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Long-term treatment with pacritinib on a compassionate

use basis in patients with advanced myelofibrosis

Pacritinib is an oral Janus kinase (JAK) 2/interleukin-1 re-
ceptor—associated kinase 1 (IRAK1)/ activin receptor type-
1 (ACVR1) inhibitor that does not inhibit JAK1.? Pacritinib
received accelerated approval in the US in February 2022
for the treatment of adults with intermediate- or high-risk
myelofibrosis (MF) with a platelet count <50x10°%/L. Late-
stage clinical studies of pacritinib include two randomized,
controlled phase Il trials (PERSIST-1 and PERSIST-2; clini-
caltrials gov. Identifier: NCT01773187 and NCT020557817) and
a phase Il dose-finding study (PAC203; clinicaltrials gov.
Identifier: NCT048841917).23-5 While pacritinib efficacy and
safety was demonstrated across these studies, the phase
[l trials were terminated early due to a full clinical hold
on February 8, 2016. The hold was removed on January 5,
2017 after submission of the final study reports, and pa-
tients who had benefited from pacritinib on trial were able
to resume pacritinib on a compassionate use basis. In
order to describe the long-term treatment experience with
pacritinib, we analyzed data from 76 patients treated with
pacritinib on a compassionate use basis after receiving pa-
critinib on a clinical trial, representing the longest-term
data available. Most of these patients were thrombocyto-
penic and/or anemic, and most had received prior JAK2
inhibitor therapy. Pacritinib treatment duration was no-
table in this advanced population, with a median total dur-
ation (original study + compassionate use) of 21.1 months
(range, 0.9-80.9 months). Similar treatment durations were
observed regardless of baseline blood cell counts; how-
ever, median treatment duration was longer in patients
who were JAK inhibitor naive compared to those who had
prior exposure. Reported serious adverse events (SAE)
were consistent with those expected in an advanced MF
patient population. Overall, these findings demonstrate
that prolonged treatment with pacritinib is feasible in pa-
tients with advanced MF, including those with cytopenias.
Thrombocytopenia, occurring either as a result of disease
progression or from treatment with myelosuppressive
therapy, is a common complication in patients with MF
and is associated with more advanced disease and shorter
survival compared to patients with higher platelet
counts.®® The prevalence of severe thrombocytopenia
(platelet count <50x10°/L) in MF is estimated to be as high
as 35%.° Outcomes are particularly poor in patients with
prior JAK2 inhibitor therapy: median survival in MF after
discontinuing ruxolitinib is 14 months overall and approxi-
mately 8 months if the platelet count was <100x10°/L at
discontinuation."

The clinical studies of pacritinib are unique in the MF land-

scape, as they allowed enrollment of patients with severe
cytopenias: the phase Il PAC203 study and the phase Il
PERSIST-1 and PERSIST-2 studies all included patients with
baseline platelet counts <50x10°/L as well as those with
higher platelet counts. By contrast, other approved JAK2
inhibitors have not been extensively studied in patients
with severe thrombocytopenia. In this analysis, we re-
viewed treatment and safety data from patients who re-
ceived pacritinib as part of a compassionate use program
after participating in a clinical study. Upon study closure,
patients enrolled in PERSIST-1, PERSIST-2, or PAC203 were
eligible to continue pacritinib on a compassionate use
basis if they had an unmet medical need and were experi-
encing benefit in the opinion of the investigator or patient.
Patients were excluded if they had progressed to acute
leukemia or experienced high-grade cardiac or bleeding
events on study. Eighty-three patients were approved for
compassionate use, and 76 received compassionate use
pacritinib, of whom 42 were originally enrolled in the PER-
SIST-1/PERSIST-2 studies and 34 were enrolled in PAC203.
Patient characteristics were available from the original
study for 74 patients treated with compassionate use pa-
critinib (Table 1). Median age was 69 years. Most patients
(70%) had received prior treatment with a JAK2 inhibitor.
Over half (60%) had a baseline peripheral blast count 21%.
Cytopenias were common, with 34% of patients having a
platelet count <50x10°/L and 69% having a platelet count
<100x10°%/L; in addition, 50% had hemoglobin <10 g/dL. Be-
tween the original study enrollment and the transition to
compassionate use, the percentage of patients requiring
red blood cell transfusion decreased from 49% to 33%.
Among 30 patients on PAC203 who had myeloid mutations
assessed,® 67% had a non-driver mutation and 33% had a
high-risk mutation (in ASXL1, SRSF2, U2AF1 Q157, TP53,
EZH2, IDH1/2, or NRAS).

Pacritinib dosing data was collected as part of the com-
passionate use program and was available for 70 of 76 pa-
tients. The allowed dosing regimens for pacritinib were
200 mg twice daily (BID), 100 mg BID, and 100 mg daily. For
patients treated at lower doses during the original studies,
dose escalation up to 200 mg BID was permitted at the
discretion of the medical monitor and treating physician.
Among the 70 patients with available dosing data at the
start of the compassionate use program, 68% received pa-
critinib at a starting dose of 200 mg BID, 26% received 100
mg BID, and 6% received 100 mg daily. Nearly all patients
(97% [66/68]) received the same dose or a higher dose
than they had received on-study.
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Table 1. Baseline characteristics® of patients receiving compassionate use pacritinib.

Characteristic

Prior study participation, % (N)
PERSIST-1
PERSIST-2
PAC203

Sex, % (N)
Male
Female

Age in years at start of original study, median (range)

Peripheral blasts =1%, % (N)

Prior JAK inhibitor, % (N)
Yes
No

Blood cell counts

At original study start

Patients receiving pacritinib (N=76)

8 (6/76)
47 (36/76)
45 (34/76)

59 (44/74)
41 (30/74)

69 (37-84)
60 (38/63)

70 (52/74)
30 (22/74)

Prior to compassionate use

Median PLT count x10%/L, (IQR) 74 (40-117) 61 (32-105)
PLT <50x10°%L, % (N) 34 (24/71) 40 (29/73)
PLT <100x10°%L, % (N) 69 (49/71) 74 (54/73)
PLT =100x10%L, % (N) 31 (22/71) 26 (19/73)

Median WBC x10°%L, (IQR) 7.4 (3.7-16.4) 6.8 (3.5-12.0)
Median ANC x10%L, (IQR) 4.3 (2.1-10.5) 4.4 (1.9-8.7)

Median Hb g/dL, (IQR) 9.9 (8.3-11.2) 9.8 (8.2-11.8)
Hb <10 g/dL, % (N) 50 (37/74) 53 (39/74)

Platelet transfusion within the past 90 days, % (N) 12.2 (9/74) 9.5 (7/74)

RBC transfusion within the past 90 days, % (N) 48.6 (36/74) 32.4 (24/74)

Myeloid mutations (PAC203)°, % (N)

Non-driver mutation 67 (20/30)
=2 non-driver mutations 27 (8/30)
High-risk mutation°® 33 (10/30)

Driver mutation
Driver allele burden <50%
Driver allele burden =50%

100 (30/30)
50 (13/26 with baseline VAF data)
50 (13/26 with baseline VAF data)

aCharacteristics as of the time of original study enrollment unless otherwise noted; denominators are based on N with available data. ®Mutation
analysis was performed in the PAC203 study only; mutation status is based on N=30 patients with available baseline data. High risk includes
ASXL1, SRSF2, U2AF1 Q157, TP53, EZH2, IDH1/2, NRAS. JAK: Janus associated kinase; IQR: interquartile range; PLT: platelet count; Hb: hemoglobin;
WBC: white blood cell; ANC: absolute neutrophil count; RBC: red blood cell; VAF: variant allele frequency.

Prolonged pacritinib treatment was feasible in patients in
the compassionate use program (Figure 1). Overall, the
median total duration of treatment with pacritinib (original
study + compassionate use) was 21.1 months (range, 0.9-
80.9 months) (Table 2), including a median treatment dur-
ation of 7.7 months on the original study and 11.6 months
in the compassionate use program. At the time of this
analysis (data cut-off February 28, 2022), 15 patients con-
tinued to receive compassionate use pacritinib with a
median total treatment duration of 41 months (range, 33-
79 months).

Treatment duration was similar in patients with baseline
thrombocytopenia or anemia compared with the 21.1-
month duration in the overall population: median treat-
ment duration was 20.7 months in patients with platelet
count <50x10°%/L (n=24) and 19.8 months in patients with

hemoglobin <10 g/dL (n=37). Among patients who had pre-
viously been enrolled in PAC203 and had mutational analy-
sis data (n=30), the median total treatment duration was
28.7 months in patients with high-risk mutations (n=10)
and 22.6 months in patients without high-risk mutations
(n=20), indicating the feasibility of long-term pacritinib
treatment regardless of molecular risk status. Median
treatment duration was longer in patients who were JAK
inhibitor naive (29.4 months, n=22) compared to those
with prior JAK inhibitor exposure (17.9 months, n=52).
Among patients with prior JAK inhibitor exposure, the
median time between prior JAK inhibitor and the start of
pacritinib was only 18 days, and the median time from prior
JAK inhibitor discontinuation to last day of treatment with
compassionate use pacritinib was 27.3 months (range, 7.3-
79.4 months ). This observed total time from prior JAK in-
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Figure 1. Time on pacritinib in compassionate use population. Patients ordered by length of time on treatment. Ongoing patients

at time of data cut-off February 28, 2022.

hibitor discontinuation compares favorably to the median
survival of 14 months (95% confidence interval: 10-18) pre-
viously reported in patients discontinuing ruxolitinib," al-
though the possibility of selection bias during enrollment
in the compassionate use program should be noted.

SAE reporting was required on the compassionate use
program. Among the 76 patients treated with compassion-
ate use pacritinib, 35 (46%) experienced an SAE (Online
Supplementary Table S7). SAE considered possibly related
to pacritinib were reported in 16 patients (21%). Most SAE
were considered unlikely related to pacritinib and were ex-
pected in an end-stage MF population, including bleeding
events in 15 patients (20%), infection in ten patients (13%),
and heart failure in three patients (4%). Among the infec-
tions reported, only one was considered atypical or poten-
tially opportunistic: a case of actinomyces pneumonia in a
patient with baseline neutropenia, which resolved with ad-
ministration of antibiotics. In addition to heart failure,

other cardiac events were reported in four patients (5%)
and consisted of QT prolongation in two patients, and
myocardial infarction and atrial enlargement in one patient
each. There was one reported SAE of skin cancer, which
was a case of invasive squamous cell carcinoma in a pa-
tient with a history of recurrent squamous cell carcinomas
prior to treatment. Transformation to AML was reported in
one patient.

Most SAE were grade 3 or 4 (48 events in 28 patients).
There were ten fatal (grade 5) SAE reported in nine pa-
tients, including infection (n=3), heart failure (n=2), bleed-
ing events (retroperitoneal hemorrhage, subdural
hematoma, and hematemesis [n=1 each]), acute kidney in-
jury (n=1) and disease progression (n=1). In the case of fatal
subdural hematoma, the patient had been off pacritinib for
>1 month at the time of death. In the case of fatal hema-
temesis, the patient had been on concomitant venetoclax
plus decitabine prior to the event. Both events were con-
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Table 2. Duration of treatment for patients receiving compassionate use pacritinib.

Median pacritinib treatment duration, months (range)

Original study?

Compassionate use

Total

All patients (N=75) 7.7 (0-33.0) 11.6 (0.3-69.0) 21.1 (0.9-80.9)
PLT <50x10%/L (N=24) 8.7 (2.3-24.2) 11.6 (1.2-57.3) 20.7 (6.1-65.5)
PLT 50-100x10%L (N=25) 7.1 (1.0-19.8) 13.2 (0.7-68.4) 24.1 (3.5-75.1)
PLT >100x10%L (N=22) 7.5 (0.2-33.0) 11.6 (0.9-69.0) 22.7 (4.3-80.9)
Hb <10 g/dL (N=37) 7.3 (1.0-24.2) 10.6 (0.3-68.4) 19.8 (3.5-75.1)
PLT <50x10%L and Hb <10 g/dL (N=15) 8.5 (2.3-24.2) 13.3 (2.5-57.3) 21.9 (9.7-65.5)

With high-risk mutation (N=10)°

12.1 (7.2-17.3)

16.2 (2.5-31.4)

28.7 (9.7-46.0)

Without high-risk mutation (N=20)° 7.5 (5.5-16.6) 12.6 (1.1-30.7) 22.6 (7.2-47.1)
Prior JAK inhibitor (N=52) 7.5(1.7-19.8) 9.5 (0.3-31.4) 17.9 (3.5-48.8)
No prior JAK inhibitor (N=22) 8.5 (0.2-33.0) 16.4 (0.9-69.0) 29.4 (8.2-80.9)

aData on the original study is based on N=73 patients with available baseline data from original study. "Mutation analysis was performed in
the PAC203 study only; mutation status is based on N=30 patients with available baseline data. Hb: hemoglobin; PLT: platelet count; JAK:

Janus associated kinase.

sidered unlikely related to pacritinib by the investigator.
This analysis provides unique evidence supporting the
feasibility of prolonged treatment with pacritinib, even in
patients with cytopenias. While standard clinical trial end-
points were not available on the compassionate use pro-
gram, the duration of therapy in this advanced MF
population suggests that patients were experiencing bene-
fit and tolerating treatment. The duration of therapy in pa-
tients with prior JAK2 inhibitor exposure was favorable
compared to the expected survival in MF after ruxolitinib
discontinuation. The SAE profile of pacritinib on com-
passionate use was consistent with that previously ob-
served with pacritinib and with the end-stage treatment
setting. These data support the use of pacritinib for long-
term treatment of patients with MF, including those with
cytopenias.
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