'.) Check for updates

Blood 142 (2023) 3168-3170

The 65th ASH Annual Meeting Abstracts

POSTER ABSTRACTS

632.CHRONIC MYELOID LEUKEMIA: CLINICAL AND EPIDEMIOLOGICAL

The Use of 2 "¥ Generation TKIs As First Line Therapy Does Not Prevent CML Related Deaths: Results of an Italian

CML Campus Prospective Study in 1277 Patients Treated First Line with Imatinib or 2 " Generation TKls
Valentina Giai, MD PhD’, Fabio Stagno, MD PhD?, Tiziana Rosso, PhD?, Fausto Castagnetti, MDPhD*?,
Isabella Capodanno, MD¥, Massimiliano Bonifacio, MD’%, Mario Tiribelli, MD?, Sara Galimberti, MD PhD°,
Monica Bocchia, MD"', Antonella Gozzini, MD 2, Giovanni Caocci, MD '3, Andrea Patriarca, MD "%,

Giuseppe Lanzarone, MD ", Anna Guella, MD ', Federica Sora, MD ", Luigiana Luciano, MD ¢,

Anna Rita Scortechini, MD %, Nicola Di Renzo, MD?, Pellegrino Musto, MD?', Domenico Pastore, MD?,
Alessandro Maggi, MD?*, Carmen Fava, MDPhD?*?, Vincenzo Pavone, MD?, Claudio Fozza, MD?,
Giuseppina Spinosa, MD?%, Angelo Michele Carella, MD?’, Giuseppe Tarantini, MD*, Bruno Martino, MD?',
Michele Pizzuti, MD*, Clara Mannarella*®, Fabio Saccona®, Gianantonio Rosti, MD*, Patrizia Pregno, MD*,
Massimo Breccia®, Fabrizio Pane, MD*, Giovannino Ciccone, MD¥, Giorgina Specchia, MD PhD%,
Giuseppe Saglio, MD*!

"Division of Hematology, Citta della Salute e della Scienza, Turin, Italy

2Division of Hematology and Bone Marrow Transplant, AOU Policlinico "Rodolico - San Marco", Catania, Italy
3Clinical Epidemiology Unit and CPO Piemonte, Citta della Salute e della Scienza, Turin, Italy

4Department of medical and Surgical Sciences, University of Bologna, Bologna, Italy

SHematology Unit, IRCCS Azienda Ospedaliero-Universitaria di Bologna, Bologna, Italy

¢Hematology Unit, Azienda Unita Sanitaria Locale-IRCCS, Reggio Emilia, Italy

’Department of Medicine, Azienda Ospedaliera Universitaria Integrata di Verona, Verona, Italy

8Department of Engineering for Innovation Medicine, Section of Innovation Biomedicine, Hematology Area, University of
Verona, Verona, Italy

?Division of Hematology and BMT, Department of Medical Area, University of Udine, Udine, Italy

9Department of Clinical and Experimental Medicine, Hematology, University of Pisa, Pisa, Italy

"Hematology, Azienda Ospedaliera Universitaria Senese, University of Siena, Siena, Italy

2Hematology, AOU Careggi, University of Florence, Florence, Italy

¥ Department of Medical Sciences and Public Health, University of Cagliari, Businco Hospital, Cagliari, Italy

'4Division of Hematology, Department of Translational Medicine, University of Eastern Piedmont, Novara, Italy

> Department of Molecular Biotechnology and Health Sciences, Division of Hematology, University of Turin, Turin, Italy
®Hematology Unit, Santa Chiara Hospital, APSS Trento, Trento, Italy

7 Institute of Hematology, Universita Cattolica Sacro Cuore, Roma, Italy

"®Hematology Unit, Federico Il University, Napoli, Italy

'Y Division of Hematology, Department of Molecular and Clinical Sciences, Polytechnic University of Marche, Ancona, Italy
2Haematology, Ospedale V. Fazzi, Lecce, Italy, Lecce, Italy

2'Haematology, Department of Precision and Regenerative Medicine and lonian Area, "Aldo Moro" University School of
Medicine, Bari, Italy; Hematology and Stem Cell Transplantation Unit, AOU Consorziale Policlinico, Bari, Italy
22Haematology, Ospedale A. Perrino, Brindisi, Italy, Brindisi, Italy

ZHaematology, Ospedale S.G. Moscati, Taranto, Italy

%Hematology, Mauriziano Hospital, Torino, Turin, Italy

% Department of Clinical and Biological Sciences, University of Turin, Turin, Italy

%Hematology Unit, Azienda C. Panico, Tricase, Italy

?’Hematology Unit - Azienda Ospedaliera Universitaria of Sassari, University of Sassari, Sassari, Italy

8 Hematology Unit, Policlinico Riuniti Ospedaliero Universitario, Foggia, Italy

?’Hematology Unit, IRCCS Casa Sollievo Della Sofferenza, San Giovanni Rotondo, Italy

%Haematology, Ospedale "Mons. Dimiccoli", Barletta, Italy

3"Hematology Unit, Grande Ospedale Metropolitano "Bianchi-Melacrino-Morelli", Reggio Calabria, Italy

¥Z0z AeN g1 uo 1senb Aq ypd-urew-0//6-pPo0ia/8601612/891L€/L Juawa|ddng/zi L /ipd-sjoile/poojqaausuoredligndyse;/:dpy wol pspeojumoq

3168 € blood® 2 NOVEMBER 2023 | VOLUME 142, NUMBER Supplement 1 © 2023 by The American Society of Hematology


https://doi.org/10.1182/blood-2023-182981
https://crossmark.crossref.org/dialog/?doi=10.1182/blood-2023-182981&domain=pdf&date_stamp=2023-11-02

POSTER ABSTRACTS Session 632

32 Department of Onco-Hematology, "San Carlo" Regional Hospital, Potenza, Italy

3Hematology Unit, Ospedale Madonna delle Grazie, Matera, Italy

34 Clinical Epidemiology Unit and CPO Piemonte, Citta della Salute e della Scienza, Torino, Italy

3 Medical Oncology Unit, IRST/IRCCS "Dino Amadori,", Meldola (FC), Italy

% Former at Division of Hematology, Citta della Salute e della Scienza, Torino, Italy

% Department of Translational and Precision Medicine, Hematology-Sapienza University, Rome, Italy

3 Dipartimento Medicina Clinica e Chirurgia, UOC Ematologia e Trapianti di Midollo, Azienda Ospedaliera Universita
Federico Il, Napoli, Italy

3SSD Epidemiologia Clinica e Valutativa, AOU Citta della Salute e della Scienza e CPO Piemonte, Torino, ltaly
4 Former Full Professor of Hematology, University of Bari, Bari, Italy

4 Dept. of Clinical and Biological Sciences, University of Turin, Turin, Italy

Background: In the last decades prognosis and survival of chronic myeloid leukemia (CML) patients have dramatically im-
proved, thanks to a wider therapeutic armamentarium. Molecular responses are the milestones that guide clinical decisions;
however, some information is still lacking and what we know derives mainly from investigational trials: it is still unclear if real-
life management could lead to comparable results. For this reason, a prospective observational study was conducted by a
CML ltalian network to analyze molecular responses in a real-life setting.

Methods: A web-based database (www.epiclin.it/Imc) was used to collect clinical and biological data on newly diagnosed
CML prospective consecutive patients enrolled in 24 Italian Hematology Centers from January 2013 onwards. Patients were
treated according to the policy of the center and the molecular data were obtained by performing tests in accordance with
the 1S% parameters.

Results: A total of 1277 patients were enrolled (Tab. 1) with a median follow up of 4,1 years. There was a significant difference
in the median age of patients who started with imatinib (IMA) or 2 nd gen TKis (II-TKI): 70 vs 52, respectively.

The Overall Survival (OS) of the whole cohort at 5 years was 80% for the IMA and 94% for II-TKI treated patients respectively.
Out of the total 86 deaths observed in the IMA treated cohort only 11 (12.7%) were due to CML related causes, whereas out of
the 32 deaths observed in the II-TKI treated cohort 12 (37.5%) were due to CML. Out of the 607 patients who were on first line
IMA, 422/607 (69%) did not switch therapy and have an OS of 81% at 5 years. One hundred and eighty-five out of 607 (31%)
changed therapy and showed an OS of 80% at 5 years. Out of 670 patients who started with 1I-TKI, 492 (73%) continued the
same treatment and 178/670 (27%) changed therapy, showing a 5-year OS of 96% and 89%, respectively. In summary, patients
who remain in the same type of therapy in which they were initially started show a 5-year OS of 81% and 96% for IMA and II-TKI
respectively and only 9 of the total 73 deaths observed in this group of 914 patients were CML related (8 of 58 II-TK| treated
patients). Patients who switched to another therapy showed 80% and 89% 5-year OS on IMA and II-TKI group, respectively.
Of the 45 deaths observed in this group of 363 patients, 14 were CML related (3 on IMA and 11 on II-TKI) (Tab. 2).

In IMA treated patients, 5-year OS according to 6- and 12-months molecular response was worse for patients with BCR::ABL1
>1% compared to those with values between 1 and 0.1% and <0.1% BCR::ABL1 patients (looking at 12 months response,
OS was 65% vs 85% vs 90%, Fig. 1A). At 24 months there was a statistical difference in OS between patients with BCR::ABL1
between 1 and 0.1% versus those <0.1% (OS at 3 years was 82% vs 92%) (Fig. 1B).

Among lI-TKl treated patients, no significant differences in OS were observed, but there was only a generic trend for those with
deeper molecular responses between patients with BCR::ABL1 >0.1 versus patients with BCR::ABL1 < 0.1% at all timepoints;
to note, the deaths are few and were observed within the first year, independently from the molecular response achieved: at
6 months, 10 deaths on 113 patients of which 7 CML related; at 12 months, 5 deaths on 48 patients of which 4 CML related.
Row comparisons of OS were confirmed with multivariable Cox models including main prognostic factors.

Conclusions: The real-life data collected by this observational study support the good prognosis of CML patients obtained in
our days independently by the TKI used in first line. Indeed, most of the deaths observed are due to CML unrelated causes
and the use of II-TKls does not seem to prevent the CML related deaths, whose number is similar in both cohorts. The fact
that the OS is similar in those who remain in IMA therapy versus to those who switch could also simply reflect the presence
of unfavorable prognostic factors at diagnosis not controlled by IMA nor by II-TKIs. In this scenario, the observation that the
achievement of <1% at 12 months and of MMR at 24 months in patients treated with imatinib is endowed with a statistically
significant better OS could simply represent an association rather than a determining factor. Early NGS study would probably
provide helpful information at this regard and for identifying patients that, even if treated first line with II-TKls, could benefit
of an early switch, since 11 of the 12 progressions were observed in this group.
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Table 1: Patients characterics.

CCl: Charison Comorbidity Index; ACA: additional cytogenetic abnormalities
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