢ Performance status
e Comorbidities
e CGA
* Age specific life
expectancy
I

Prephase for

stabilisation

* Diagnostic workup

* Prognostic factors

* Patient’s perspective
 Availability of clinical trial
* Availability of drugs

¢ Evaluate SCT option

Unfit/Frail

(> 75 years+/-
other factors)

Non-treatable
according to
expert assessment

Age-adapted
pediatric-based >
therapy

All patients

- Regular response evaluation

- Regular MRD evaluation (2-3mo) —>»
- Intensive supportive care

- Psychosocial support

ain|iey YN te|ndsjow 1o ainjie) 2160[014
Jo ased ul (9|qejieae uaym) Adessyjounwuwi oy abueyd

Minimal pediatric-
based therapy

Y

----------- » Best Supportive Care

Gokbuget N, Blood 2025



55-75yrs Unfit

High Cl /GA Low CI/GA

-
Ital
. Y . USA (Future Italy Minimal
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