Subscribe Past Issues Translate v RSS™

CML AdvocatesNetwork

For Chronic Myeloid Leukemia Patient Group Advocates

CML Advocates Network, EHA 2020

EHA25

/

VIRTUAL

25th European Hematology Association Congress
Highlights from sessions dedicated to Chronic

Myeloid Leukemia
From June 11-21 2020, the_European Hematology Association (EHA)
held its 25th Congress as an interactive virtual edition.

Although it is the first time since 2010 that EHA Congress has not
included a Patient Advocacy Track or any specific session on patient
advocacy in the programme, many patients and patient
organisations joined the virtual meeting thanks to a free access to the
online platform provided by EHA.

Once again, the CML Advocates Network participated in this year’s
congress with the attendance of several CML patient advocates such
as Jan Geissler, Giora Sharf, Toni Montserrat, and Felice Bombaci as
well as the active involvement of the network’s Executive Director
Denis Costello and its Programme Manager Celia Marin. Moreover,
the network was proud to have been selected to present one abstract
and one poster about our TFR for CML patients’ study.

Below you can find a short summary of the chronic myeloid leukemia
highlights presented during this year's congress.

Satellite Symposium sponsored by Novartis
11th June 2020

“Expert insights into CML and classical MPNs
treatment intervention: the ‘When’ and the ‘How™
There were two interesting presentations on CML during this session:
e Monitoring to achieve treatment goals in CML, H. Erba.

Dr. Erba concluded that the education of both physicians and patients
regarding the benefit of monitoring could improve the quality of the
CML molecular monitoring management.

Molecular monitoring in CML: how can we do better?

08t of the QPCR assay a3 a barrier 1o complance

More sensitive PCR assays gital QPCR) may be important for selection of patients for
TFR, but are not needed for ale moniioring of ABL TKI maintenance therapy

Harmonization of recommendations: optimal vs failure
The optimal degree of molecular response will depend on the goal of therapy

Prevention of progression to accelerated phase of blast crisis
Achiovement of treatment-free romission

Education of physicians and patients regarding the benefit of monitoring

e Unmet needs in CML, with a focus on the 3L+, T. Hughes.

Dr. Hughes concluded that 20-30% of chronic phase CML patients will
be refractory, resistant, or intolerant to two tyrosine kinase inhibitors
(TKIs) and will need third-line therapy.

+ Chronic phase patents still progress 1o blast crisis in 5-10% of cases and ~50% die

+ 20-30% of CP-CML patients wil be refractory, resistant of intolerant to two TKIs and wil
need third-line tharapy

« Ponatinb is highty effective but highly toxic. Newer third-ine TKis look promising
+ Allosteric inhibitor asciminid provides potency, low taxicity, and activity against most KD
mutations
+ Efficacy and safety of combinason of asciminib with ATP.compatiive TKis kocks promising
under investigation
+ Ascminib plus ponatin® is active aganst compound mutants involving T3151 resistant to
ponatind or ascimini monotherapy

Best of Theme Session
19th June 2020
"Chronic myeloid neoplasms"

In this session, Drs. A. Almeida and C. Harrison conducted a review of
what was presented at #EHA25Virtual on chronic myeloid leukemia,
showcasing the most relevant and innovative topics such as resistant
disease, novel inhibitors, novel approaches to treat CML
including immunotherapy, management and adjustments of TKis
and combinations therapies to better treat CML patients.

EHA25 VIRTUAL
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Oral Abstract Session
19th June 2020
"CML Clinical"

This stimulating session looked at innovation in the field of CML with
the following five Abstracts selected by the European Hematology
Association:
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Conclusions

- Asciminib monotherapy was well tolerated and showed promising clinical
activity in patients with baseline BCR-ABL1" < 1%
« 87.5% of patients remained on therapy at data cutoff, with a median
follow-up time of 167 weeks Timothy Hughes
* 75% of these patients were in MMR at data cutoff
« Deep molecular responses of MR* and MR*? have been achieved by
> 40% of evaluable patients who were not in MR* or MR** at baseline
* Only 3 patients (6.2%) discontinued due to AEs
These results support further investigation of asciminib in patients who do
not achieve optimal treatment outcomes with TKis

Asciminib in heavily pretreated patients (pts) with Philadelphia
chromosome-positive (PH+) chronic myeloid leukemia in chronic
phase (CML-CP) sensitive to Tyrosine Kinase Inhibitor (TKI)
therapy. Timothy Hughes (Australia)

Dr. Hughes concluded Asciminib monotherapy was well tolerated and
showed promising clinical activity in patients with baseline BCR-ABL1<
1%.

To read the full Abstract, please, visit the EHA2020 Congress website
HERE.
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Conclusion

* Loss of DMR followed by BCR-ABL1 increase to the level of MMR is an early indicator for NGS
mutation testing

* The probability of mutation detection in patients who do not achieve better response than

unstable MMR seems to be low. K. Machova Polakové

MMR is the level of measurable residual disease above which NGS of BCR-ABLI can successfully be
performed:

» Mutation testing in MMR samples should be done in duplicate and results should be
evaluated carefully.

# Itis unclear whether low-level variants detected only in one of the duplicates of the
investigated sample can be artefacts that occur during processing of low-copy BCR-ABL1
samples.

7 Follow-up testing in subsequent samples should be performed to monitor mutation kinetics,

d
Major molecular response is the threshold for NGS analysis and

resistant BCR-ABL1 mutation detection in CML. Katerina
Machova Polakova (Czech Republic)

Dr. Polakova concluded in this study that the probability of mutation
detection in patients who do not achieve better response than unstable
MMR seems to be low and MMR is the level of measurable residual
disease above which NGS of BCR-ABL1 can successfully be
performed.

To read the full Abstract, please, visit the EHA2020 Congress website
HERE.
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Conclusions

* OPTIC 1A demonstrates benefit with ponatinib in all 3 dosing regimens in this resistant (P-CML

J. Cortes

Interim analysis from the OPTIC trial, a dose-ranging study of 3
starting doses of Ponatinib. Jorge Cortes (United States)

Dr. Cortés explained how OPTIC IA demonstrates benefit with
ponatinib in all 3 dosing regimens in this resistant chronic phase CML
population: the optimal benefit:risk profile for ponatinib was achieved
with a response-adjusted dosing regimen starting with 45mg/d dose,
followed by dose reduction to 15mg/d upon achieving <1% BCR-ABL1.
To read the full Abstract, please, visit the EHA2020 Congress website
HERE.
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In Conclusion

~ This study exhibits the efficacy of Dasatinib and Peg-IFNa 2b combination as
starting therapy for CP-CML, with a manageable toxicity profile.
- A combined effect of the bi-therapy is suggested with a high proportion of

DMR at M12 and M24
MR*® rates 38% at 24 months (and 44% for Peg-Edgible pts) (17% in DASISION)

L Roy

High rates of sustained DMR after dy are promising in attempt to increase
further rate of TFR

According to the minimal criteria in ELN 2020 (2GTKI for 4y and 2y DMR® or better)

46% of the pts (and 49% of Peg-eligibie) have achieved requirements for 3 TFR attempt

DUSEION, Comtomen et ol Slood 20LLINNSI2LII I 120 200 recommendotions Lraknma (00 34.566-584

Dasatinib plus Peg-Interferon Alpha 2b combination in newly
diagnosed chronic myeloid leukemia: 48-months results of a
phase 2 study on behalf of the French group of CML (FI-LMC).
Lydia Roy (France).

Dr. Roy concluded high rates of sustained deep molecular response
(DMR) after four years are promising in attempt to increase further rate
of TFR.
To read the full Abstract, please, visit the EHA2020 Congress website
HERE.
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Conclusions

- Median 9 years from diagnosis 24% of evaluable patients had
stopped TKI treatment in DMR, 70% outside clinical trials.

- Net probability of remaining treatment free at 24 months was H Flygt
61% for those stopping outside a study.

~ The reason for higher TFR rate in this group may be longer
duration of therapy prior to stop and/or more frequent use of
2™ generation TKI.

High level of successful TKI discontinuation outside clinical trials
- a population-based study from the Swedish CML Registry.
Hjalmar Flygt (Sweden).

Median nine years from diagnosis, 24% of evaluable patients had
stopped TKI treatment in DMR, 70% outside clinical trials. Sustained
the TFR is still only a reality for a small proportion of patients.

To read the full Abstract, please, visit the EHA2020 Congress website
HERE.

Oral Abstract Session
19th June 2020
"Mechanisms and strategies to address TKI
resistance and stem cell persistence in CML"
This inspiring session was focused on the results of different studies

about two key topics for CML patients' treatment, which are resistance
to TKls and stem cell persistence:
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Summary

dentified compounds targeting dopamine signalling as a therapeutically exploitable pathway

+  Fluphenazine selectively targets LSCs whilst sparing HSCs

* A combination of fluphenazine and nilotinib in vivo is more effective than either drug alone at
reducing primitive CML cell populations

J Ritchie

*  LSCs selectively upregulate DRD3 and DRD4 which the data suggests are the targets of
fluphenazine

*  Fluphenazine targets the PRKCH/ERK/MYC/FOXO pathway — a known CML survival pathway

«  Currently confirming involvement of this pathway in primary CML cells

Identification of a drug-able dopamine receptor-mediated
pathway that is critical for CML stem cell survival. Jake Ritchie
(United Kingdom).

Identified compounds targeting dopamine signaling as a
therapeutically exploitable pathway. A combination of fluphenazine and
nilotinib in vivo is more effective than either drug alone at reducing
primitive CML cell populations.
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Summary

b

* success of treatment cessation depends on immunological configuration of CML
patients

I. Glauche

« inference of individual immunological configuration is possiblo based on BCR-ABL
time course data before and after TKI stopping

« dose alterations are informative to predict TFR

Model-based inference and classification of immunological
control mechanisms from TKI cessation and dose reduction in
CML patients. Ingmar Glauche (Germany).

The success of treatment cessation depends on the immunological
configuration of CML patients. Dose alterations are informative to
predict TFR.
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The molecular basis for efficacy of EZH2 inhibition
in a p53“" BP-CML background
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We are exploring the mechanistic relationship between EZH2 and p53 in BP-CML further

EHA25
-

Mechanistic and therapeutic insights into PCR2 reprogramming
in blast phase CML. Rebecca Mitchell (United Kingdom).

Analysis and evaluation of EZH2i to myeloid blast phase (BP) CML.
Several EZH2 targets are also P53 targets in CP-CML LSC, and these
could be up-regulated through treatment with EZH2i.

Summary

D causes in pt y cy P within CD4+ cells.
= Greatest inhibitory effect seen against IL-2.

Dasatinib treated patients have inhibition of signalling from the TCR.
+ Inhibition of STATS signalling pathway also evident.

Abundant expression of the IL2aR/CD25 on cell surface of Tregs. P Harrington
« Binding leads to STATS signalling gin iption of FOXP3.

Dasatinib treated patients with clonal CD8+ lymphocyte populations have;
*» Reduced frequency of Tregs.
+ Greater of TCR i ing (ZAP70/LAT).

Findings may predict immunostimulatory effects seen in patients with CD8+
is & lated

Mechanistic insights into the inhibition of t regulatory cells by
Dasatinib in CML patients with clonal lymphocytosis. Patrick
Harrington (United Kingdom).

Findings may predict immunostimulatory effects seen in patients with
CD8+ lymphocytosis and improved leukemia-related outcomes.
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CONCLUSIONS

~ CD26+ LSCs are detectable at time of TKI discontinuation and during TFR in the majority of

EHA25
:

ctuating” values of residual CD26+ LSCs do not hamper the possibility

tectable BCR-ABL appear
jents with both

# No correlation between BCR-ABL/ABL™ ratio and number of residual CD26+ LSCs was found

Peripheral blood DC26+ Ileukemia stem cells and TKI
discontinuation in chronic myeloid leukemia patients: interim
analysis of prospective FLOWER-TFR study. Anna Sicuranza

(Italy).

Patients discontinued TKI with no detectable CD26+ LSCs and no
detectable BCR-ABL appear to have less probability to undergo TFR
loss (21%) compared to patients with both detectable (TFR loss 40%).

Education session
19th June 2020
“Current challenges in CML treatment”
One of the most important sessions of the EHA2020 Congress for

CML patients addressed new developments in special therapies, drug
resistance, and the process of decision making to treat CML patients:
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Biology and targeting of CML stem cells. Ravi Bhatia (United
States).

Dr. Bhatia explained the diverse mechanisms of CML leukemia stem
cell resistance with potential redundancy.
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Conclusions: TKI resistance in CML

= After two decades, many aspects of the biclogy of drug resistance
remain poorly understood

BCR-ABL1 KD mutations remain the only actionable mechanism on S Soverini
therapy

The power of genome-wide approaches might, in the future,
enable the validation and application of integrated clinical- and
genomic-based risk stratification systems guiding treatment
selection to avoid resistance and optimize outcomes, but there is
still a long way to go

Resistance to TKls and new treatment targets. Simona Soverini
(Italy).

The power of genome-wide approaches might in the future enable the

validation and application of integrated clinical- and genomic-based
risk stratification systems guiding CML treatment selection.
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Algorithm for management of CML
Resistance or Resistance due to kinase domain
intolerance Secondline mutation (not T3151) or intclerance Alternative
y X

26T

J Apperley
Resistance due to kinase domain . §
mutation (not T3151) or Resistance without mutation
or due to T3151
Iintolerance
Resistance without mutation
Firstline or due to 73151 Ponatinid,
26Tk e allosSCT,
clinical trial
o -

Which TKI and when?. Jane Apperley (United Kingdom).

Dr. Apperley explained the algorithm for the management of CML,
including first and second lines of treatments, TKIs generations, stem
cell transplant, clinical trials and possible resistance and switching.

Hematology in Focus:
"Treating resistance in chronic myeloid leukemia"

Through this session, the speakers explored possibiliies of CML
management beyond the second line of treatment as well as novel
drugs and targets.
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Conclusions

<

TKI treatment beyond 2nd line is feasible and offers the chance of

adequate response (BCR-ABL1 <1%) and good tolerability

A. Hochhaus

<

Clinical paramters (scores, cytopenias), cytogenetic and molecular aberrations

should b n allo-SCT is an alternative option

<

Previous adv ts should be considered in the choice of a new TKI

<

Allo-SCT should ideally be performed in CP disease.

<

Clinical trial participation should be evaluated to get access to novel

treatment options

- g

Clinical management beyond second line. Andreas Hochhaus
(Germany).

Dr. Hochhaus explained how the TKI treatment beyond the second line
is feasible and offers the chance of adequate response and good
tolerability. Previous adverse events should be considered in the
choice of a new TKI.

Summary

* Multiple approaches to improving TKI
response are being developed
— Novel BCR-ABL1 inhibitors
— Target dependency of LSC population
— Immunological approaches

* May provide new options
— Overcome TKI resistance/intolerance
— Enable TKI discontinuation

EHA25
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Novel drugs and targets. David Ross (Australia).

Dr. Ross concluded there is still a lot of interest of improving
immunological targeting and the greatest need is for those fractions of
patients who have a suboptimal response or treatment failure with
conventional TKiIs.

Patient Advocacy Virtual during EHA 2020 Congress

Due to COVID19, the European Hematology Association modified and
adapted its programme to the virtual setting and cancelled the Patient
Advocacy Track previously included in the agenda.

Nonetheless, the patient advocacy community actively participated
through the presence of many patient advocates and patient
organisations. The patients’ voice was unified under a specific
hashtag on social media which served to increase patient advocates’
visibility and engage with the hematology community in order to bring
to the forefront the patient’s perspective on the content.
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CML PATIENTS' VIEWS ON PSYCHOLOGICAL SUPPORT THROUGHOUT THE
TREATMENT-FREE REMISSION JOURNEY
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EHA25Virtual accepted one abstract and one poster based on the
TFR for CML patients' research run by the CML Advocates Network
(2017-2019) and both were presented during the congress.

To find out more information about these results, please visit our
webpage "TFR results and resources"

FRIDAY 1

CML CLINICAL

CML Patient Advocates

Asked about the EHA 2020 Congress and their experience
attending this first-time virtual EHA meeting many CML advocates
chose the “CML Clinical” session as the most interesting one
focused on CML.

This section of the programme on-demand and the live Questions
and Answers session broadcast on 19th June also presented very
clear information and recent data on chronic myeloid leukemia
from which CML advocates had the chance to learn.

See you in EHA 2021!
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