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Unmet challenges in high risk hematological
malignancies: from benchside to clinical practice

Objectives

1. Defining the “middle-income” in haematology context
2. Access disparity for High Risk patients

3. Current situation and access to novel therapies

4. Access disparity as High-Risk

5. Strategies to foster access
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Timeline - evolution
of research on access disparities and solutions for HRHMs in MICs.
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High-risk hematological malignancies (HRHMs)
Larger markers indicate more citations.

Turi h 26-27. 202 Consensus. Accessed March 15, 2026.
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The Middle-Income Trap:
. Too Rich for Basic Aid,
';@- - Too Poor for Full Modern Systems

-

()

THE MIDDLE-INCOME TRAP

 Stagnated Growth
 Limited Fiscal Space

© Weak Institutions

© Low Skill Level / Brain Drain
© Lagging Innovation

HEALTH SYSTEM LIMITATIONS
© Out-of-Pocket Care
@ Procurement Shortages
© Fragmented Registrics
« Delayed Innovation
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MIDDLE - INCOME

Global Income Levels

BY COUNTRY

GROSS NATIONAL INCOME r
PER CAPITA (USD) -

Low Income

N
<$1,135 $1136-$4,495 $4,496-$13935  >$13936 Not

Russia

Kazakhstan

Brazil

S. Africa

https://www.worldbank.org/
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Access disparity for High Risk patients

Disease

Acute Lymphoblastic
Leukemia (ALL)

Acute Myeloid
Leukemia (AML)

Age Group

Pediatric (0—14 yrs)

Adolescent / Young
Adult (15-39 yrs)

Pediatric (0—14 yrs)

AYA / Adult (15-39
yrst)
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Survival in HICs

80-90% S-year
survival

70-85% S-year OS

60-75% S-year
survival in cooperative
group protocols

45-60% survival
depending on
cytogenetic risk

Survival in MICs /
LMICs

39-63% in several
LMIC cohorts; some
UMIC centers ~60—

75%

40-60% in
LMIC/UMIC cohorts

Heterogeneous
estimates; generally
substantially lower

survival

Reliable MIC estimates
not consistently
reported

Estimated Survival

Gap
(

~20-40 percentage
points lower

~20-30 points lower

Likely >20-30 points
lower

Cannot quantify

K precisely

N

J

Key References

Ariello et al. 2025 ;
Gupta et al. 2014 ;
Hessissen et al. 2013
Farrag et al. 2023
Bekhit et al. 2025
Negash et al. 2025

Ariello et al. 2025;
Gupta et al. 2014

Ariello et al. 2025
Farrag et al. 2023

Ariello et al. 2025
Farrag et al. 2023
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Disease Age Group

Hodgkin
Lymphoma Pediatric (0—14 yrs)
(HL)
Adolescent /
Young Adult (15-39 yrs)
Non-Hodgkin
Lymphoma Pediatric (0—14 yrs)
(NHL)

AYA / Adult (15-39 yrs+)
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Survival in HICs

90-98% OS

>90-95% OS

80-90% survival with
modern therapy

Subtype-dependent: ~60—
90% survival in HICs

Survival in MICs / LMICs

63-88% OS/EFS
depending on stage and
treatment access

60-90% OS depending on
treatment completion

Lower survival and higher
mortality in LMICs; wide
variation

Reliable MIC population
estimates limited

Estimated Survival

Gap

(

points lower

Cannot quantify

precisely

~10-30 points lower

~20-40 point gap

Access disparity for High Risk patients

Key References

DeBoer et al. 2020 ;

\ Sullivan et al. 2020;
~20-35 percentage

Howard et al. 2007 ;
Habashy et al. 2023;
Kabahweza & Spencer
2024; Adam et al. 2021

DeBoer et al. 2020 ;
Sullivan et al. 2020 ;
Bechara et al. 2025 ;
Kabahweza & Spencer 2024

Costa et al. 2022 ; Ali et al.
2023 ;Hessissen et al. 2013 ;
Farrag et al. 2023

Costa et al. 2022 ; Ali et al.
2023 ; Slone et al. 2018 ;
Petro et al. 2025 ;

J

Gorostegui-Obanos et al.
2024
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Drivers of the Survival Gap

Across hematologic malignancies, poorer survival outcomes in middle-income countries
(MICs) and low-income countries (LICs) are associated with:

Diagnostic limitations Limited access to
Delayed diagnosis and lack essential therapies

of population-based Restricted access to
registries!!1> 2\ @ essential therapies
ﬁj? ) and transplantation'! 20
— Q4
Diagnostic limitations Limited access to

essential therapies

Inadequate Socioeconomic
supportive care barriers to
infrastructure treatment
H I c : > 9 0 % Higher treatment- . Travel costs and
related mortality due to  Inadecquate supportive Socioeconomic treattment abandoment,
constrained supportive care  care infrastructure barriers to treatment especially in childhood
cancers 4615

9-YEAR SURVIVAL
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In Haematology

Novel Therapies: The New Standard—But Not for All
The real — world risk for haematologic neoplasms (1.

In Albania and other MIC manifests as:

“'a system-level inability to consistently
translate diagnostic modernization into
therapeutic modernization”.
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Biologic Access
risk risk

Loss of curative Inferior Biologic risk Higher Truncated Time-dependent Psychological
potential survival  amplification  treatment treatment risk escalation and adherence
Missed opportunity outcomes Tumor evolution toxicity sequencing Delays reduce risk
for curative treatment Reduced OS permits resistance  Use of more Limited lines survival in Financial toxicity,
and PFS toxic therapies  of therapy aggressive cancers  uncertainty

adherence
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Access to Novel Hematologic Therapies in Albania
vs Western Europe

Albania has made progress, but still faces gaps compared to Western Europe

=P Limited/Unavailability = Widely available

7, Targeted therapies é 0 CAR-T cell Available
A Partial BTK, BCL-2 inhibitofyry |—+ therapy Available domestically

CAR-T cell therapy ) 1 Autologous Available
Requires referral abroad % \Q\ transplant @ Autologous & allogeneic
Y g g
O ] |y one Stem cell transplantation Available > Immunotherapy Available
. — Autologous transplant X Referrals for allogeneic \_ © Monoclonal antibodies, in oncology, and more
patient

/
D 3 : A : <
‘,’) Immunotherapy @ :q Bispecific antibodies Available

Monoclonal antibodies in oncology Routine clinical use ===

Key Challenges 8 >>>> Key Advantages , >2>>>>>>

e Limited budget, small registries ! «'Higher budget, 7 e Higher budget, major research | @ Available

e Few transplant centers . small registries e Advanced centers of excellence : e Domestic acces to

® Referral abroad for advanced therapies.)-* el e Domestic access to new treatments new treatments
CAR-T cell therapy and allogeneic transplants are unavailable domestically in Albania. ~—»33 ====--=----=« -

Pennings, Elise R A et al. Hemasphere 2026 Mar 5;10(3):70306.

https://assets.publishing.service.gov.uk/media/64806478b32b9¢0012a96369/ALB_CIN
Medical and healthcare.pdf?utm source=chatgpt.com
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Key Features Relevant to High-Risk Hematologic Malignancies:

Trial and Evidence Gap

»-90% of cancer trials and
>80% of participants are from HICs

» -4.8% of leukemia trials include

Drug Availability/Affordability
« Only 32-57% of essential cancer

medicines are available without

full out-of-pocket payment

LMIC sites; mostly late-phase & » Prices of targeted agents
K\ w are often prohibitive i
T Leading to treatment 4!
B ! o abandonment or
; A () suboptimal dosing =

= = - = o)
~4.8% of leukemia >, * Prices of targeted agents are often prohibitive,
trials include LMIC sites, VA Treatment abandonment or

@
Delaying access to novel agents suboptimal dosing {P
Service and Infrastructure Limits Within-Country Socioeconomic Gradients ‘ *f,

Even where drugs exist, marginalized patien

ts
receive optimal basic chemotherapy or full / 1
obinutuzumab/rituximab courses f

Generated by OpenAl. (2026)

» Safe delivery of intensive chemotherapy, transplant » <10-40% receive full courses of : -
and immunotherapies is constrained by ICU beds, obinutuzumab/rituximab courses ,,.}
* transfusion support, diagnostics, and trained workforce « Frequent dose delays & abandonment

Turin, March 26-27, 2026

Starhotels Majestic



4 edition
Unmet challenges in high risk hematological
malignancies: from benchside to clinical practice

Examples of adaptive but unequal care in hematology

Domain

Chemo / protocols

TKls in CML

AML & transplant

Turin, March 26-27, 2026
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What happens now in many MICs

“De-escalated” or locally adapted regimens, often

generic-based, can achieve 40-70% survival in
aggressive lymphomas/HL when well organized

Generic imatinib improves survival, but lack of
2nd/3rd gen TKls, diagnostics, and monitoring
limits outcomes vs HICs

IC often unsafe due to weak supportive care;
transplant capacity and donor registries limited

Gopal, S. (2023). Seminars in Hematology.
Singh, S. (2021). International Journal of Scientific
Reports, 7, 325.

Malhotra, H.et al. (2019). ASH Education
Program, 2019

Morcos-Sandino, M.,et al. (2025). Biomedicines, 13.
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Access High-Risk (AHR) = predictable failure to deliver guideline-indicated
innovation.

This is not social commentary.
It is a measurable prognostic modifier.

“Access disparity is not merely inequity —
it is a system-induced high-risk state.”
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Access barriers in high —risk malignancies (s

Access dependency and time sensitivity define
MIT vulnerability in hematologic malignancies.

High A
@ DLBCL

(R/R)

Acces.s High-Risk (AHR) with
the Middle-Income Trap (MIT)

77N|7i(17dle~lnc0rne Trap

+ Limited fiscal space

Health-System Bottlenecks

= Intermittent drug availability.

* Delayed / absent molecylor diagnostics
* No CAR-T or allo-HSCT platforms

* No funded cross-border pathways

* High out-of-packet burden

Time
Sensitivity

(Penalty of Delay) @
e

Low
Dependency on Continuous Innovation ~ High

_ ACCESS HIGH-RISK (AHR) A
Clinically eligible for
guideline-indicated novel therapy

BUT does not receive it on time
due to non-medical barriers

: !ntfraction with Classical Risk

AHR x Biolo
“Mul

Clinical Outcomes

Access dependency and time sensitivity define
MIT vulnerability in hematologic malignancies.

4
4
i
i

Turin, March 26-27, 2026
Starhotels Majestic



4 edition
Unmet challenges in high risk hematological

malignancies: from benchside to clinical practice Ba rri ers. ECO nom ic & SYSte m iC

i HEALTH BUDGET

R et
CLOSED |

W‘?CLAT'C\ : | x-ray

® High cost of new drugs relative to national
health budgets.

¢ High cost of new drugs relative to
national health budgets.

® Limited insurance coverage; most patients
pay out-of-pocket.

® Weak infrastructure: insufficient diagnostic
labs/pathology services; shortage

® Regulatory delays: slow approval processes for of trained specialists; inadequate transplant/
new drugs in many MICs. radiotherapy facilities

Generated by OpenAl. (2026).

. Maria Félix Torres Nolasco et al. Journal of Clinical Oncology (2025).
Tlll' 1n, March 26_27’ 2026 J. D. de Souza et al. Countries.." Journal of clinical oncology : official journal of the American Society of Clinical Oncology, 34 1 (2016): 6-13
Starhotels Majestic N. Cherny et al. Annals of oncology : official journal of the European Society for Medical Oncology (2025). .
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Strategic Pillar What to Do Why It Matters
Redefine High Risk - Recogmz; a'c‘cess—constrqmed pa'tler_lts in Aligns risk stratlﬁcatlgn with real-world
guidelines ¢ Prioritize for funding, registries, trials constraints

* Prioritize malignant hematology in cancer plans ¢
Invest in diagnostics, transfusion, infection support
* Develop cost-efficient transplant models

Maximizes cure rates with sustainable
infrastructure

Build Fit-for-Context
Services

* Essential medicines lists, tiered pricing ¢ Patient
assistance, managed entry agreements ¢ Regional
procurement, biosimilars

Expand Access to Novel
Agents

Reduces out-of-pocket costs and
treatment interruptions

* Include MIC centers in early & pragmatic trials *
Use Research as Access Global trials with MIC-HIC comparisons * Test
adapted regimens and dosing

Converts research into early, equitable
access

* Means-tested coverage, travel/housing support Prevents abandonment despite nominal

L e Lo Patient navigation, task-shifting availability

Turin, March 26-27, 2026
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Emerging Strategies for Improving Access

. Patient Assistance Programs

« Price negotiation/tiered pricing [[
for generics/biosimilars 3

» Improve survival but do not

ESSENTIAL reach all who need them

- [| MEDICINES

« Lower prices through collective

T : : bargaining power
e Using available resources can

achieve reasonable outcomes
(eg. modified chemotherapy
regimens)

Generated by OpenAl. (2026).

Local Protocol Adaptation

e Offers early access but remains <= Z;“"“'Q e Using available resources can
limited by infrastructure gaps ¢ 4 & achieve reasonable outcomes
and regulatory hurdles (e.g. modified chemotherapy

regimens)

Turin, March 26-27, 2026

Starhotels Majestic



4" edition
Unmet challenges in high risk hematological
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e Access disparity is itself a critical “high risk” factor for patients with HRHMs in
MICs—often outweighing biological risk stratification alone.

 Absence or unaffordability of newer agents in MIC leads directly to inferior
survival rates compared to HIC benchmarks.

* Financial toxicity remains a major cause of treatment abandonment or non-
adherence even when drugs are technically available.

 Closing this gap demands integrated action across policy reform, financing
innovation, service delivery strengthening, social protection measures, and
inclusive research strategies.

Turin, March 26-27, 2026 HRHMs — high risk hematologic malignancies
Starhotels Majestic MICs - middle income countries
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