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SUPPLEMENTAL TABLE 1 Anticoagulant medications at enrollment by history of TEs.

With History Without All
of TE History of TE (N=2271)
(n=456) (n=1815)
Patients who took at least one 168 (36.8) 94 (5.2) 262 (11.5)
medication at enrollment, n (%)
Apixaban 10 (2.2) 12 (0.7) 22 (1.0)
Rivaroxaban 34 (7.5) 17 (0.9) 51(2.2)
Dabigatran 2(0.4) 14 (0.8) 16 (0.7)
Enoxaparin 14 (3.1) 4(0.2) 18 (0.8)
Fondaparinux 4(0.9) 0 4(0.2)
Vitamin K Antagonists 109 (23.9) 48 (2.6) 157 (6.9)

TE, thrombotic event.




SUPPLEMENTAL TABLE 2 Hematocrit status, white blood cell count status, and platelet

count at enrollment.

Low Risk PV High Risk PV All patients

Variable n =503 n=1768 (N =2271)
Hematocrit status, n (%)

<45% 213 (42.3) 902 (51.0) 1115 (49.1)

>45% 260 (51.7) 748 (42.3) 1008 (44.4)

NR 30 (6.0) 118 (6.7) 148 (6.5)
WBCx10%/L status, n (%)

<11 328 (65.2) 1129 (63.9) 1457 (64.2)

>11 137 (27.2) 511 (28.9) 648 (28.8)

NR 38 (7.6) 128 (7.2) 166 (7.3)
Platelet count x10%/L, n (%)

<400 285 (56.7) 1050 (59.4) 1335 (58.8)

>400 179 (35.6) 583 (33.0) 762 (33.6)

NR 39(7.8) 135 (7.6) 174 (7.7)

NR, not recorded.




SUPPLEMENTAL TABLE 3 Number of TEs during the study by PV risk.

Low Risk PV High Risk PV All patients
Number of TEs, n (%) n =503 n=1768 (N =2271)
0 489 (97.2) 1676 (94.8) 2165 (95.3)

1 13 (2.6) 73 (4.1) 86 (3.8)

2 1(0.2) 12 (0.7) 13 (0.6)

3 0 5(0.3) 5(0.2)

4 0 1 (0.1) 1 (<0.1)

5 0 1(0.1) 1(<0.1)

PV, polycythemia vera; TE, thrombotic event.




SUPPLEMENTAL TABLE 4 Summary of all TEs during the study.

All patients
(N =2271)
Total TEs, n (%) 142 (6.3)
Arterial TEs, n (%) 42 (1.8)
Transient ischemic attack 15 (0.7)
Acute myocardial infarction 7 (0.3)
Arterial thrombosis 5(0.2)
Cerebrovascular accident 3(0.1)
Peripheral artery thrombosis 3(0.1)
Aortic thrombosis 1 (<0.1)
Acute coronary syndrome 1 (<0.1)
Amaurosis fugax 1 (<0.1)
Arterial thrombosis 1 (<0.1)
Atrial thrombosis 1 (<0.1)
Coronary artery thrombosis 1 (<0.1)
Colitis ischemic 1 (<0.1)
Peripheral embolism 1 (<0.1)
Other* 2(0.1)
Venous TEs, n (%) 100 (4.4)
Deep vein thrombosis 43 (1.9)
Pulmonary embolism 25(1.1)
Thrombophlebitis superficial 11 (0.5)
Intracranial venous sinus thrombosis 5(0.2)
Portal vein thrombosis 4(0.2)
Splenic vein thrombosis 4(0.2)
Retinal vein thrombosis 2(0.1)
May-Thurner syndrome 1 (<0.1)
Intracardiac thrombus 1 (<0.1)
Thrombosis in device 1 (<0.1)
Venoocclusive disease 1 (<0.1)
Other? 2(0.1)

*2 other events were reported as arterial TEs and qualified by investigator as abdominal wall
hematoma and international normalized ratio increased.

2 other events were reported as venous TEs and qualified by investigator as hematoma and
pleural effusion.

TE, thrombotic event.



SUPPLEMENTAL TABLE 5 Studies of the association between WBC count and TE risk.

First author N Analysis description Comparison (x10°/L) Result* P value

Ronner L. et al.f 520 e Retrospective, group-based | 10 vs 5 2.32 (0.86-6.27) 0957
trajectory modeling I15vs5 1.83 (0.54-6.21) 3340

e Multivariate, time- 35vs 5 2.43 (0.26-22.35) 4333

dependent covariate Cox
proportion hazards model

Landolfi R. et al.? 1638 e Multivariate, time- 10.1 to 15.0 vs <10 1.00 (0.67-1.48) .986
dependent covariate Cox >15vs <10 1.56 (1.05-2.30) .028
proportion hazards model

Parasuraman S. et al.} 1565 e Multivariate, time- <7.0vs7.0to 8.4 1.10 (0.82-1.48) .5395
proportionate Cox <7.0 vs 8.5to <11 1.47 (1.10-1.96) .0097
proportion hazards model <7.0vs >11 1.87 (1.44-2.43) <.0001

Alvarez- Larran A. et 261 e Incidence rates of TEs from | <10 vs >10 30.3vs41.4 4000

al.d

retrospective chart review
data

*Results for each study are presented as HR (95% CI), except for Alvarez-Larran A. et al, where results are presented as incidence rate of TEs x
1000 person-years. "Ronner L, et al. Blood. 2020;135(19):1696-1703; *Landolfi R, et al. Blood. 2007;109(6):2446-2452; SParasuraman S, et al.

Clin Lymphoma Myeloma Leuk. 2020;20(2):63-69; "Alvarez-Larran A, et al. Blood. 2012;119(6):1363-1369.

CI, confidence interval; HR, hazard ratio; HCT, hematocrit.




SUPPLEMENTAL FIGURE 1 Association between blood counts and TEs using alternative
thresholds of WBC count (WBC <7x10°/L; 7x10° < WBC <8.5x10°/L; 8.5x10° < WBC
<11x10%/L; WBC >11x10%/L) and platelet count (>600x10°/L).

Covariate HR (95% CI) P

Age,y =l 1.02 {1.006—1.042) 0076
Male sex (M vs F) 0.59 {0.396-0.865) .0071
Disease duration, y '] 0.98 {0.948-1.015) 26486
History of TE (Y vs N) o 2.42(1.618-3608) <0001
Treatment (HU vs none) 1.00 (0.660-1.509) 9932
Treatment (any other vs none) — 0.67 {0.336—1.328} 2496
WBC (27 to <8.5 vs <7x10%L) p— 1.01 {0.504-2.022} 0778
WBC (8.5 to <11 vs <7x109/L) o 1.40 (0.760-2 595) 2790
WBC (211 vs <7%10%L) * 2.61(1.594-4.262) .0001
Age,y o 1.03 {1.010-1.046) 0019
Male sex (M vs F) 0.59 (0.398-0872) 0081
Disease duration, y 0.98 {0.951-1.017) 3316
History of TE (¥ vs N) ' ® 1 2.43(1.627-3626) <0001
Treatment (HU vs none) —— 0.89 (0.685—-1.340) 5657
Treatment (any other vs none} —— 0.67 {0.335-1.331) 2517
PLTs (>600 vs =600x10%L) e 1.37 {0.763-2.468) 2913

0.0 0.5 1.0 1.5 20 25 3.0 3.5 4.0 4.5
HR (95% Cl)
Significant values (P < .05) are indicated in blue font. Other treatments include ruxolitinib,
anagrelide, interferon, busulfan, and chlorambucil. HU, hydroxyurea; PLT, platelet; TE,
thrombotic event; WBC, white blood cell.



SUPPLEMENTAL FIGURE 2 Covariates of age, sex, disease duration, history of TE, and
treatment for (A) isolated and (B) sustained elevation of WBC count (>11 x 10°/L), platelet
count (>400 x 10°/L), and absolute neutrophil count (>7 x 10°/L).

A

Covariate HR (95% Cl) P
WBC (>11 vs £11x10%L)

Age ¥ 1.02 (1.007-1.042) 0088
Male sex (M vs F) 0.58 (0.393-0.858) 0083
Disease duraticn, y 0.98 (0.947-1.014) .2488
History of TE (Y vs N) 2.42 (1.623-3.619) <.0001
Treatment (HU vs none) 0.98 (0.651-1.486) .9386
Treatment (any other vs none) 0.67 (0.335-1.325) .2468
PLT (>400 vs <400x10°%/L)

Age, y 1.03 (1.010-1.048) .0022
Male sex (M vs F) 0.62 (0.416-0.914) .0162
Disease duration, y 0.99 (0.953-1.019) .3901
History of TE (Y vs N) 2.45 (1.640-3.654) <.0001
Treatment (HU vs none) 0.87 (0.580-1.319) 5223
Treatment (any other vs none) 0.66 (0.334-1.324) .2456
NEUT (>7 vs <7x10%L)

Age, y 1.02 (1.002-1.040} 0258
Male sex (M vs F) 0.58 (0.388-0.873) .0089
Disease duration, y 0.98 (0.945-1.015) 2565
History of TE (Y vs N) 2.48 (1.627-3.728) <.0001
Treatment (HU vs none) 0.93 (0.608-1.429) 7464
Treatment (any other vs none) 0.60 (0.204-1.244} 717
B

Covariate HR {95% Cl} P
WBC (>11 vs $11x10°L)

Age, y 1.03 (1.008-1.044) .0039
Male sex (M vs F) 0.58 (0.391-0.855) .0060
Disease duration, y 0.98 (0.948-1.015) 2662
History of TE (Y vs N) 242 (1623-3.618) <.0001
Treatment (HU vs none) 0.93 (0.616-1.408) 7350
Treatment (any other vs none) 0.66 (0.331-1.312} .2356
PLT (>400 vs <400x10%L)

Age, y 1.03 (1.010-1.048) .0020
Male sex (M vs F) 0.59 (0.400-0.880) .0094
Disease duration, y 0.98 (0.951-1.018) .3434
History of TE (Y vs N) * 2.43 (1.626-3.623) <.0001
Treatment (HU vs none) 0.87 (0.576-1.312) 5037
Treatment (any other vs none) 0.66 (0.333-1.324) .2452
NEUT (>7 vs £7x10%L)

Age, y 1.02 (1.004-1.042) 0147
Male sex (M vs F) 0.58 (0.384-0.866) .0079
Disease duration, y 0.98 (0.946-1.016}) -2666
History of TE (Y vs N) 2.47 (1.630-3.732) <.0001
Treatment (HU vs none) 0.89 (0.578-1.361) 5822
Treatment (any other vs none) 0.60 (0.289-1.226) 15886

HR (5% Cl)

Significant values (P <.05) are indicated in blue font. Other treatments include ruxolitinib,
anagrelide, interferon, busulfan, and chlorambucil. HU, hydroxyurea; NEUT, neutrophil;
PLT, platelet; TE, thrombotic event; WBC, white blood cell.



SUPPLEMENTAL FIGURE 3 Covariates of sex, disease duration, and treatment for acute
elevation of WBC count (>11 x 10°/L) and platelet count (>400 x 10°/L), in patients with (A)

high- and (B) low-risk PV.

A
Covariate HR (95% CI) P
WBC (>11 vs $11x10°L)
Male sex (M vs F) ————— 0.58 (0.383-0.882) .0109
Disease duration, y HoH 0.98 (0.948-1.021} 3813
Treatment (HU vs none) O 0.91 (0.588-1.408) 6702
Treatment (any other vs none) L 0.69 (0.333-1.427) 3164
PLT (>400 vs =400x10°/L)
Male sex (M vs F) —— 0.62 (0.404-0.9389) .0245
Disease duration, y HH 0.99 (0.954-1.026) 5597
Treatment (HU vs none) < 0.82 (0.533-1.271) 3799
Treatment (any other vs none) . 0.71 (0.341-1.483) 3403
02 0.4 0.6 08 1.0
HR (95% CI)

B
Covariate HR (95% Cl} P
WBC (>11 vs <11x10°L)
Male sex (M vs F) —_ 0.54 (0.187-1.573) .2605
Disease duration, y p 1.02 (0.929-1.111}) 7282
Treatment (HU vs none) e 2.52 (0.854-7.417) .0941
Treatment (any other vs none) —e 0.72 (0.092-5.595) 7497
PLT (>400 vs <400x10%L)
Male sex (M vs F) |—0—§—| 0.60 (0.204-1.749} 3471
Disease duration, y » 1.01 (0.928-1.104}) 7760
Treatment (HU vs none) ' . 212 (0.720-6.254) 1724

—e 0.65 (0.082-5.131) 6819

Treatment (any other vs none)

1.0 2.0 3.0 4.0 5.0

HR (95% CI)

Significant values (P <.05) are indicated in blue font. Other treatments include ruxolitinib,

anagrelide, interferon, busulfan, and chlorambucil. HU, hydroxyurea; PLT, platelet; TE,

thrombotic event; WBC, white blood cell.



SUPPLEMENTAL FIGURE 4 Analysis of TE associations stratified by (A) venous and (B)

arterial TEs.

A

Covariate HR (95% CI} P
Age, y H 1.02 (0.995-1.038) 1382
Male sex (M vs F) e— | 0.40 (0.244-0.865) 0004
Disease duration, y !: 0.98 (0.945-1.025) 4520
History of TE (Y vs N) : . 2.82 (1.737-4.573} <.0001
Treatment (HU vs none) I—Ql—l 0.96 (0.580-1.583) 8773
Treatment (any other vs none) e e ——— 0.42 (0.147-1.211) .1086
HCT (>45% vs =45%) o 1.47 (0.892-2.428) 1306
Age, y . 1.01 (0.992-1.035) 2157
Male sex (M vs F) —o— 0.42 (0.258-0.685) .0007
Disease duration, y - 0.98 (0.941-1.023) 3680
History of TE (Y vs N) * 2.78 (1.712-4.509) <.0001
Treatment (HU vs none) —— 1.04 (0.628-1.723) 8777
Treatment (any other vs none) —— 0.39 (0.136-1.088) 0742
WBC {>11 vs <11x10%L) = 232 (1.445-3.728) 0005
Age, y b d 1.02 (0.995-1.038) 1297
Male sex (M vs F) —— 0.44 (0.267-0.726) .0013
Disease duration, y L4l 0.98 (0.945-1.027) 4728
History of TE (Y vs N) * 2.79 (1.720-4.524) <.0001
Treatment (HU vs none) —— 0.91 (0.553-1.5086) 7198
Treatment (any other vs none) —— 0.38 (0.134-1.085) 0708
PLT (>400 vs <400x10%L) —_—e—— 1.37 (0.852-2.207) 1932

0.0 05 1.0 1.8 2.0 2.5 3.0 3.5 4.0 4.5 50
HR (95% Cl)

B

Covariate HR (95% CI) P
Age, y m 1.05 (1.019-1.087) .0019
Male sex (M vs F) — 0.94 (0.475-1.843) 8473
Disease duration, y L 0.98 (0.930-1.042) 5864
History of TE (Y vs N) 4 1.93 (0.939-3.985) 0737
Treatment (HU vs none) — 0.93 (0.448-1.918) .8387
Treatment (any other vs none) - 1.77 (0.667-4.725) .2509
HCT (>45% vs <45%) * 2.86 (1.435-5.693) .0028
Age, ¥ . 1.05 (1.015-1.083} .0037
Male sex (M vs F) —— 1.07 (0.546-2.080) .8514
Disease duration, y L] 0.98 (0.924-1.039) .5004
History of TE (Y vs N) I + 1.85 (0.900-3.784) .0946
Treatment (HU vs none) —_— 0.89 (0.431-1.821) 7430
Treatment (any other vs none) - 1.29 (0.497-3.364) .5987
WBC {11 vs =11x10°L) ° 239 (1.221-4.690)  .0110
Age.y - 1.05 (1.019-1.086) 0018
Male sex (M vs F) l—'—o—| 1.17 (0.598-2.307) .6403
Disease duration, y IQli 0.99 (0.932-1.047) .6800
History of TE (¥ vs N) H - 1.88 (0.914-3.853) .0864
Treatment (HU vs none) —_— 0.80 (0.390-1.654) 5523
Treatment (any other vs none) * 1.31(0.503-3.418) 5793
PLT (=400 vs =400x10°L) 219 (1.117-4.278) .0225

0 1 2 3 8
HR (95% Cl)

Significant values (P <.05) are indicated in blue font. Other treatments include ruxolitinib,
anagrelide, interferon, busulfan, and chlorambucil. HCT, hematocrit; HU, hydroxyurea; PLT,
platelet; TE, thrombotic event; WBC, white blood cell.

10



SUPPLEMENTAL FIGURE 5 Covariates of age, sex, disease duration, history of TE, and
treatment for isolated WBC count elevation (>12x10%L). Significant values (P <.05) are
indicated in blue font. HCT, hematocrit; TE, thrombotic event; WBC, white blood cell.

Covariate HR {95% Cl) P

Age, ¥ b 1.02 (1.006-1.042) 0075
Male sex (M vs F) —e— 0.54 (0.363-0.799) .0021
Disease duration, y L 0.98 (0.948-1.015) .2621
History of TE (Y vs N) - 2.48 (1.660-3.705) <.0001
Treatment (HU vs none) —— 1.03 (0.684-1.564) 8716
Treatment (any other vs none} e 0.75 (0.376-1.508) 4236
WBC (=12 vs £12x10%L) * 2.35 (1.410-3.925) 0011
HCT (>45% vs £45%) < 1.85 (1.092-3.148) .0222

00 05 10 15 20 25 30 35 40 45
HR (95% CI}

Significant values (P <.05) are indicated in blue font. Other treatments include ruxolitinib,
anagrelide, interferon, busulfan, and chlorambucil. HCT, hematocrit; TE, thrombotic event;
WBC, white blood cell.
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