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Safety analysis of patients who received ruxolitinib for steroid-
refractory acute or chronic graft-versus-host disease in an
expanded access program
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Outside of clinical trials and before commercial availability for acute and chronic graft-versus-host disease (GVHD), the Janus kinase
(JAK) 1/JAK2 inhibitor ruxolitinib was available to US patients with steroid-refractory GVHD through an open-label, multicenter
expanded access program (EAP) sponsored by Incyte Corporation. To assess the safety of ruxolitinib, data on serious adverse events
(SAEs) reported among patients in the EAP were collected. Patients ≥12 years old who received allogeneic hematopoietic cell
transplantation for a hematologic malignancy and developed any-grade acute or chronic steroid-refractory GVHD received
ruxolitinib at a starting dose of 5 mg twice daily (BID; acute GVHD) or 10 mg BID (chronic GVHD). At data extraction (May 8, 2020), 60
patients with acute GVHD and 549 with chronic GVHD were enrolled. In the acute and chronic GVHD cohorts, 41 (68.3%) and 186
(33.9%) patients, respectively, had ≥1 SAE. Sepsis (8.3%) and respiratory failure (6.7%) were the most common SAEs in the acute
GVHD cohort, and pneumonia (4.9%), sepsis (3.8%), and lung infection (3.5%) in chronic GVHD. Infection SAEs were reported in
23.3% and 20.0% of patients with acute and chronic GVHD, respectively. Overall, these safety findings demonstrate the tolerability
of ruxolitinib in steroid-refractory GVHD.
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INTRODUCTION
Allogeneic hematopoietic cell transplantation (HCT) is a potentially
curative treatment modality indicated for several advanced
malignant and nonmalignant hematologic disorders [1–3]. Graft-
versus-host disease (GVHD), a serious and potentially life-
threatening complication of HCT, represents a significant barrier
to successful HCT outcomes [4, 5]. Patients who develop GVHD
often report impaired physical functioning and quality of life [6, 7],
and both acute and chronic forms of GVHD are leading causes of
nonrelapse mortality following HCT [1, 8, 9]. Clinically significant
acute GVHD occurs in 30% to 60% of HCT recipients, depending
on donor characteristics and type of transplant conditioning
regimen and GVHD prophylaxis [10–12]. Chronic GVHD occurs in
~30% to 40% of long-term HCT survivors within the first year after
transplant and can occur following acute GVHD or arise de novo
[10, 13]. Involvement of the skin, liver, and gastrointestinal tract is
common to both acute and chronic GVHD [4, 14], whereas the
pleomorphic multi-organ pathology observed in chronic GVHD
additionally may include involvement of the mouth, nails, scalp,
eyes, joints, genitals, and lungs [14].
There are no US Food and Drug Administration (FDA)-approved

agents for the initial treatment of acute or chronic GVHD, and
corticosteroids are the standard-of-care first-line treatment for
both diseases [15, 16]. However, 35% to 60% of patients with
acute GVHD and 40% to 60% with chronic GVHD become
refractory to corticosteroid treatment and require additional

systemic therapy [10, 17–19]. Steroid-refractory GVHD is char-
acterized by high mortality rates, and there were no standard
therapies in this setting at the time of this analysis [15]. Therefore,
an unmet need exists for agents that can safely and effectively
treat GVHD and improve long-term outcomes of HCT.
Ruxolitinib, a Janus kinase (JAK) 1/JAK2 inhibitor, demonstrated

efficacy versus best available therapy in phase 3 trials of patients
with steroid-refractory acute [20] or chronic GVHD [21] and is now
approved for the treatment of steroid-refractory acute or chronic
GVHD in patients ≥12 years of age [22]. Outside of clinical trials
(and before commercial availability), access to ruxolitinib was
available to patients with steroid-refractory acute or chronic GVHD
in the United States through an expanded access program (EAP)
sponsored by Incyte Corporation. The objective of this analysis is
to report safety and overall survival data for patients with steroid-
refractory GVHD who received ruxolitinib through the EAP.

METHODS
Study design and patients
The Incyte-sponsored EAP was an open-label, multicenter study conducted
at 33 US study locations across 22 states (Arizona, California, Colorado,
Florida, Illinois, Indiana, Kansas, Massachusetts, Michigan, Minnesota,
Missouri, New Jersey, New Mexico, New York, Ohio, Oregon, Pennsylvania,
South Carolina, South Dakota, Texas, Washington, and Wisconsin). Eligible
patients were ≥12 years old, received an allogeneic HCT from any donor
source for a hematologic malignancy, and developed any-grade acute (per
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Minnesota-Center for International Blood and Marrow Transplant Research
criteria) [23] or chronic (per National Institutes of Health Consensus
Criteria) [14] steroid-refractory GVHD; clinical and diagnostic confirmation
of steroid-refractory GVHD was determined by the treating physician.
Patients were required to have evidence of myeloid engraftment
(e.g., absolute neutrophil count ≥ 1.0 × 109/L for 3 consecutive days if
ablative therapy was used previously) and platelet engraftment (i.e.,
platelets ≥20 × 109/L) and an Eastern Cooperative Oncology Group
performance status of 0 to 3. Patients who had inadequate liver function
not attributed to GVHD, end-stage renal dysfunction regardless of
hemodialysis requirement, active uncontrolled infection; or those on any
anticancer therapy, receiving any secondary GVHD therapy due to
insufficient response/progression on treatment or a concomitant JAK
inhibitor; or who were eligible for an active Incyte-sponsored clinical trial
for ruxolitinib for the treatment of GVHD were excluded from participation.
Patients were enrolled into the acute GVHD program beginning on

August 25, 2017 and into the chronic GVHD program beginning on August
9, 2017; the acute GVHD program was discontinued after ruxolitinib
received FDA approval for steroid-refractory acute GVHD (data cutoff, May
8, 2020), whereas the chronic GVHD program was ongoing at the time of
data extraction (data cutoff, September 8, 2020). The program is registered
at ClinicalTrials.gov (NCT03147742).
The program was conducted in accordance with the principles

originating in the Declaration of Helsinki and Good Clinical Practice and
in adherence to the study protocol. All patients and/or their legal
guardians provided written informed consent before the conduct of any
program-related procedures. The institutional review board approved the
protocol and all amendments.

Ruxolitinib treatment
Patients received ruxolitinib at a starting dose of 5 mg twice daily (BID) for
acute GVHD (per the starting dose administered in the REACH1 clinical
study and based on FDA guidance received during the design of REACH1)
[24] and 10mg BID for chronic GVHD (per REACH3) [20]. As of September
2021, the ruxolitinib label also recommends starting doses of 5 and 10mg
BID for the treatment of acute and chronic GVHD, respectively [22].
Patients with acute GVHD could have their dose escalated to 10mg BID
after 3 days if hematologic parameters were stable in the absence of
treatment-related toxicity. Stable hematologic parameters were defined as
the absence of a ≥ 50% decrease in platelet count and/or absolute
neutrophil count relative to the date of the first ruxolitinib dose. Dose
escalations were not permitted for chronic GVHD, as the protocol-defined
maximum recommended dose for ruxolitinib treatment was 10mg BID.
Dose reductions were allowed at any time during the course of treatment
based on safety and laboratory assessments; the ruxolitinib dose could be
re-escalated if toxicity management thresholds were met or if the patient
experienced a GVHD flare and had adequate hematologic parameters.
Patients could receive ruxolitinib treatment for as long as they continued
to derive clinical benefit and treatment withdrawal criteria were not met
per the discretion of the treating physician. Withdrawal criteria included
unacceptable toxicity; relapse of the underlying malignancy; inability to
tolerate ruxolitinib at a dose of 5 mg once daily (QD); investigator decision
that further participation would be injurious to the patient’s health or well-
being; pregnancy; withdrawn consent; program termination by the
sponsor, FDA, or institutional review board; transition to commercially
available ruxolitinib; or death. Patients could receive or continue to use any
nonrestricted or prohibited medications (Table S1), including anti-infective
medications, GVHD prophylaxis medications (including calcineurin inhibi-
tors), transfusion support, or topical steroid therapy, as deemed necessary
by the physician to manage GVHD or any other complication.

Assessments and statistical analyses
Data on patient demographics, medical history, disease characteristics (e.g.,
hematologic malignancy type, transplant setting, GVHD staging at treatment
initiation, date of diagnosis, sites of disease), treatment history, and
concomitant GVHD medications were collected at screening. Serious
adverse events (SAEs) were coded using the Medical Dictionary for
Regulatory Activities v22.0 and graded per National Cancer Institute
Common Terminology Criteria for Adverse Events v4.03 and assessed from
the screening period through safety follow-up. SAEs were defined as an
event that met ≥1 of the following criteria: (1) was fatal or life threatening;
(2) required inpatient hospitalization or prolongation of existing hospitaliza-
tion (unless hospitalization was a result of a routine treatment or monitoring
of the study indication not associated with any deterioration in condition; an

elective surgery or preplanned treatment for a pre-existing condition that
was unrelated to the indication under the program and had not worsened
since signing the informed consent form; a treatment or emergency
outpatient basis for an event not fulfilling any of the definitions of an SAE
and not resulting in hospital admission; or any social reasons and respite
care, in the absence of any deterioration in the patient’s general condition);
(3) resulted in persistent or significant disability, incapacity, or a substantial
disruption of the patient’s ability to conduct normal life functions; (4)
constituted a congenital anomaly or birth defect; or (5) was considered an
important medical event or a medically significant event that may have
jeopardized the patient or required medical or surgical intervention to
prevent one of the outcomes listed above. For patients discontinuing
treatment, the safety follow-up period lasted 30 days following the date of
the final ruxolitinib dose (not applicable to patients who transitioned to
commercial product). Safety data were summarized using descriptive
statistics. Ruxolitinib treatment duration and overall survival were assessed
for each patient cohort using Kaplan–Meier methodology.

RESULTS
Patients
A total of 60 patients with acute GVHD and 549 patients with
chronic GVHD were enrolled in the EAP. Among patients with

Table 1. Patient demographics and baseline clinical characteristics.

Characteristic Acute GVHD Chronic GVHD

(n= 60) (n= 549)

Age at treatment start, y

Mean (SD) 55.6 (12.9) 56.5 (14.2)

Median (range) 58.5 (24–76) 60.0 (15–81)

Sex, n (%)

Male 35 (58.3) 294 (53.6)

Female 25 (41.7) 255 (46.4)

GVHD organ involvement, n (%)

GI tract 36 (60.0) 152 (27.7)

Skin 35 (58.3) 390 (71.0)

Liver 10 (16.7) 106 (19.3)

Lung – 189 (34.4)

Eyes – 333 (60.7)

Mouth – 303 (55.2)

Joint – 210 (38.3)

Genital – 57 (10.4)

Acute GVHD grade at treatment initiation, n (%)

I 8 (13.3) −

II 20 (33.3) −

III 21 (35.0) −

IV 9 (15.0) −

Missing 2 (3.3) −

Chronic GVHD severity at treatment initiation, n (%)

Mild − 75 (13.7)

Moderate − 239 (43.5)

Severe − 227 (41.3)

Missing − 8 (1.5)

Number of previous treatments for GVHD, n (%)

1 11 (18.3) 201 (36.6)

2 22 (36.7) 162 (29.5)

3–4 25 (41.7) 164 (29.9)

≥5 2 (3.3) 22 (4.0)

GI gastrointestinal, GVHD graft-versus-host disease.
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acute GVHD, median (range) age at time of transplant was 58.5
(24–76) years, and 35 patients (58.3%) were male; 36 (60.0%), 35
(58.3%), and 10 patients (16.7%) had acute GVHD involvement of
the gastrointestinal tract, skin, and liver, respectively (Table 1).
Among patients with chronic GVHD, median (range) age was 60.0
(15–81) years, and 294 patients (53.6%) were male; the most
commonly involved organs were skin (n= 390; 71.0%), eyes (n=
333; 60.7%), and mouth (n= 303; 55.2%). At treatment initiation,
most patients with acute GVHD had GVHD grade II (33.3%) or
grade III (35.0%) disease, and those with chronic GVHD were rated
as having moderate (43.5%) or severe (41.3%) disease. Aside from
previous glucocorticoid therapy (acute GVHD, 96.7%; chronic
GVHD, 54.1%), the most common treatment received at the time
of study initiation was calcineurin inhibitors (acute GVHD, 45.0%;
chronic GVHD, 37.7%; Fig. 1).
In the acute GVHD cohort, 47 patients (78.3%) received the

protocol-recommended starting dose of 5 mg BID ruxolitinib; at
the time of last dose, 36 patients (60.0%) were receiving 5mg BID
ruxolitinib, and 6 (10.0%) and 18 patients (30.0%) were receiving 5
mg QD and 10mg BID ruxolitinib, respectively (Fig. 2a). All
patients in the acute GVHD cohort discontinued treatment, most
commonly owing to program discontinuation (23.3%), death
(21.7%), and GVHD progression and relapse of the underlying
malignancy (6.7% each). The median (95% CI) treatment duration
was 93.0 (50–151) days (Fig. 3a).

Among patients with chronic GVHD, 258 (47.0%) received the
protocol-recommended starting dose of 10mg BID ruxolitinib; at the
time of last dose, 302 patients (55.0%) were receiving 10mg BID
ruxolitinib, and 31 (5.6%), 206 (37.5%), and 10 patients (1.8%) were
receiving 5mg QD, 5mg BID, and other doses of ruxolitinib,
respectively (Fig. 2b). At the time of data extraction, 206 patients
(37.5%) had discontinued treatment; the most common reasons were
death (8.2%), GVHD progression (4.9%), relapse of the underlying
malignancy (3.8%), and adverse events (AEs; 3.6%). The median (95%
CI) treatment duration was 712.0 (572–1014) days (Fig. 3b).

Safety
In the acute GVHD cohort, 41 patients (68.3%) had ≥1 SAE. The
most common SAEs were sepsis (8.3%) and respiratory failure
(6.7%; Table 2). Median (range) time from ruxolitinib initiation to
first SAE was 25.0 (3–253) days. Fourteen patients (23.3%) had
infections reported as SAEs, none of which were cytomegalovirus
(CMV) infections (Table 2). Treatment-related SAEs were reported
in six patients (10.0%; Table 2); the only treatment-related SAE
reported in >1 patient was respiratory failure (n= 2). Twenty-three
patients (38.3%) had SAEs with fatal outcomes. Two patients
(3.3%) had fatal SAEs suspected to be related to ruxolitinib, which
were respiratory failure (n= 2) and shock (n= 1).
In the chronic GVHD cohort, SAEs occurred in 186 patients

(33.9%). The most frequently reported SAEs were pneumonia
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Fig. 1 GVHD treatments received at the time of study initiation for patients with (a) acute and (b) chronic GVHD*. ATC Anatomical Therapeutic
Chemical, GVHD graft-versus-host disease. *Patients could have received >1 treatment; treatment types are per ATC code and as reported at
the time of ruxolitinib initiation. Per study eligibility criteria, all patients were previously exposed to corticosteroids at the time of or before
ruxolitinib initiation. †Previous therapies reported in >1% of patients are shown.
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(4.9%), sepsis (3.8%), and lung infection (3.5%; Table 3). Median
(range) time from ruxolitinib initiation to first SAE was 80.0
(1–1014) days. Overall, 110 patients (20.0%) had infections
reported as SAEs, with pneumonia being the most commonly
reported (n= 27 [4.9%]; Table 3). One patient (0.2%) and 2
patients (0.4%) had reported SAEs of CMV infection and viremia,
respectively. There were 42 patients (7.7%) who had SAEs deemed
related to ruxolitinib (Table 3); the most common treatment-
related SAEs were pneumonia (2.7%), lung infection (0.5%), and
sepsis (0.5%). Sixty-one (11.1%) patients had fatal SAEs, most
commonly attributed, at least in part, to infections (n= 19 [31.1%
of SAE-related fatalities]). Eight patients (1.5%) had fatal SAEs
suspected to be related to ruxolitinib; pneumonia was the only
fatal SAE reported in >1 patient (n= 2).

Survival
At the time of data extraction, 12 patients (20.0%) in the acute
GVHD cohort had died due to any cause; median overall survival
was not reached (95% CI, 345 days—not reached; Fig. 4a). In the
chronic GVHD cohort, 45 patients (8.2%) had died from any cause

at the time of data cutoff; median overall survival was not reached
(95% CI, 1001 days—not reached; Fig. 4b).

DISCUSSION
This study describes the largest safety analysis of patients treated
with ruxolitinib for GVHD to date. In summary, patients with
steroid-refractory GVHD in the ruxolitinib EAPs were heavily
pretreated, with nearly half of patients with acute GVHD and
approximately one-third of patients with chronic GVHD having
received ≥3 lines of prior therapy. More than half of patients with
acute GVHD had involvement of the gastrointestinal tract or skin,
whereas patients with chronic GVHD primarily had involvement of
the skin, eyes, and mouth. Although this study was not designed
to collect efficacy data, we observed few patients in either cohort
who discontinued ruxolitinib treatment because of GVHD
progression (7% and 5% in the acute and chronic GVHD cohorts,
respectively) or relapse of the underlying malignancy (7% and 4%,
respectively). Response rates cannot be determined from this
primarily safety-driven dataset. Only 2% and 4% of patients with
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acute and chronic GVHD, respectively, discontinued treatment due
to AEs. SAEs were reported in approximately two-thirds of patients
with acute GVHD and in one-third of patients with chronic GVHD;
however, no new or unexpected SAEs were reported. Overall, the
toxicity profile of ruxolitinib in acute and chronic GVHD was
favorable and consistent with that observed in the REACH clinical
trials [20, 21, 24]. Rates of relapse-related discontinuations were
not suggestive of an increased incidence of malignancy relapse
with ruxolitinib; however, the EAP did not capture data on
malignancy relapses independent of program discontinuation.
At the time of study initiation, there were no standard second-

line therapies for acute or chronic GVHD, and prognosis is poor
among patients with steroid-refractory disease [10, 15]. Ruxolitinib
has demonstrated efficacy in patients with steroid-refractory acute
GVHD in phase 2 (REACH1) and 3 (REACH2) clinical trials [20, 24].
Additionally, ruxolitinib treatment resulted in improved response
rate, failure-free survival, and symptoms compared with best
available therapy in patients with steroid-refractory chronic
GVHD in an open-label phase 3 study (REACH3) [21]. In the
REACH trials, ruxolitinib appeared tolerable, with cytopenias (e.g.,
thrombocytopenia, anemia, neutropenia) typically reported as the
most frequently occurring AEs. Notably, transient cytopenias

manageable with dose modifications and supportive measures
have also been observed with ruxolitinib in the treatment of other
disorders, including myelofibrosis [25]. CMV infection events were
common in clinical trials of ruxolitinib [20, 24] but rarely qualified
as SAEs in the EAP; however, the EAP only captured SAEs, so the
overall frequency of CMV events of any severity is unknown in the
current study. Insufficient mature data from the REACH trials are
available to draw conclusions regarding the survival benefit of
ruxolitinib in steroid-refractory GVHD, but failure-free survival was
improved with ruxolitinib versus best available therapy in both
acute (REACH2) and chronic (REACH3) studies [20, 21], and median
overall survival appeared longer with ruxolitinib in REACH2 (11.1
vs. 6.5 months in the control arm) [20].
The EAP was not designed to evaluate efficacy; however, the

median duration of ruxolitinib treatment was ~3 months in the
acute GVHD cohort and nearly 2 years in the chronic GVHD cohort.

Table 2. Summary of SAEs in the acute GVHD cohort.

SAE, n (%) Acute GVHD

(n= 60)

Any SAEa 41 (68.3)

Sepsis 5 (8.3)

Respiratory failure 4 (6.7)

Diarrhea 3 (5.0)

Failure to thrive 3 (5.0)

GVHDb 3 (5.0)

Acute respiratory failure 2 (3.3)

Atrial fibrillation 2 (3.3)

Bacteremia 2 (3.3)

Decreased appetite 2 (3.3)

Deep vein thrombosis 2 (3.3)

Lung infection 2 (3.3)

Staphylococcal infection 2 (3.3)

Any infection SAE 14 (23.3)

Sepsis 5 (8.3)

Bacteremia 2 (3.3)

Lung infection 2 (3.3)

Staphylococcal infection 2 (3.3)

Aspergillus infection 1 (1.7)

BK virus infection 1 (1.7)

Parainfluenza virus infection 1 (1.7)

Pneumococcal bacteremia 1 (1.7)

Pneumonia 1 (1.7)

Pneumonia pseudomonal 1 (1.7)

Septic shock 1 (1.7)

Skin infection 1 (1.7)

Any treatment-related SAEa 6 (10.0)

Respiratory failure 2 (3.3)

GVHD graft-versus-host disease, SAE serious adverse event.
aSAEs reported in >1 patient are shown.
bInformation concerning progression of acute GVHD or development of
acute GVHD is not available.

Table 3. Summary of SAEs in the chronic GVHD cohort.

SAE, n (%) Chronic GVHD

(n= 549)

Any SAEa 186 (33.9)

Pneumonia 27 (4.9)

Sepsis 21 (3.8)

Lung infection 19 (3.5)

Respiratory failure 10 (1.8)

Dyspnea 9 (1.6)

Acute kidney injury 8 (1.5)

Pulmonary embolism 8 (1.5)

Pyrexia 8 (1.5)

Influenza 7 (1.3)

Chronic GVHD 6 (1.1)

Diarrhea 6 (1.1)

Upper respiratory tract infection 6 (1.1)

Any infection SAEb 110 (20.0)

Pneumonia 27 (4.9)

Sepsis 21 (3.8)

Lung infection 19 (3.5)

Influenza 7 (1.3)

Upper respiratory tract infection 6 (1.1)

Respiratory syncytial virus infection 5 (0.9)

Cellulitis 4 (0.7)

Urinary tract infection 4 (0.7)

Bronchitis 3 (0.5)

Any treatment-related SAEc 42 (7.7)

Pneumonia 15 (2.7)

Lung infection 3 (0.5)

Sepsis 3 (0.5)

Dyspnea 2 (0.4)

Febrile neutropenia 2 (0.4)

Pneumonia respiratory syncytial viral 2 (0.4)

Respiratory distress 2 (0.4)

Respiratory failure 2 (0.4)

Squamous cell carcinoma 2 (0.4)

GVHD graft-versus-host disease, SAE serious adverse event.
aSAEs reported in >1.0% of the total patient population are shown.
bInfection SAEs reported in >2 patients are shown.
cTreatment-related SAEs reported in >1 patient are shown.
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This highlights the potential clinical benefit derived from
ruxolitinib therapy. Although clinical benefit was not formally
assessed on study, potential benefits may include stabilization of
disease symptomatology and facilitation of concomitant steroid
and immunosuppressant tapering. There was also encouraging
survival data seen, as median overall survival was not reached in
either cohort.
Several limitations to this study should be considered. First,

criteria for establishing GVHD diagnosis and severity were
determined by the treating physician. Additionally, only SAEs
and not all treatment-emergent AEs were captured, so unex-
pected toxicities of mild to moderate severity may have been
missed. By design, there was no specific prospective follow-up, so
the study may be subject to underreporting of safety events.
Additionally, the acute GVHD cohort had limited follow-up, as
patients who remained on treatment were transitioned to
commercial ruxolitinib supply (May 2020) following FDA approval
of ruxolitinib for this indication; FDA approval of ruxolitinib for the
treatment of steroid-refractory chronic GVHD (September 2021)
occurred after data extraction and did not affect the analysis.
Finally, the intended scope of the EAP was to collect prospective

toxicity data and not detailed efficacy information, and response
data are therefore unavailable.
In conclusion, in this analysis of patients with steroid-refractory

GVHD receiving ruxolitinib via an EAP, no new or unexpected SAEs
were observed. Relatively few patients discontinued the program
owing to malignancy relapse, and overall survival was not reached
in either cohort at the time of data cutoff. This study provides a
comprehensive safety evaluation from a large patient cohort, with
findings demonstrating the tolerability of ruxolitinib in acute and
chronic GVHD patient populations. Although no formal efficacy
analyses were conducted, the long duration of therapy and
survival suggests a benefit of ruxolitinib therapy in both acute and
chronic GVHD.

DATA AVAILABILITY
Incyte Corporation (Wilmington, DE, USA) is committed to data sharing that advances
science and medicine while protecting patient privacy. Qualified external scientific
researchers may request anonymized datasets owned by Incyte for the purpose of
conducting legitimate scientific research. Researchers may request anonymized datasets
from any interventional study (except Phase 1 studies) for which the product and
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indication have been approved on or after 1—January 2020 in at least one major market
(e.g., US, EU, JPN). Data will be available for request after the primary publication or 2
years after the study has ended. Information on Incyte’s clinical trial data-sharing policy
and instructions for submitting clinical trial data requests are available at: https://www.
incyte.com/Portals/0/Assets/Compliance%20and%20Transparency/clinical-trial-data-
sharing.pdf?ver=2020-05-21-132838-960.
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