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SUPPLEMENTARY MATERIAL

Figure S1. Patients disposition
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(n=73)
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(n=1) (n=3)
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Nilotinib TKls administrative
(n=36) (n=14) reasons (n=1)

BP: blast phase; CP: chronic phase; TKls: tyrosine-kinase inhibitors; TFR: treatment-free remission

Table S1. Patients with BCR-ABL > 10% at 3 months

Patient | Age Sex Sokal ELTS | Transcript NIL reduction / CCyR MMR MR4 Progression NIL
type discontinuation (15T time) (15T time) (15T time) to AP/BP duration
for AE in the first (months)
3 months
1 65 M High High el3a2 No 6 months 27 months | 42 months No 116
Yes, for Not
2 28 F Low Low el3a2 transaminase 6 months 15 months No 76
R reached
elevation G3
Yes, for Not Not
3 25 M Int High el3a2 thrombocytopenia 6 months No 60
reached reached
G3
Yes, for
4 56 F Int Low el3a2 hyperbilirubinemia | 6 months 9 months 18 months No 123
G3

At 3 months BCR-ABL was > 10% in 4 patients, < 10% in 66 patients, and not evaluable in 3 patients.

ELTS: EUTOS long-term survival score; G3: grade 3, according to Common Terminology Criteria for Adverse
Events; CCyR: complete cytogenetic response; MMR: major molecular response; MR4: deep molecular response;
AP: accelerated phase; BP: blast phase.



Table S2. Response at milestones according to the ELN and GIMEMA recommendations

At 3 months At 6 months At 12 months | At 24 months
n (%) n (%) n (%) n (%)

ELN 2020

e OPTIMAL 66 (90.4) 61 (83.6) 55 (75.3) 55 (75.3)

e WARNING 0 3(4.2) 12 (16.4) 9(12.3)

e FAILURE 3(4.2) 1(1.4) 2(2.7) 0

e Not evaluable 4(5.4) 8(10.9) 4(5.5) 9(12.3)
GIMEMA

e OPTIMAL 66 (90.4) 61 (83.6) 55 (75.3) 33 (45)

e WARNING 0 3(4.2) 12 (16.4) 22 (30.1)

e FAILURE 3(4.1) 1(1.4) 2(2.7) 9(12.3)

e Not evaluable 4(5.4) 8 (10.9) 4(5.5) 9(12.3)

Table S3. Ten-year TFR rates according to response at the ELN and GIMEMA milestones

At 3 months

n (%)

At 6 months
n (%)

At 12 months
n (%)

At 24 months
n (%)

ELN 2020

OPTIMAL
WARNING
FAILURE

Not evaluable

16/66 (24.2)
0/3
0/3
2/4 (50)

18/61 (29.5)
0/3
0/1
0/8

16/55 (21.3)
1/12 (8.3)
0/2
1/4 (25)

13/55 (23.6)
2/9 (22.2)
0/0
3/9 (33.3)

GIMEMA

OPTIMAL
WARNING
FAILURE

Not evaluable

16/66 (24.2)
0/3
0/3
2/4 (50)

18/61 (29.5)
0/3
0/1
0/8

16/55 (21.3)
1/12 (8.3)
0/2
1/4 (25)

10/33 (30.3)
3/22 (13.6)
2/9 (22.2)
3/9 (33.3)




Table S4. Patients with arterial obstructive events

Pt AOE Sex Age at CML CVRFs Time to AOE Age at AOE Symptomatic Treatment NILD/C Follow-up Status 0os Therapy

diagnosis (months) (years) for AOEs after AOEs at last contact
(years) (months)

1 PAD® F 84 S, DM 35 87 yes Amputation not 33 dead® 68 -

2 PAD F 67 HT, DM, C, BMI 38 69 yes Vascular surgery yes 84 alive 122 TFR

3 PAD M 43 HT, DM, C, BMI 101 51 yes Amputation yes 24 alive 125 IM

4 PAD M 59 S, DM, IHD 45 63 no Medical yes 77 alive 122 IM

5 PAD M 77 HT 26 78 yes Amputation yes 96 alive 122 DAS

6 PAD M 65 S 42 68 yes Vascular surgery yes 86 alive 128 IM

7 PAD M 58 S 84 65 yes Medical yes 37 alive 121 DAS

8 Coronary - Ml F 50 HT 44 53 yes Angioplasty+Stent no%® 78 alive 122 IM

9 Coronary - Ml F 72 - 88 79 yes Angioplasty+Stent yes 34 alive 122 BOS

10 Coronary - MI°° M 61 S, C, IHD, BMI 28 63 yes Angioplasty+Stent not 97 alive 125 NIL

11 Coronary - Ml F 67 HT, C 24 69 yes Angioplasty+Stent not 101 alive 125 NIL

12 Coronary - Angina F 68 HT 64 73 yes Angioplasty+Stent TFR* 57 dead? 121 -

13 Carotid stenosis M 68 HT 128 78 no Vascular surgery TFR* 1 alive 129 TFR

14 Carotid stenosis M 43 - 75 49 no Medical no® 47 alive 122 TFR

15 Carotid stenosis M 70 - 76 76 no Medical yes 43 alive 119 IM

16 Stroke F 79 - 113 88 yes Medical not 10 alive 123 NIL

17 Transient ischemic attack M 65 HT 98 73 yes Medical yes 30 alive 128 TFR

° the patient had multiple AOEs during the follow-up (peripheral arterial disease, stroke, and myocardial infarction); she died at 90 y from congestive heart failure
°° the patient had multiple AOEs during the follow-up (multiple coronary events)

§ the patient continued NIL at a lower dose

58 the patient continued NIL at a lower dose for 3 years before it was decided a precautionary switch to imatinib
* the patient was diagnosed with an AOE while in TFR

A the patient died at 78 y from dementia

AOE: arterial obstructive events; CVRFs: cardiovascular risk factors; D/C: discontinuation; OS: overall siurvival; PAD: peripheral arterial disease; MI: myocardial infarction; TIA: transient ischemic
attack; S: smoking; DM: diabetes mellitus; HT: hypertension; C: hypercholesterolemia; BMI: body mass index >30; IHD: ischemic heart disease; TFR: treatment-free remission; IM: imatinib; DAS:
dasatinib; BOS: bosutinib; NIL: nilotinib






