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Optimizing management of ruxolitinib in patients
with myelofibrosis: the need for individualized
dosing
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Abstract

Ruxolitinib, an oral JAK1 and JAK2 inhibitor, is approved in the US for patients with intermediate or high-risk
myelofibrosis (MF), a chronic neoplasm associated with aberrant myeloproliferation, progressive bone marrow
fibrosis, splenomegaly, and burdensome symptoms. Phase III clinical studies have shown that ruxolitinib reduces
splenomegaly and alleviates MF-related symptoms, with concomitant improvements in quality of life measures, for
the overwhelming majority of treated patients. In addition, ruxolitinib provided an overall survival advantage as
compared with either placebo or what was previously considered best available therapy in the two phase III
studies. The most common adverse events with ruxolitinib treatment include dose-dependent anemia and
thrombocytopenia, which are expected based on its mechanism of action. Experience from the phase III studies
shows that these hematologic events can be managed effectively with dose modifications, temporary treatment
interruptions, as well as red blood cell transfusions in the case of anemia and, importantly, are rarely cause for
permanent treatment discontinuation. This review summarizes data supporting appropriate individualized patient
management through careful monitoring of blood counts and dose titration as needed in order to maximize
treatment benefit.
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Introduction
Myelofibrosis (MF), a Philadelphia chromosome-negative
myeloproliferative neoplasm, is characterized by progres-
sive bone marrow fibrosis and ineffective hematopoiesis
[1,2]. Clinical presentation may include splenomegaly,
anemia, and multiple burdensome chronic symptoms such
as night sweats, pruritus, early satiety, abdominal pain, left
subcostal pain, bone pain, profound fatigue (irrespective
of presence or degree of concomitant anemia), and cach-
exia [3,4]. Many of these symptoms appear to be associ-
ated with a pro-inflammatory state typical for patients
with MF [5], which is manifest by excessive levels of cir-
culating cytokines such as interleukin-6 and tumor ne-
crosis factor-α [6,7]. The molecular pathobiology of MF
is characterized by dysregulation of Janus kinase (JAK)/
signal transducer and activator of transcription (STAT)
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signaling networks [8,9], which have crucial roles in
cytokine- and growth factor-mediated regulation of
cellular responses, including normal hematopoiesis and
inflammation [10,11]. Specifically, overactivation of JAK2
plays a role in malignant myeloproliferation, whereas aber-
rant JAK1 signaling contributes to many of the additional
clinical and laboratory characteristics of the disease, includ-
ing the debilitating symptoms associated with the pro-
inflammatory state [10,12].
Before the advent of JAK inhibitors as targeted therapy,

available options for the treatment of common clinical
manifestations of MF, such as splenomegaly and debilitat-
ing symptoms, generally had limited, nonlasting efficacy
and/or were poorly tolerated [13,14]. Ruxolitinib, an oral
JAK1/JAK2 inhibitor [15] (formerly INCB018424; Incyte
Corporation, Wilmington, DE, USA), is approved in the
US for the treatment of patients with intermediate or
high-risk MF. Outside the US, ruxolitinib is approved for
the treatment of MF in 42 countries worldwide. Two phase
III studies in patients with MF and platelet counts of at
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least 100 × 109/L at baseline (the Controlled Myelofibrosis
Study with Oral JAK Inhibitor Treatment [COMFORT]-I
conducted in the US, Canada, and Australia, and
COMFORT-II conducted in Europe) demonstrated that
ruxolitinib significantly decreased spleen size, reduced
MF-related symptom burden, and improved quality of
life measures compared with placebo (COMFORT-I) and
what at the time was considered best available therapy
(BAT; COMFORT-II) [16,17]. Clinically meaningful im-
provements in spleen size and symptoms were also ob-
served in an ongoing phase II study in patients with MF
and baseline platelet counts of 50 × 109/L to <100 × 109/L
[18]. Long-term data emerging from the COMFORT trials
further suggest that MF patients treated with ruxolitinib
have a survival advantage over those who were randomized
to placebo or BAT [19,20].
Because thrombopoietin and erythropoietin signal

through JAK2 [8], inhibition of JAK2 with ruxolitinib treat-
ment is associated with dose-dependent thrombocytopenia
and anemia [16,17]. In the COMFORT studies, cytopenias
were managed effectively by dose adjustments and treat-
ment interruptions or, in some instances of anemia, with
red blood cell (RBC) transfusions [16,17]. As a result, only
1 patient in the ruxolitinib group discontinued therapy for
anemia and 1 discontinued for thrombocytopenia at the
time of the primary analysis in COMFORT-I [16]. In
COMFORT-II, no patient discontinued ruxolitinib therapy
for anemia and 1 discontinued for thrombocytopenia [17].
This review summarizes lessons learned from the

COMFORT-I trial and from our own clinical experience,
indicating that dose-related cytopenias may occur, as
expected, during the course of therapy and that persist-
ent individualized patient management, especially early
during treatment, can ensure maximum treatment bene-
fit when this medicine is used in appropriate patients
with MF.

Design and participants of the COMFORT-I study
COMFORT-I [16] is a randomized, double-blind, placebo-
controlled, phase III trial in patients with intermediate-2 or
high-risk MF (including primary, post-essential thrombo-
cythemia, and post-polycythemia vera MF) with a baseline
platelet count of at least 100 × 109/L. Of the 309 study par-
ticipants, 155 were randomized to receive ruxolitinib and
154 were randomized to receive placebo. The starting dose
of the blinded study treatment was based on each patient’s
platelet count at baseline, ie, 15 mg twice daily (BID) for
patients with a platelet count of 100 to 200 × 109/L
and 20 mg BID for those with a platelet count >200 ×
109/L. The primary endpoint was the percentage of
patients with at least a 35% reduction from baseline in
spleen volume (as assessed by abdominal imaging) at
week 24. A key secondary endpoint was the percentage
of patients with a 50% or greater improvement in Total
Symptom Score (TSS, comprising individual scores for
night sweats, pruritus, bone or muscle pain, abdominal
discomfort, pain under left ribs, and early satiety) assessed
with the modified Myelofibrosis Symptom Assessment
Form (MFSAF), version 2.0.

Management of treatment-related cytopenias in
COMFORT-I
Onset of anemia and thrombocytopenia
Anemia and thrombocytopenia were the most common
adverse events associated with ruxolitinib treatment and
typically occurred early in the course of therapy [16,17,21].
As shown in Figure 1A and 1B, grade 3 or 4 anemia and
thrombocytopenia were greatest in the first 8–12 weeks of
treatment [16]. Similarly, hemoglobin levels and platelet
counts decreased during the same time frame (Figure 2A
and 2B) [22].

Management of cytopenias
Cytopenias in COMFORT-I were managed successfully
by the use of dose adjustments and RBC transfusions (for
anemia). This management strategy included mandatory
dose reductions at moderate levels of thrombocytopenia
to prevent further decreases in platelet counts and to
minimize the need for temporary or permanent treatment
discontinuation. Doses could be increased step-wise once
blood counts had recovered. This strategy is the basis for
the current dosing recommendations for patients with
platelet counts ≥100 × 109/L (Table 1).
Of 155 patients randomized to ruxolitinib, 56% re-

quired dose reductions; however, more than half of those
patients (49/87) had only a single dose reduction [22].
Most dose reductions occurred during the first 8 to 12
weeks, because decreases in platelet counts primarily oc-
curred during this time period. An analysis of the aver-
age daily doses in the ruxolitinib arm of COMFORT-I
from week 21 to week 24 (final titrated doses) showed
that approximately 60% of patients with baseline platelet
counts of 100 to 200 × 109/L and more than 95% of those
with counts >200 × 109/L attained doses of 10 mg BID or
greater; the median doses in these groups were approxi-
mately 10 and 20 mg BID, respectively [22].
Implementation of mandatory dose reductions and

treatment interruptions was associated with stabilization of
mean platelet counts after the first 8 to 12 weeks of treat-
ment (Figure 2A) [22]. Mean hemoglobin levels recovered
to near baseline levels (Figure 2B) after reaching a nadir of
95 g/L at approximately 8 to 12 weeks of treatment, and
RBC transfusion requirements followed a similar trend
[16,22]. This time course of mean hemoglobin values ob-
served in COMFORT-I was confirmed in COMFORT-II.
After decreasing from a baseline value of 109.3 g/L to a
nadir of 94.1 g/L approximately 12 weeks after treat-
ment initiation, mean hemoglobin levels in the ruxolitinib
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Figure 1 Rates of grade ≥3 thrombocytopenia and anemia in COMFORT-I. (From Verstovsek, et al. A double-blind, placebo-controlled trial of
ruxolitinib for myelofibrosis [16]. © 2012 Massachusetts Medical Society. Reprinted with permission from the Massachusetts Medical Society).
Shown are mean percentages of (A) grade ≥3 thrombocytopenia and (B) grade ≥3 anemia per month over time.
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arm of COMFORT-II reached a steady-state value of
101.8 g/L by week 24 [17]. Monthly rates of grade 3 or
4 anemia and thrombocytopenia in COMFORT-I de-
creased over time to levels similar to those observed in
the placebo group (Figure 1) [16]. In addition, grade 3 or
4 episodes of bleeding with ruxolitinib were uncommon
(2.6% and 1.3%, respectively) and occurred at rates simi-
lar to those with placebo (2.0% and 1.3%, respectively), an
indication that the mandatory dose reductions and treat-
ment interruptions allowed for effective management of
thrombocytopenia [16].
Effect of ruxolitinib dose modifications on efficacy
Although these data illustrate that ruxolitinib-associated
cytopenias can be managed effectively with dose modi-
fications, it is also important to understand how such
dose modifications may affect the efficacy of ruxolitinib
therapy. Final titrated doses of ruxolitinib ≥10 mg BID
(calculated as average daily dose during weeks 21–24)
were associated with clinically meaningful reductions in
spleen volume and improvement in MF-related symp-
toms from baseline to week 24 (Figure 3) [22]. The me-
dian reduction in spleen volume at a final titrated dose
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Figure 2 Changes in platelet count and hemoglobin in COMFORT-I. (Reprinted from Verstovsek S, et al. Management of cytopenias in patients
with myelofibrosis treated with ruxolitinib and effect of dose modifications on efficacy outcomes. Onco Targets Ther [published by Dove Press] [22]).
Shown are mean percentage changes from baseline (BL) with standard errors in (A) platelet count and (B) hemoglobin over time. Final titrated dose
was defined as the average daily dose during weeks 21–24. BID, twice a day.
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of 10 mg BID (30.8%) [22] was similar to that observed
in the overall ruxolitinib group (33.0%) [16], with slightly
greater reductions at higher titrated doses. Median re-
ductions in both cytokine and abdominal TSS showed
similar symptom improvements at doses of 10 mg BID
or higher [22].

Ruxolitinib use in clinical practice: lessons from COMFORT-I
Treatment-related cytopenias in MF patients receiving
ruxolitinib are dose-dependent and, given the mechanism
of action of ruxolitinib, they are to be expected. However,
in patients with similar blood cell counts at baseline, the
risk of new-onset or worsening cytopenias at a given dose
of ruxolitinib may vary widely. This is likely because of the
considerable heterogeneity of clinical characteristics among
patients—even if they belong to the same risk category—
and the consequent differences in the clinical impact of
ruxolitinib. Therefore, dose adjustments, including their
timing, need to be tailored to each patient and be ac-
companied by careful and appropriate monitoring of
both clinical manifestations (symptoms and splenomegaly)
and hematologic parameters. In particular, aggressive dose



Table 1 Ruxolitinib dose modifications recommended for MF patients with starting platelet count of at least 100 × 109/L*

Dose at time of decline in platelet count Maximum dose based on platelet count after prior
treatment interruption or dose reduction25 mg BID 20 mg BID 15 mg BID 10 mg BID 5 mg BID

Current platelet count New dose to be used

≥125 × 109/L No change No change No change No change No change 20 mg BID

100 to <125 × 109/L 20 mg BID 15 mg BID No change No change No change 15 mg BID

75 to <100 × 109/L 10 mg BID 10 mg BID 10 mg BID No change No change 10 mg BID for 2 weeks; if stable, may increase
to 15 mg BID

50 to <75 × 109/L 5 mg BID 5 mg BID 5 mg BID 5 mg BID No change 5 mg BID for 2 weeks; if stable, may increase
to 10 mg BID

<50 × 109/L Hold Hold Hold Hold Hold Continue holding

*Starting ruxolitinib doses of 15 mg BID for patients with platelet counts of 100 to 200 × 109/L and 20 mg BID for those with a platelet count >200 × 109/L.
Recommended dose modifications based on US prescribing information.
For insufficient response, doses may be increased in 5-mg BID increments to a maximum of 25 mg BID, provided that platelet and neutrophil counts are adequate.
BID, twice daily; MF, myelofibrosis.
Data from Jakafi prescribing information (Incyte Corporation, June 2013).
See full prescribing information for a complete description of FDA-approved dosing of ruxolitinib in patients with intermediate or high-risk MF.
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increases during the first 3 months of therapy should only
be considered if a patient consistently maintains adequate
platelet counts.
The need for careful patient monitoring and dose

optimization in MF patients receiving treatment is not
unique to ruxolitinib. Similar examples in hematology/
oncology include azacitidine and lenalidomide in patients
with myelodysplastic syndrome. Azacitidine may cause
anemia, neutropenia and thrombocytopenia [23], and
complete blood counts (CBCs) before each treatment cycle
(of 28 days) and as needed are mandated per prescribing
information (Celgene Corporation, May 2012) to monitor
Placebo ≤ 5 mg BID 10 mg BI
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Figure 3 Changes in spleen volume and symptom scores in COMFOR
et al. Management of cytopenias in patients with myelofibrosis treated wit
Onco Targets Ther [published by Dove Press] [22]). Shown are median perc
symptom score (TSS), abdominal TSS, and cytokine TSS by final titrated rux
includes scores for abdominal discomfort, pain under the ribs on the left si
pruritus, and muscle/bone pain. BID, twice daily.
response and toxicity. Lenalidomide is commonly associ-
ated with grade 3 or 4 thrombocytopenia or neutropenia
[24], and dose reductions or treatment interruptions
(depending on specific platelet and absolute neutrophil
counts) are recommended [25].
To manage cytopenias with ruxolitinib therapy in clinical

practice, starting doses should be chosen based on platelet
count and subsequently adjusted based on CBCs, which
need to be monitored every 2 to 4 weeks, or as clinically
indicated, during the first 8 to 12 weeks of therapy or until
a stable dose has been reached. Dose titration in patients
with platelet counts of at least 100 × 109/L should follow
D 15 mg BID 20 mg BID 25 mg BID

Abdominal TSS Cytokine TSS

T-I by final titrated ruxolitinib dose. (Adapted from Verstovsek S,
h ruxolitinib and effect of dose modifications on efficacy outcomes.
entage changes from baseline to week 24 in spleen volume, total
olitinib dose (average dose during weeks 21–24). Abdominal TSS
de, and early satiety. Cytokine TSS includes scores for night sweats,



Table 2 Ruxolitinib dose modifications recommended for MF patients with a starting platelet count of at least 50 × 109/L
but less than 100 × 109/L*

Current platelet count Dosing recommendation

<25 × 109/L Interrupt treatment

25 to <35 × 109/L with <20% decrease during the prior 4 weeks Decrease dose by 5 mg QD or maintain the current dose if it is 5 mg QD

25 to <35 × 109/L with ≥20% decrease during prior 4 weeks Decrease dose by 5 mg BID or use 5 mg QD if the current dose is
5 mg BID or QD

≥40 × 109/L with ≤20% decrease during prior 4 weeks, ANC >1 × 109/L,
and no dose reductions or treatment interruptions for AE or hematologic
toxicity during the prior 4 weeks

Increase dose by increments of 5 mg QD to a maximum of 10 mg
BID if response is insufficient

*Starting ruxolitinib dose of 5 mg BID. Recommended dose modifications based on US prescribing information.
AE, adverse event; ANC, absolute neutrophil count; BID, twice daily; FDA, US Food and Drug Administration; MF, myelofibrosis; QD, once daily.
Data from Jakafi prescribing information (Incyte Corporation, June 2013).
See full prescribing information for a complete description of FDA-approved dosing of ruxolitinib in patients with intermediate or high-risk MF.
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the guidelines outlined in Table 1, in accordance with US
prescribing information. In addition, dose adjustments and
RBC transfusions may be considered for the management
of anemia.
Similar to the practice in COMFORT-I, starting doses

in COMFORT-II were based on platelet count, and dose
modifications were mandated in cases of developing
thrombocytopenia or neutropenia [17]. Dosing recom-
mendations outside the US essentially follow the practice
in COMFORT-II: starting doses of 15 and 20 mg BID
are recommended for patients with platelet counts of
100 to 200 × 109/L and those with >200 × 109/L, respect-
ively, with close monitoring of blood counts and modifi-
cations in dosing based on platelet or neutrophil counts
as well as clinical response.
Because COMFORT-I and COMFORT-II did not in-

clude patients with baseline platelet counts lower than
100 × 109/L [16], an optimized ruxolitinib dosing strat-
egy for patients with intermediate or high-risk MF and
baseline platelet counts of 50 to 100 × 109/L is being
evaluated in an open-label, phase II study [18]. Preliminary
results supported an update of the US prescribing informa-
tion in June 2013 to include specific recommendations for
the management of patients with a platelet count of at least
50 × 109/L but less than 100 × 109/L at the start of therapy.
Key features of these recommendations are a starting dose
of 5 mg BID and subsequent dose modifications based on
efficacy and changes in platelet count, with a maximum
dose of 10 mg BID (Table 2).
An important lesson from COMFORT-I is that dose

adjustments for cytopenias generally do not affect effi-
cacy. The vast majority of patients in COMFORT-I
attained doses of 10 mg BID or higher after titration,
and these titrated dose levels have been associated with
clinically meaningful reductions in spleen volume and
symptom burden [22]. Thus, patients in clinical practice,
even those with low platelet counts at the beginning of
therapy, may achieve stable doses that are clinically ef-
fective. This conclusion is supported by COMFORT-I data
and consistent with the preliminary results of the ongoing
phase II study of ruxolitinib in patients with baseline plate-
let counts of 50 to 100 × 109/L [18]. In that study, dose ti-
tration of ruxolitinib from a starting dose of 5 mg BID to
final titrated doses of 10 mg BID or higher was associated
with stable mean hemoglobin levels over time as well
as clinically meaningful symptom relief and spleen vol-
ume reduction [18]. These findings further underscore
the importance of initial dose optimization for ensur-
ing continuity of treatment benefit by minimizing dose-
dependent hematologic toxicity while preserving efficacy.
Thus, onset or worsening of cytopenias should not lead to
immediate treatment discontinuation, but rather to careful
management of these events.
Conclusions
Ruxolitinib is associated with dose-dependent risks of
thrombocytopenia and anemia in MF patients, as expected
from its mechanism of action; these treatment-related
cytopenias do not indicate a worsening of the underlying
disease. Dose adjustments can be effective in the manage-
ment of these cytopenias without compromising efficacy.
Persistent monitoring and management, particularly over
the first 8 to 12 weeks of ruxolitinib therapy, are necessary
to ensure that patients attain stable doses that are both
safe and provide maximum long-term benefit.

Abbreviations
BAT: Best available therapy; BID: Twice daily; CBC: Complete blood count;
COMFORT: Controlled Myelofibrosis Study with Oral JAK Inhibitor Treatment;
JAK: Janus kinase; MF: Myelofibrosis; MFSAF: Myelofibrosis symptom
assessment form; RBC: Red blood cell; TSS: Total symptom score.

Competing interests
RAM has received research funding from Incyte Corporation, Gilead, NS
Pharma, Genentech, and Lilly. JC is a consultant for and has received
research funding from Incyte Corporation and Sanofi.

Authors’ contributions
Both authors contributed to the conception and design of this review,
participated in the drafting of the manuscript, and approved its final version.



Mesa and Cortes Journal of Hematology & Oncology 2013, 6:79 Page 7 of 7
http://www.jhoonline.org/content/6/1/79
Authors’ information
RAM is Deputy Director of the Mayo Clinic Cancer Center and the Chair of its
Division of Hematology & Medical Oncology in Scottsdale, AZ. JC is Deputy
Chair of the Department of Leukemia at the Division of Cancer Medicine of
the University of Texas MD Anderson Cancer Center in Houston, TX.
Acknowledgements
Medical writing support was provided by Roland Tacke, PhD, of Evidence
Scientific Solutions, and funded by Incyte Corporation. We would like to
thank Dr. Nicholas J. Sarlis, Incyte Corporation, for helpful discussions.

Author details
1Division of Hematology & Medical Oncology, Mayo Clinic Cancer Center,
13400 E. Shea Blvd, Scottsdale, AZ 85259, USA. 2Department of Leukemia,
Division of Cancer Medicine, The University of Texas MD Anderson Cancer
Center, 1515 Holcombe Boulevard, Houston, TX, USA.

Received: 17 September 2013 Accepted: 26 September 2013
Published: 22 October 2013
References
1. Abdel-Wahab O, Pardanani A, Bernard OA, Finazzi G, Crispino JD, Gisslinger H,

Kralovics R, Odenike O, Bhalla K, Gupta V, Barosi G, Gotlib J, Guglielmelli P,
Kiladjian JJ, Noel P, Cazzola M, Vannucchi AM, Hoffman R, Barbui T, Thiele J,
Van Etten RA, Mughal T, Tefferi A: Unraveling the genetic underpinnings of
myeloproliferative neoplasms and understanding their effect on disease
course and response to therapy: proceedings from the 6th International
Post-ASH Symposium. Am J Hematol 2012, 87:562–568.

2. Mesa RA, Green A, Barosi G, Verstovsek S, Vardiman J, Gale RP: MPN-associated
myelofibrosis (MPN-MF). Leuk Res 2011, 35:12–13.

3. Abdel-Wahab OI, Levine RL: Primary myelofibrosis: update on definition,
pathogenesis, and treatment. Annu Rev Med 2009, 60:233–245.

4. Gregory SA, Mesa RA, Hoffman R, Shammo JM: Clinical and laboratory
features of myelofibrosis and limitations of current therapies. Clin Adv
Hematol Oncol 2011, 9:1–16.

5. Tefferi A, Vaidya R, Caramazza D, Finke C, Lasho T, Pardanani A: Circulating
interleukin (IL)-8, IL-2R, IL-12, and IL-15 levels are independently
prognostic in primary myelofibrosis: a comprehensive cytokine profiling
study. J Clin Oncol 2011, 29:1356–1363.

6. Panteli KE, Hatzimichael EC, Bouranta PK, Katsaraki A, Seferiadis K, Stebbing J,
Bourantas KL: Serum interleukin (IL)-1, IL-2, sIL-2Ra, IL-6 and thrombopoietin
levels in patients with chronic myeloproliferative diseases. Br J Haematol
2005, 130:709–715.

7. Wang JC, Chang TH, Goldberg A, Novetsky AD, Lichter S, Lipton J:
Quantitative analysis of growth factor production in the mechanism
of fibrosis in agnogenic myeloid metaplasia. Exp Hematol 2006,
34:1617–1623.

8. Quintás-Cardama A, Kantarjian H, Cortes J, Verstovsek S: Janus kinase
inhibitors for the treatment of myeloproliferative neoplasias and
beyond. Nat Rev Drug Discov 2011, 10:127–140.

9. Cross NC: Genetic and epigenetic complexity in myeloproliferative
neoplasms. Hematology Am Soc Hematol Educ Program 2011, 2011:208–214.

10. Oh ST, Gotlib J: JAK2 V617F and beyond: role of genetics and aberrant
signaling in the pathogenesis of myeloproliferative neoplasms. Expert Rev
Hematol 2010, 3:323–337.

11. Mascarenhas J, Mughal TI, Verstovsek S: Biology and clinical management
of myeloproliferative neoplasms and development of the JAK inhibitor
ruxolitinib. Curr Med Chem 2012, 19:4399–4413.

12. Santos FP, Verstovsek S: JAK2 inhibitors for myelofibrosis: why are they
effective in patients with and without JAK2V617F mutation?
Anticancer Agents Med Chem 2012, 12:1098–1109.

13. Randhawa J, Ostojic A, Vrhovac R, Atallah E, Verstovsek S: Splenomegaly in
myelofibrosis–new options for therapy and the therapeutic potential of
Janus kinase 2 inhibitors. J Hematol Oncol 2012, 5:43.

14. Mesa RA: The evolving treatment paradigm in myelofibrosis. Leuk Lymphoma
2013, 54:242–251.

15. Quintás-Cardama A, Vaddi K, Liu P, Manshouri T, Li J, Scherle PA, Caulder E,
Wen X, Li Y, Waeltz P, Rupar M, Burn T, Lo Y, Kelley J, Covington M, Shepard S,
Rodgers JD, Haley P, Kantarjian H, Fridman JS, Verstovsek S: Preclinical
characterization of the selective JAK1/2 inhibitor INCB018424: therapeutic
implications for the treatment of myeloproliferative neoplasms. Blood 2010,
115:3109–3117.

16. Verstovsek S, Mesa RA, Gotlib J, Levy RS, Gupta V, DiPersio JF, Catalano JV,
Deininger M, Miller C, Silver RT, Talpaz M, Winton EF, Harvey JH Jr, Arcasoy MO,
Hexner E, Lyons RM, Paquette R, Raza A, Vaddi K, Erickson-Viitanen S,
Koumenis IL, Sun W, Sandor V, Kantarjian HM: A double-blind,
placebo-controlled trial of ruxolitinib for myelofibrosis. N Engl J Med 2012,
366:799–807.

17. Harrison C, Kiladjian JJ, Al-Ali HK, Gisslinger H, Waltzman R, Stalbovskaya V,
McQuitty M, Hunter DS, Levy R, Knoops L, Cervantes F, Vannucchi AM,
Barbui T, Barosi G: JAK inhibition with ruxolitinib versus best available
therapy for myelofibrosis. N Engl J Med 2012, 366:787–798.

18. Talpaz M, Paquette R, Afrin L, Hamburg S, Prchal JT, Jamieson K, Terebelo H,
Ortega G, Lyons RM, Tiu RV, Winton EF, Natrajan K, Odenike O, Claxton D,
Peng W, O'Neill P, Erickson-Viitanen S, Leopold L, Sandor VA, Levy RS,
Kantarjian HM, Verstovsek S: Interim analysis of safety and efficacy of
ruxolitinib in patients with myelofibrosis and low platelet counts.
J Hematol Oncol 2013. in press.

19. Verstovsek S, Mesa RA, Gotlib J, Levy RS, Gupta V, Dipersio JF, Catalano JV,
Deininger MW, Miller CB, Silver RT, Talpaz M, Winton EF, Harvey JH, Arcasoy MO,
Hexner EO, Lyons RM, Paquette R, Raza A, Vaddi K, Erickson-Viitanen S, Sun W,
Sandor V, Kantarjian HM: Efficacy, safety and survival with ruxolitinib
treatment in patients with myelofibrosis: results of a median 2-year
follow-up of COMFORT-I. Haematologica 2013. Epub ahead of print.

20. Cervantes F, Kiladjian J-J, Niederwieser D, Sirulnik A, Stalbovskaya V, McQuity M,
Hunter DS, Levy RS, Passamonti F, Barbui T, Barosi G, Gisslinger H, Vannucchi AM,
Knoops L, Harrison CN: Long-term safety, efficacy, and survival findings from
COMFORT-II, a phase 3 study comparing ruxolitinib with best available
therapy (BAT) for the treatment of myelofibrosis (MF) [abstract]. Blood 2012,
120:801.

21. Verstovsek S, Kantarjian H, Mesa RA, Pardanani AD, Cortes-Franco J, Thomas DA,
Estrov Z, Fridman JS, Bradley EC, Erickson-Viitanen S, Vaddi K, Levy R, Tefferi A:
Safety and efficacy of INCB018424, a JAK1 and JAK2 inhibitor, in
myelofibrosis. N Engl J Med 2010, 363:1117–1127.

22. Verstovsek S, Gotlib J, Gupta V, Atallah E, Mascarenhas J, Quintas-Cardama A,
Sun W, Sarlis NJ, Sandor V, Levy RS, Kantarjian H, Mesa RA: Management of
cytopenias in patients with myelofibrosis treated with ruxolitinib and
effect of dose modifications on efficacy outcomes. Onco Targets Ther
2013, 6:1–9.

23. San Miguel Amigo L, Franco Osorio R, Mercadal Vilchez S, Martinez-Frances A:
Azacitidine adverse effects in patients with myelodysplastic syndromes.
Adv Ther 2011, 28(4):6–11.

24. List A, Kurtin S, Roe DJ, Buresh A, Mahadevan D, Fuchs D, Rimsza L, Heaton R,
Knight R, Zeldis JB: Efficacy of lenalidomide in myelodysplastic syndromes.
N Engl J Med 2005, 352:549–557.

25. Giagounidis A, Fenaux P, Mufti GJ, Muus P, Platzbecker U, Sanz G, Cripe L,
Von Lilienfeld-Toal M, Wells RA: Practical recommendations on the use of
lenalidomide in the management of myelodysplastic syndromes.
Ann Hematol 2008, 87:345–352.

doi:10.1186/1756-8722-6-79
Cite this article as: Mesa and Cortes: Optimizing management of
ruxolitinib in patients with myelofibrosis: the need for individualized
dosing. Journal of Hematology & Oncology 2013 6:79.

Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Introduction
	Design and participants of the COMFORT-I study
	Management of treatment-related cytopenias in COMFORT-I
	Onset of anemia and thrombocytopenia
	Management of cytopenias
	Effect of ruxolitinib dose modifications on efficacy

	Ruxolitinib use in clinical practice: lessons from COMFORT-I

	Conclusions
	Abbreviations
	Competing interests
	Authors’ contributions
	Authors’ information
	Acknowledgements
	Author details
	References

