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Issues in the management of CLL patients from an
international point of view

Insights into patient needs

The CLL Advocates Network (CLLAN) is
a global network of patient advocacy or-
ganizations dedicated to improving the
outcomes of patients with CLL through
collaboration with national organiza-
tions. Principles guiding the work of
CLLAN include the support of local
communities, sharing of best practices
and advocacy for better care and access.
Implementation of CLL-specific support
in all countries is an important goal. At
the same time, no direct support of pa-
tients and their families is provided; this
remains in the scope of the national or
regional advocacy associations and ad-
vocates.

Global multiple stakeholder surveys
have been conducted and co-conducted
by CLLAN to understand real-life experi-
ence and needs of patients and carers.
Also, current gaps and opportunities are
mapped to address equity, service and
unmet need. At iwCLL 2023, Brian Koff-
man, MDCM, CLL Society, presented re-
sults from the CLL Patient Advocacy and
Support Survey, the Global Leukemia Pa-
tient Experience Survey, and the Global
Leukemia Carer Experience Survey.
These online surveys were conducted be-
tween 2021 and 2022 with CLL patients,
their carers, and support organizations
from across the globe. Areas of interest
included the provision of support ser-
vices for CLL by patient advocacy organi-
zations, access to CLL healthcare prior to
the COVID-19 pandemic, and the impact
of COVID-19 on the delivery of CLL care.

The investigators received responses
from 1,202 patients, 137 carers and 57
support organizations across 40 coun-
tries. To understand and identify geo-
graphical impacts, the countries were
segmented into low-and-middle-income
countries (LMIC) and high-income
countries (HIC).

Numerous gaps between LMIC
and HIC

As the analysis showed, educational
services were provided markedly more
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Figure: Responses to three survey questions in high-income countries (HIC) and low-and-middle-

income countries (LMIC)

often in HIC, although awareness cam-
paigns were conducted more frequently
in LMIC. Regarding services that patient
support organizations did not offer at
the time of the survey but would like to
offer, 42 % of responders from both HIC
and LMIC mentioned clinical trials di-
rectories. Dr. Koffman noted that the
need for news and conference coverage
was much higher in LMIC (53 % vs. 8 %
in HIC). However, lack of human re-
sources/staff/volunteers was found to
be a universal phenomenon (74 % for
both LMIC and HIC).

Being able to afford care was defi-
nitely an issue for 32 % and 18 % of re-
sponders in LMIC and HIC, respec-
tively. The question of whether enough
approved therapies are available was
answered with “no” in 58 % vs. 37 %. A
huge difference emerged in terms of de-
layed diagnosis (Figure). Likewise, the
results with respect to access to CLL
specialist care centers and mental
health resources after the CLL diagnosis
favored HIC over LMIC, although the 18
% proportion of responders in HIC indi-
cating definite availability of mental
health care must be considered inap-

propriately low, as Dr. Koffman pointed
out. Adequate opportunities to enter
clinical trials are basically only available
in HIC; here, this question was an-
swered with “yes” in 21 % and with “yes,
to some extent” in 50 %, while for LMIC,
this was only 5 % and 11 %, respectively.
Patients reported treatment delays due
to the COVID-19 pandemic in 58 % vs.
38 % in LMIC vs. HIC.

Taken together, these responses sug-
gest significant geographical disparities
in patient access to best standard diag-
nostics and care, as well as support ser-
vices. Patient organizations in HIC are
more likely to provide wider services,
especially for education and policy,
than those from LMIC, which results in
further gaps. Moreover, the unmet need
of patients around their CLL diagnosis,
treatment and support was higher in
LMIC than in HIC, and delayed diagno-
ses were frequent. Dr. Koffman con-
cluded that while support services are
strong among patient organizations in
LMIC, there is a need to build greater
patient and professional educational
services, grow involvement in policy de-
cisions, and improve access to earlier
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diagnosis, a greater number of therapies
and clinical trials.

Capacity building program in
Tanzania

William Frank Mawalla, MD, Muhimbili
University of Health and Allied Scien-
cies, Daressalam, Tanzania, presented
an update on the iwCLL Capacity Build-
ing Pilot Program that was initiated in
Tanzania in March 2022 to improve
treatment outcomes in patients with
CLL. Four objectives have been defined
that include promotion of practical
training in flow cytometry and TP53
mutation analysis, training of clinicians
and nurses, provision of clinical super-
vision and mentorship in multidiscipli-
nary team meetings, and clinical re-
search capacity building.

As Dr. Mawalla reported, tremen-
dous achievements on some of these
objectives have already been obtained.
Laboratory scientists and hematologists
have been trained in flow panel setting
and interpretation, as well as NGS TP53
and IGHV mutation analysis. A clinical
CLL guideline that reflects local needs
and takes the diagnostic capacity into
account is currently under review be-
fore being adopted into national guide-
lines. This went in hand in hand with the
development of key laboratory SOPs on
both immunophenotyping and molecu-
lar analysis.

Regarding clinical supervision and
mentorship, weekly multidisciplinary
meetings have been established with
the aim of building a dedicated team
that furthers the effort started by the
program. The meetings involve labora-

tory scientists, clinicians, bioinformati-
cians, and students. In terms of clinical
research capacity building, a REDCap
database was developed that is hosted
by the teaching hospital in Daressalam.
To date, 32 patients have been enrolled.
Dr. Mawalla expressed hope that this
database will outlive the program and
will continue to serve as a model for
other malignancies beyond CLL. In ad-
dition, the experts actively engage in ad-
vocacy activities. Numerous dissemina-
tion events are being held both inside
and outside of the university, and efforts
are united to engage key stakeholders
and supporting patient groups. u

Source: Session “Global perspective on
CLL management - real world data and
patient experiences’, iwCLL 2023, 9t
October 2023, Boston, USA

Interview with John F. Seymour, MBBS, FRACP, PhD, Department of Haematology, Royal Melbourne Hospital, Peter MacCallum Cancer Centre and
University of Melbourne, Melbourne, Victoria, Australia — conducted by Anna Fenzl, PhD.

Different perspectives on how to define success in CLL

Fortunately, the landscape of CLL treat-
ment has dramatically transformed
over the last ten years, shifting from
chemotherapy to new targeted thera-
pies. These advancements have not
only extended patients' lifespans but
also often enhanced their quality of life.
Consequently, many patients now un-
dergo continuous treatment through-
out their lives and frequently pass away
from causes unrelated to CLL. At this
year’s iwCLL, there was a debate and
roundtable on how to define success in
CLL. From a physician's perspective,
how is success in CLL treatment de-
fined?

The debate and roundtable aimed to fa-
cilitate a discussion, allowing partici-
pants to exchange a wide array of view-
points on the diversity in CLL treatment
approaches and perspectives since
there is not a 'one-size-fits-all' solution
in this context. With years of experience
in treating people with CLL, I have
adopted a long-term approach. Recog-
nizing the chronic nature of CLL, it is

clear that the vast majority of patients
will have to use various tools, hopefully,
over several decades. My definition of
success in CLL treatment aligns with
long-term survival, but it is equally im-
portant to consider minimizing the cu-
mulative burden of the disease and its
treatments over time. Therefore, the
goal is not just long-term survival, but
achieving it with minimal adverse im-
pact from the disease and its treatment.

Having delved into the physician's per-
spective on the evolving landscape of
CLL treatment and its implications for
success, it becomes equally important
to consider the other side of this equa-
tion. The patient's experience and view-
point are crucial in shaping our under-
standing of treatment effectiveness and
quality of life. With this in mind, how do
patients typically perceive their jour-
ney through CLL treatment, and what
factors do they consider when defining
success in their treatment and overall
wellbeing?

© Peter MacCallum Cancer Centre

John F. Seymour,
MBBS, FRACP, PhD

One key observation in CLL treatment is
the variability and evolution of patient
perspectives. These viewpoints are
uniquely personal and can shift signifi-
cantly over time. For example, a patient
might initially focus on a short-term
goal, like being healthy for a significant
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family event, such as a daughter's wed-
ding. This goal serves as an immediate
priority. However, once this short-term
goal is achieved, their focus often shifts
to longer-term objectives. This evolu-
tion in perspective is a natural and es-
sential part of the patient's journey. It is
a patient's right, as with all individuals,
to reassess and modify their priorities
over time. As clinicians, it is crucial to
acknowledge these dynamics and sup-
port them. We should encourage open
dialogue, inviting patients to continu-
ously redefine what is most important to
them at various stages of their treatment
journey. Such a patient-centered ap-
proach ensures that we align treatment
strategies with their evolving goals and
preferences, thereby enhancing the
overall effectiveness and relevance of
the care we provide.

Reflecting on the individualized and
dynamic nature of patient perspective
in CLL treatment, we can see how cru-
cial it is to align clinical objectives with
patient-centered outcomes. This leads

us to explore another vital dimension in
the management of CLL. From a clini-
cal scientist’s perspective, which study
endpoints might reflect treatment suc-
cess in CLL most accurately?

The quest to pinpoint the most effective
study endpoints in CLL is where we
have to make the biggest progress as a
group. We recognize overall survival
(0S) as an endpoint which all of the
panelists agreed is of very high priority,
but its measurement poses challenges
due to its long-term nature. In the con-
text of clinical trials or assessment of a
single drug's impact, OS becomes com-
plex because it is influenced by the ef-
fectiveness of multiple treatments over
time. Progression-free survival (PFS),
which measures the duration of disease
control, presents itself as a shorter key
endpoint. However, its interpretation
can be nuanced, particularly with inter-
mittent treatments like venetoclax-obi-
nutuzumab administered for 12
months. For instance, even if the dis-
ease reemerges post-treatment, it is of-
ten controllable with the same regimen,

which leads to another phase of disease
control. Therefore, the initial progres-
sion does not always signify the failure
of a given therapy, nor does it account
for the logistic or symptomatic burden
on patients. Recently, there has been an
excellent commission in Lancet Hema-
tology that shed light on novel ways of
accessing the global burden of treat-
ment and symptoms of patients, both in
terms of severity and persistence. For
example, a single day of nausea differs
significantly from enduring the same
symptom persistently for months, yet
both scenarios might be categorized as
grade 1 nausea in clinical reports. There-
fore, a refined approach to measuring
overall symptom burden and incorpo-
rating ways of including the capacity to
regain disease control are needed to de-
velop more nuanced efficacy measures
that go beyond OS and PFS. In conclu-
sion, we have yet to establish an optimal
measure for effectiveness in clinical tri-
als for CLL, which underscores the need
for ongoing research and development
in this area. u
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