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Supplemental Table 1: Clinical and Laboratory Characteristics at Diagnosis and Start of Ruxolitinib Treatment
in CALR- and JAK2-mutated patients in transplant-age

With Increased
Continuous Values or

With Decreased

Continuous Values or

With Stable
Characteristics At Diagnosis At ruxolitinib start With Shift of a With Shift of a Val p-value
alues
Dichotomous Value Dichotomous Value
From “No” to “Yes” From “Yes” to “No”

) Hemoglobin, median (range), g/dL 11.1(7.4-14.6) 10.6 (5.6 — 14.4) 25 (32.1%) 43 (55.1%) 10 (12.8%) 0.002
c Hemoglobin <10 g/dL, n. (%) 17/78 (21.8%) 33 (40.2%) 16 (20.5%) 2(2.6%) 60 (76.9%) 0.001
(J]

g Leucocytes, median (range), x10°%/L 8.7(3-41.8) 8.7(29-71.1) 45 (58.4%) 26 (33.8%) 6 (7.8%) 0.03
o Leucocytes > 25x10%/L, n. (%) 1/77 (1.3%) 8 (9.8%) 5 (6.5%) 0 72 (93.5%) 0.06
8 Blasts, mean (range), % 0.9(0-9) 1.6(0-9) 28 (35.9%) 10 (12.8%) 40 (51.3%) 0.002
T Blasts > 1%, n. (%) 31/79 (39.2%) 45/81 (55.6%) 19 (24.4%) 6 (7.7%) 63 (80.8%) 0.01
hd

= Platelets, median (range), x10%/L 362 (46 — 1268) 250.5 (53 —982) 15 (19.5%) 54 (70.1%) 8 (10.4%) <0.001
£

b Platelets < 100x10%/L, n. (%) 5/77 (6.5%) 11 (13.4%) 6 (7.8%) 0 71 (92.2%) 0.03
E' Spleen, median (range), cm BCM 6 (0-30) 9(0-30) 42 (52.5%) 9(11.2%) 29 (36.3%) <0.001
(&) Spleen > 10 cm BCM, n. (%) 22/81 (27.2%) 36/81 (44.4%) 14 (17.5%) 0 66 (82.5%) <0.001
7, Hemoglobin, median (range), g/dL 12.1 (5.0-19.5) 11.5 (6.0-18.3) 150 (35.1%) 237 (55.5%) 40 (9.4%) <0.001
'E Hb < 10 g/dL, n. (%) 92/430 (21.4%) 129 (29.3%) 58 (13.6%) 23 (5.4%) 346 (81.0%) <0.001
(J]

'g Leucocytes, median (range), x10%/L 10.5 (2.7 — 97.6) 11 (2.1 - 80) 196 (46.0%) 201 (47.2%) 29 (6.8%) 0.99
a Leucocytes > 25x10%/L, n. (%) 50/429 (11.7%) 38 (8.6%) 35 (8.2%) 20 (4.7%) 371 (87.1%) 0.06
8 Blasts, mean (range), % 0.7 (0—10) 0.9 (0—10) 86 (20.8%) 45 (10.9%) 283 (68.4%) <0.001
‘6 Blasts = 1%, n. (%) 118/426 (27.7%) 147/425 (34.6%) 60 (14.5%) 30 (7.2%) 324 (78.3%) 0.002
)

g Platelets, median (range), x10%/L 328 (42 - 1521) 264.5 (14 — 1425) 155 (36.2%) 236 (55.1%) 37 (8.6%) <0.001
~ Platelets < 100x10%/L, n. (%) 19/431 (4.4%) 37 (8.4%) 26 (6.1%) 8 (1.9%) 394 (92.0%) 0.003
E Spleen, median (range), cm BCM 8(0-33) 10 (0-35) 191 (44.5%) 59 (13.8%) 179 (41.7%) <0.001
- Spleen > 10 cm BCM, n. (%) 148/441 (34.2%) 188/436 (43.1%) 57 (13.3%) 17 (4.0%) 355 (82.7%) <0.001

Supplemental Table 1: BCM, Below Costal Margin




Supplemental Figure 1: Patients’ disposition
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*CALR-type evaluation is available only for 76/135 patients (56.3%) (46 transplant-age; 30 older-age)



Supplemental Table 2: Prognostic Factors Associated with Response and Survival in CALR-Mutated Patients

CALR-mutated patients
(n. 135)

Association with Spleen Response

Association with Symptoms Response

Association with Overall Survival

Variables (at ruxolitinib
start)

Univariate (OR, 95% Cl, p-value)

Univariate (OR, 95% Cl, p-value)

Univariate (HR, 95% ClI, p-value)

Multivariate (HR, 95% Cl, p-value)

Male sex (vs Female sex)

0.57,0.23-1.42,0.23

1.79,0.79-4.07, 0.17

0.96, 0.59 - 1.55, 0.86

Primary vs Secondary
myelofibrosis

1.32,0.51-3.42,0.57

1.01,0.45-2.25,0.99

0.91,0.57-1.47,0.71

Ruxolitinib dose <15 BID

0.92,0.35-2.39,0.86

0.75,0.33-1.75,0.51

1.26,0.76 —2.10, 0.38

Lower than prescribing
ruxolitinib starting dose

0.83,0.32-2.16,0.71

0.57,0.25-1.32,0.19

1.37,0.82-2.29,0.24

Platelet count <100 x10%/L

0.91, 0.18-4.59, 0.90

1.19,0.31-4.53,0.79

1.28,0.63 -2.58, 0.49

Leukocytes count >25
x109/L

1.00, omitted

0.93,0.26 -3.28,0.91

1.65,0.79-3.47,0.18

Leukocytes count <4 x10%/L

0.43,0.05-3.66,0.44

0.48,0.13 - 1.84, 0.29

1.34,0.57-3.11,0.50

Hemoglobin <10 g/dL

0.98, 0.39-2.46,0.97

0.64,0.28-1.42,0.27

1.87,1.15 - 3.04, 0.01

1.63,1.03-2.75,0.04

Peripheral Blast 21%

0.68,0.27-1.71,0.41

0.95,0.43-2.12,0.90

1.33,0.80-2.25,0.27

Total Symptoms Score 220

1.16,0.43-3.10, 0.77

0.67,0.30-1.50,0.33

1.83,1.06 -3.17,0.03

1.61,1.02 -2.80, 0.05

Spleen length >10 cm BCM

0.82,0.33-2.04,0.67

1.28,0.58-2.85,0.54

1.55,0.96 - 2.52, 0.07

Time from diagnosis to
ruxolitinib start >2 years

2.00,0.78 -5.15, 0.15

1.79,0.79-4.07,0.17

0.74,0.45-1.20, 0.22

Supplemental Table 2: BID, Bis in die; BCM, Below Costal Margin; OR, Odds Ratio; HR, Hazard Ratio; Cl, Confidence Interval; DIPSS/MYSEC score was not reported because it was found to be
correlated with most variables (hemoglobin <10 g/dL, TSS 220, leukocytes count >25 x10°/L) by Pearson-test.




Supplemental Table 3: Clinical-laboratory characteristics comparison between Older and Transplant-age

Cohort, according to driver mutation

Overall cohort

CALR-mutated cohort

JAK2-mutated cohort

Transplant-age Older-age Transplant-age Older-age Transplant-age Older-age
(n. 523) (n. 398) B (n. 82) (n. 53) b (n. 441) (n. 345) B

Median age, years (range) 62.5 (24.0-69.9) 75.4 (70.1-92.6) <0.001 | 60.6(24.0-69.8) | 74.1(70.0-87.2) = <0.001 62.8 (26.5-69.9) 75.8 (70.0-92.6) <0.001
Male Sex, n. (%) 294 (56.2%) 228 (57.3%) 0.80 51 (62.2%) 26 (49.1%) 0.13 243 (55.1%) 202 (58.4%) 0.38
Primary Myelofibrosis, n. (%) 263 (50.3%) 203 (51.0%) 0.88 45 (54.9%) 34 (64.2%) 0.29 218 (49.4%) 169 (49.0%) 0.85
Ruxolitinib starting daily dose, n. (%)

10-20 mg 188 (35.9%) 173 (43.5%) 0.02 30 (36.6%) 23 (43.4%) 0.38 158 (35.8%) 150 (43.5%) 0.02

30-40 mg 335 (64.1%) 225 (56.5%) 52 (63.4%) 30 (56.6%) 283 (64.2%) 195 (56.5%)
Lower than prescribing dose, n. (%) 199 (38.0%) 179 (45.0%) 0.03 27 (32.9%) 25 (47.2%) 0.08 172 (39.2%) 154 (44.6%) 0.11

Dose reduction at 6 months, n. (%) 91/319 (28.5%) 77/200 (38.5%) 0.02 14/46 (30.4%) 10/29 (34.5%) 0.71 77/273 (28.2%) 67/171 (39.2%) 0.02
Grade of fibrosis < 2, n. (%) 125/494 (25.3%) 73/380 (19.2%) 0.04 12/77 (15.6%) 5/50 (10.0%) 0.37 113/417 (27.1%) 68/330 (20.6%) 0.05
DIPSSt/MYSEC-PM? risk score, n. (%)

Intermediate-1 353 (67.5%) 183 (46.0%) 52 (63.4%) 20 (37.7%) 301 (68.3%) 164 (47.5%)

R <0.001 0.004 <0.001

Intermediate-2 142 (27.2%) 162 (40.7%) 25 (30.5%) 22 (41.5%) 117 (26.6%) 140 (40.6%)

High 28 (5.4%) 53 (13.3%) 5(6.1%) 11 (20.8%) 23 (5.2%) 41 (11.9%)
High Molecular Risk mutation, n. (%) 87/172 (50.6%) 39/80 (48.8%) 0.79 24/37 (64.9%) 8/14 (57.1%) 0.61 63/135 (46.7%) 31/66 (47.0%) 0.97
Platelet count, median (range), x 10°/L 263.5 (14-1425) 265.5 (26-1887) 0.81 250.5 (53-982) 359 (53 - 1887) 0.06 264.5 (14-1425) 252 (26 - 1632) 0.21

Platelet count < 100 x 10°/L 48 (9.2% 41 (10.3%) 0.59 11 (13.4%) 4(7.6%) 0.29 37 (8.4%) 37 (10.7%) 0.28
Leukocytes, median (range), x 10%/L, 10.4 (2.1-80) 12.5 (1.1-155) 0.003 8.7 (2.9-71.1) 8.3(2.1-42.9) 0.70 11 (2.1-80) 13.5 (1.1 - 155) 0.001

Leukocytes >25 x 10%/L, n. (%) 70 (13.4%) 72 (18.1%) 0.06 6 (7.3%) 6(11.3%) 0.43 64 (14.5%) 66 (19.1%) 0.09

Leukocytes <4 x 10%/L, n. (%) 46 (8.8%) 30 (7.5%) 0.48 8(9.8%) 5(9.4%) 0.95 38 (8.6%) 25 (7.2%) 0.47
Hemoglobin, median (range), g/dL 11.3 (5.6-18.3) 10.6 (5.7-16.7) <0.001 10.6 (5.6-14.4) 10.0 (6.6 — 14.5) 0.31 11.5 (6.0-18.3) 10.6 (5.7 - 16.7) 0.001

Haemoglobin < 10 g/dL, n. (%) 162 (31.0%) 160 (40.2%) 0.004 33 (40.2%) 26 (49.1%) 0.31 129 (29.3%) 134 (38.8%) 0.006
Blasts, mean £ SD, % 0.99+1.7 093+1.6 0.93 16+21 1.5+2.0 0.80 09+1.6 0.8+15 0.80

Blasts > 1%, n. (%) 192/506 (37.9%) 145/388 (37.4%) 0.86 45/81 (55.6%) 28 (52.8%) 0.94 147/425 (34.6%) 117 (33.9%) 0.97
Spleen length below costal margin, median (range), cm 10 (0-35) 10 (0-35) 0.66 9(0-30) 8(0-25) 0.60 10 (0-35) 10 (0-35) 0.50

Spleen > 10 cm, n. (%) 224/517 (43.3%) 186 (46.7%) 0.26 36/81 (44.4%) 21 (39.6%) 0.58 188/436 (43.1%) 165 (47.8%) 0.15
Total Symptoms Score, median (range) 20 (0-100) 20 (0-100) 0.20 20 (0-87) 24 (0-80) 0.01 20 (0-100) 20 (0-100) 0.71

Total Symptoms Score 2 20, n. (%) 298/492 (60.6%) 233/372 (62.6%) 0.54 40/76 (52.6%) 34/47 (72.3%) 0.03 258/416 (62.0%) 199/325 (61.2%) 0.83
Years between MF diagnosis and ruxolitinib start, median (range), 0.8 (0-32.9) 1.0 (0-23.5) 0.30 2.8(0-32.9) 2.0(0.05-22.3) 0.67 0.6 (0—-28.1) 0.9 (0-23.5) 0.13

>2 years, n. (%) 196 (37.5%) 147 (36.9%) 0.83 46 (56.1%) 26 (49.1%) 0.42 150 (34.0%) 121 (35.1%) 0.80
Spleen response at 6 months, n. (%) 107/446 (24.0%) 87/327 (26.6%) 0.41 16/68 (23.5%) 8/44 (18.2%) 0.50 91/376 (24.2%) 79/283 (27.9%) 0.26
Symptoms response at 6 months, n. (%) 261/391 (66.8%) 192/304 (63.2%) 0.32 31/59 (52.5%) 24/39 (61.5%) 0.38 230/332 (69.3%) 168/265 (63.4%) 0.13
Any grade Haematological Toxicity at 6 months

Overall anaemia, n. (%) 213/468 (45.5%) 208/345 (60.3%) <0.001 41/74 (55.4%) 32/47 (68.1%) 0.17 169/394 (42.9%) 176/298 (59.1%) <0.001

Treatment-emergent anemia, n. (%) 82/322 (25.5%) 84/212 (39.6%) 0.001 15/45 (33.3%) 10/25 (40.0%) 0.58 67/277 (24.2%) 74/187 (39.6%) <0.001

Overall thrombocytopenia, n. (%) 93/466 (20.0%) 96/345 (27.8%) 0.009 16/73 (21.9%) 9/47 (19.2%) 0.72 77/393 (19.6%) 87/298 (29.2%) 0.003

Treatment-emergent thrombocytopenia, n. (%) 68/436 (15.6%) 66/316 (20.9%) 0.06 12/67 (17.9%) 6/45 (13.3%) 0.52 56/369 (15.2%) 60/271 (22.1%) 0.02

Supplemental Table 3: 1) Passamonti F, et al. Blood. 2010;116(15):2857-2858; 2) Passamonti F, et al. Leukemia. 2017;31(12):2726-2731




