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P1062 A REAL-WORLD EVALUATION OF THE ASSOCIATION BETWEEN ELEVATED BLOOD COUNTS AND
THROMBOTIC EVENTS IN POLYCYTHEMIA VERA: AN ANALYSIS OF DATA FROM THE REVEAL STUDY
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Background: Polycythemia vera (PV) is characterized by clonal hematopoiesis leading to elevated peripheral blood
counts and an increased risk of thrombotic events (TEs). Advanced age and TE history form the conventional risk
model used to determine TE risk/treatment strategy. Associations between TEs and elevated hematocrit (HCT) levels
exist, but associations with white blood cell (WBC) or platelet (PLT) counts have not been assessed consistently. The
large, real-world, prospective Observational Study of Pts with Polycythemia Vera in US Clinical Practices (REVEAL;
NCT02252159) followed pts with PV treated in community or academic centers.

Rims: This analysis evaluated associations between elevated blood counts and TEs in pts with PV using data from
REVEAL.

Methods: Eligible pts had >3 lab values (blood counts) post-enrollment; pts with a post-enrollment TE but no lab
value <6 mo before that TE were excluded. The association between blood counts and TEs was assessed using a time-
dependent covariate Cox proportional hazards model. Time to first post-enrollment TE was modeled with time
censored at last known visit for pts with no TE. Each lab parameter was modeled with sex, age, disease duration, and
TE history at enrollment as baseline covariates and treatment as a time-dependent covariate. Blood counts were

included as binary time-dependent covariates using the following thresholds: HCT >45%, WBC >11x10%/L, PLT
>400x10%/L. Linear interpolation was used to determine lab values between observed lab values. Alternative
thresholds for WBC (<7, 27 to <8.5; 28.5 to <11, and 211x10%/L, and >12x10°/L with HCT controlled at <45%) and
PLT counts (>600x10%/L) were evaluated. Statistical significance was considered at P<0.05.

Results: 2271/2510 pts were eligible (median age, 66 y [range, 22-95]; male, 54.1%). Median disease duration was
4.1y (range, 0-56.3), 456 (20.1%) had TE history; 52.6% of pts received hydroxyurea. Of 106 pts who had TEs, 30
had arterial TEs (most commonly, transient ischemic attack [n=15]) and 76 had venous TEs (most commonly, deep
vein thrombosis [n=37]).

Elevated HCT levels (>45%, hazard ratio [HR]=1.84 [95% CI, 1.234-2.749], P=0.0028), WBC (>11x10%/L, HR=2.35
[1.598-3.465], P<0.0001), and PLT counts (>400x10°/L, HR=1.60 [1.088-2.359], P=0.0170) were each associated with
increased TE risk (Table 1). WBC count >11x10%/L is associated with the highest TE risk compared with WBC count
<7x10%/L (HR=2.61 [95% CI, 1.594-4.262], P<0.0001). Elevated WBC >12x10%/L was significantly associated with
increased risk of TE with HCT controlled at <45%. PLT count (>600x10%/L) increased TE risk (HR=1.37 [95% CI,

0.763-2.468]) compared with PLT count <600x10%/L, but this was not statistically significant (2-0.05). In all models,
advanced age, female sex, and TE history were associated with increased TE risk.
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Table 1. Association Between Blood Count Values and TEs

sis. HR [95% G P valug
Assoclation between elovated HCT and TEs
Agh. ¥ 1.03 (1.09-1.046) 00026
Male gex (M ve F) .54 (0.362-0.709) .00
Disease dunion, ¥ 0,08 (0.952-1.017] 03438
Hasery of TE Y va N) 249 1.EET-3.TIT) 00001
Treatmant (U v rong) 055 (0.0635=1.435) 08004
Treatmand (ary othed vs nons) 0.78 (0.3%-1.577) 04551
HCT [=45% v 245%) 1.84 [1.24-2.748) 00058
Association betwoon clovated WBG count and TEs
Ago, y 102 (1.007-1.042) 0.0068
Mabe e (M vi F) 0.58 (0.93-0.858) D003
Disaass duration, ¥ 058 (0.847=1.014) 02488
Haslory of TE (¥ v8 N) 242 (1.623=3.619) <0.0001
Tristitrraad (FIL vE Adng) 088 (0.651-1.488] 0.5386
Trentmand (ony othed vs nong) 067 (0.335-1.32%) 2469
WG (=11 va 511) 235 (1.593-3 408) 00001
Assoclation between elovated PLT count (*400) and TEs
A, ¥ 1.03 [1.01=1.046) 00022
Male sex (M ve F}) Q62 (04180 .014) 0962
Disaase dunbon, y 0:09 (0.953-1.018) 0.35%0
Hatory of TE [Y vi N) A5 (1.64-3654) 00001
Treatmant (HU vs nong) 087 (0.58-1.319) 05223
Treatman (any other vs nons) 066 (0.334-1.324) 02456
PLT (=400 v& 2400) 160 (1.083-2.359) UL LR
Association between clovated WEC count and TEs {4 WBC levels
<7, E7 10 <85, 285 10 <11, and 211)
Ago, y 1,02 (1,008=1,042) 0.0076
Mnle sex (M vs F) 0.59 (0.396=0 BE5) 00071
Diaagas durdion, ¥ 085 (0.845-1.015) 03645
History of TE {¥ vs N) 242 [1.698=3.608) 00001
Treatmand (HU vs rono) 1.00 (0.66-1.500) 09932
Tt 3y othil vi fong) 067 (0.335-1.328] 02496
WBG (27 10 <8.5ve <T) 101 (0.504-2 022) D57T8
WEBC (<85 <11 ve <T) 140 (0.76-2 505) 0270
WEBC (2118 <T) 261 (1,594 262) 0.0001
Association betwoon ¢lovated PLT count [+600) and TEs
Age.y 1,03 (1.09=1.048) 0018
Make 2ex (M vi F) 0.59 (0.393-0.872) 00081
Disase durtion, ¥ 088 (0.851-1.017) 03316
Hislery of TE {¥ va W) 243 [1.827-3.628) 00001
Tresastmasnd (U vs: o] 0,85 (0.585=1.34) 0.5557
Traptmand (D0 Ghes Vi ngng) Q6T (0.335-1.331) 03517
PLTs (=600 vs 500) 137 (0.783-2 468) 0.X13

Asseciation between clovaled WEC count and TEs at HCT
lovels 8% (WBC >11 and =12)"

WEG [>11ve 11 = 10%, at HOT 225%) 181 (0.693-3.301) 00526
WBC (=12 va 212 = 10%L ot HCT 245%) 1.9% [1.066-3.554) 0.0300
gt walat are reatned nibald bhue ol LSS velety sng guareiiad i ¢ 100N, "ADS, sen. 250808 furston, Natory of T MU waage, ol

Featmonts,
WBG, HCT_ a0 W Plarsilon of WG 800 MO T wiete wided @ P S00 10 Calout P HR 5% CF) Tratved @ Catepintal B0 unts wes sibated
0 e-Sapeiond Conarusion. i T SO0, (e Iealnieh rackude eibielinon, Burklan, CHROsutl, Y T ——
WO T, Paemaioorn, HIR, Faand rafo; ML, pdrpeyorea; PLT, plateiet. TE, Fvomong eyent, WBE, wivie Dipod oel.

Summary/Gonclusion: This analysis of REVEAL, the largest real-world cohort of PV pts to date, demonstrated that
elevated HCT levels (>45%), WBC (>11x10%/L), and PLT counts (>400x10%/L) were associated with increased TE

risk. An association of elevated WBC >12x10%/L with increased risk of TE was also observed when HCT was
controlled, indicating that TE risk may be reduced by controlling WBC as well as HCT. These data support the need
to incorporate blood count into risk stratification and treatment strategies for pts with PV in clinical practice and to
move beyond the conventional risk model. Further studies to understand the causal relationship between elevated
blood counts and TEs are warranted.
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