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Introduction Three TKls, imatinib (IM), dasatinib (DAS) and nilotinib (NIL), are approved for frontline therapy in Italy. Choice
of frontline TKl is based mainly on evaluation of patient’s characteristics and clinical expectations. To avoid long term adverse
events or potential drug interactions, elderly patients may start CML treatment with a frontline reduced dose of TKI (RD-TKI).
Aim To analyse outcome of CP-CML patients aged over 65 years in a large and unselected cohort treated with RD-TKI.
Methods We retrospectively evaluated 747 patients from 1/2012 to 12/2019 at 36 Hematology Centres participating at the
"Campus CML" project.

Results Clinical features for the whole cohort according to frontline TKl initial dose are reported in Table 1. Among all patients,
605 (81%) were treated with standard dose (SD) while the remaining 142 (19%) with reduced dose (RD). As to frontline TKI, 579
patients (77%) received IM and 158 (23%) a 2G-TKI (DAS n=78, 49%, NIL n=80, 51%). Of the 142 RD-TKI, 122 (85.9%) started
with IM, 14 (9.9%) with DAS and 6 (4.2%) with NIL. Median RD was 100 mg for IM (range 100-300), 20 mg for DAS (range 20-50)
and 250 mg for NIL (range 150-300).

RD-TKI was mainly reported in IM treated patients (p=0.018), in elderly (p<0.001) and in patients with comorbidities, in partic-
ular diabetes (p=0.005) and ischemic heart disease (p=0.039). Number of concomitant drugs was also significantly associated
with RD-TKI (p<0.001) probably to avoid drug interactions and subsequent toxicity. In detail, among RD-TKI, 41.1% of patients
was treated with more than five concomitant drugs. Sokal score did not impact on TKl starting dose. No differences emerged
between SD-TKI and RD-TKI in terms of haematological or extra-haematological toxicity. TKI frontline dose was not associ-
ated with difference in resistance, nor primary neither secondary resistance. Progression to blastic phase was reported in 1.2%
of the whole population, none of which in RD-TKI. At 12 months no differences were noted in terms of achievement of major
molecular response (MMR), obtained in 22.4% of SD-TKI treated patients and in 19% of RD-TKI treated patients. RD-TKI had
inferior probability of deep molecular response (DMR) achievement (p=0.003), reported in 12.6% of patients. No differences
were reported in 12-months cumulative rate of permanent discontinuation for any cause and for primary resistance between
SD-TKI and RD-TKI as reported in Figure 1.

Conclusions RD-TKI was a frontline treatment strategy used mainly in frail elderly patients, with more comorbidities and
concomitant therapies. RD-TKI did not impact on primary resistance leading to TKl switch. While no differences were reported
in the rate of MMR, the rate of 12-months DMR achievement was inferior in RD-TKI, but this result need to be confirmed with
longer follow-up.
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Table 1 - Clinical features of the whole cohort and according to frontline TKI initial dose

All patients Standard dose Reduced dose P
(747) (605) (142)
Gender, M/F 445/302 367/238 T8/64 0210
% (59.6—40.4) (60.7-39.3) (549 -451)
Median age (vears) 739 728 788 <0.001
(IQR) (69.3 -78.9) (68.7-77.6) (743 -824)
Hb, g/dl 128 12.9 12.7 0417
R) (11.2-14.1) (11.2-14.1) (11.1-14.2)
WBC, x 10°1 480 484 433 0721
| (IQR) (26.7-91.8) (26.4-94.4) (26.8-81.0)
PLTS, x 10°1 370 378 330 0.117
(IQR) (245 - 593) (251 - 616) (219 - 550)
Spleen, n® evaluable (%0): 732 592 140
Not palpable 450 (61.5) 357 (60.3) 93 (66.4)
< 5 cm below costal margin 214(29.2) 172 (29.1) 42 (30.0) 0.033
= 5 cm below costal margin 68 (9.3) 63 (10.6) 5(3.6)
Sokal score, n° evaluable (%): 722 587 135
Low 74(10.2) 65 (11.1) 9(6.7)
Intermediate 492 (68.2) 396 (67.5) 96 (71.1) 0.313
High 156 (21.6) 126 (21.4) 30(222)
Frontline TKI, n® (%):
Imatinib 579 (78.8) 467 (77.2) 122 (859)
Dasatinib 78 (10.4) 64 (10.6) 14(9.9) 0.018
Nilotinib 80 (10.8) T4(12.2) 6(4.2)
Arterial hypertension, n° (%) 473 (63.3) 374 (61.9) 99 (70.2) 0.066
Diabetes, n° (%) 135(18.1) 98 (16.2) 37(26.2) 0.005
Previous neoplasm, n® (%o 167 (22.4) 133 (22.0) 34(24.1) 0.591
COPD, n° (%) 112 (15.0) 90 (14.9) 22 (15.7) 0.808
Ischemic heart disease, n° (%) 98 (13.1) 72(11.9) 26(18.4) 0.039
Cerebrovascular events, n° (%) 41 (5.5) 29 (4.8) 12 (8.5) 0.082
Concomitant drugs, n° evaluable (%): 739 598 141
- 277(37.3) 243 (40.6) 34(24.1)
3-5 265 (36.8) 216 (36.1) 49 (34.8) <0.001
=5 197 (26.7) 139 (23.2) 58 (41.1)
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