
S245 RUXOLITINIB IN PEDIATRIC PATIENTS WITH TREATMENT-NAIVE OR STEROID-REFRACTORY CHRONIC
GRAFT VERSUS HOST DISEASE: PRIMARY FINDINGS FROM THE PHASE II REACH5 STUDY

Topic: SCT clinical

Franco Locatelli*1, Bulent Antmen2, Hyoung Jin Kang3, Katsuyoshi Koh4, Yoshiyuki Takahashi5, Alphan Kupesiz6, Maria Gabriela Matos7, Donna Wall8,
Sunil Bhat9, Ho Joon Im10, Tayfun Gungor11, Meng-Yao Lu12, Tommaso Stefanelli13, Christine Rosko14, Annie St. Pierre13, Karin Burock13, Cristina
Diaz-De-Heredia15

1Irccs Bambino Gesù Children’s Hospital, Catholic University Of The Sacred Heart, Dept Of Pediatric Hematology/Oncology And Cell And Gene Therapy ,
Rome, Italy; 2Department Of Pediatrics, Acıbadem Adana Hospital, Division Of Pediatric Hematology And Oncology And Stem Cell Transplantation,,
Adana, Turkey; 3Seoul National University College Of Medicine, Seoul National University Cancer Research Institute, Seoul National University Children’s
Hospital, , Department Of Pediatrics, Seoul, Korea, Rep. Of South; 4Saitama Children’s Medical Center, Department Of Hematology/Oncology , Saitama,
Japan; 5Nagoya University Graduate School Of Medicine, Department Of Pediatrics , Nagoya, Japan; 6Akdeniz University School Of Medicine, Pediatric
Hematology Oncology , Antalya, Turkey; 7Graacc, Sao Paulo, Brazil; 8The University Of Toronto, The Hospital For Sick Children , Toronto, Canada;
9Narayana Health City, Mazumdar-Shaw Medical Center, Bangalore, India; 10Asan Medical Center Children’s Hospital, University Of Ulsan College Of
Medicine, Division Of Pediatric Hematology/Oncology, Department Of Pediatrics, Seoul, Korea, Rep. Of South; 11University Children’s Hospital Zurich-
Eleonore Foundation & Children’s Research Center, Department Of Hematology/Oncology/Immunology, Gene Therapy, And Stem Cell Transplantation,
Zürich, Switzerland; 12National Taiwan University Children’s Hospital, Department Of Pediatrics , Taipei, Taiwan; 13Novartis Pharma Ag, Basel,
Switzerland; 14Novartis Pharmaceuticals Corporation, East Hanover, United States; 15Hospital Universitari Vall D’Hebron, Vall D’hebron Institut De
Recerca, Division Of Pediatric Hematology And Oncology And Stem Cell Transplantation,, Barcelona, Spain

Background:

Chronic graft-versus-host disease (cGvHD) is a major complication of allogeneic stem cell transplantation and ≈
50% of patients (pts) become steroid-refractory (SR) or steroid-dependent. In the phase 3 REACH3 randomized
study (Zeiser et al., N Engl J Med, 2021), ruxolitinib (RUX) demonstrated a superior overall response rate (ORR)
vs. best available therapy in pts ≥12 years with SR cGvHD.

Aims:

We present the first data from REACH5 (NCT03774082), a phase 2 open-label, single-arm, multicenter study of
RUX added to corticosteroids (CS) in pediatric pts with moderate to severe cGvHD.

Methods:

Pts with moderate to severe treatment-naive or SR cGvHD were grouped according to age (Group 1: ≥12 to <18
years, Group 2: ≥6 to <12 years, and Group 3: ≥2 to <6 years). All pts received RUX plus CS ± calcineurin inhibitor
for up to 3 years (39 cycles of 28 days/week 156); RUX starting dose was 10 mg twice daily [BID] in Group 1, 5
mg BID in Group 2, and 4 mg/m2 BID in Group 3). The primary efficacy endpoint was ORR at cycle 7 day 1
(C7D1); key secondary endpoints included best overall response (BOR) up to C7D1, failure-free survival, overall
survival, and evaluation of safety. CS taper was permitted 2 weeks after the achievement of complete or partial
response; following successful CS taper, RUX taper could commence after C7D1. Data were analyzed once all pts
had completed 1 year of treatment or discontinued earlier (data cut-off 19 October 2022).

Results:

Overall, 45 pediatric pts were treated with RUX; 64.4% were male and the median age was 11.0 years (range,
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2.0–17.8). At screening, 37.8% of pts had moderate cGvHD and 62.2% had severe cGvHD; 62.2% were SR and
37.8% were treatment-naive. Median time from cGvHD diagnosis to start of study treatment was 49 days
(range,1–2999). At data cut-off, the treatment phase was ongoing for 15 pts and 30 pts had discontinued treatment;
the most common reasons for discontinuation were physician’s decision (15.6%), adverse event (AE; 13.3%) and
lack of efficacy (13.3%).

Among all pts, the ORR at C7D1 was 40% (18/45; 90% confidence interval [CI] 27.7, 53.3) and the BOR rate up
to C7D1 was 82.2% (37/45; 90% CI 70.2, 90.8) (Table). ORR at C7D1 in treatment-naive and SR pts were 41.2%
and 39.3%, respectively. Of pts receiving CS at baseline (40/45; 88.9%), 42.5% (17/40) stopped or completely
tapered CS and 75.0% (30/40) had a ≥50% reduction from baseline at least once by C7D1. Among all pts, the CS-
free ORR at data cut-off was 37.8% (17/45; 90% CI 25.7, 51.1).

The median duration of RUX exposure was 55.1 weeks (range 2.1–112.1). In total, 97.8% (44/45) of pts had an AE
(any grade) and 64.4% had a ≥3 grade AE. Most frequently reported AEs were anemia (22.2% any grade; 20.0%
≥3 grade), COVID-19 (17.8% any grade; 4.4% ≥3 grade) and decreased neutrophil count (17.8% any grade; 17.8%
≥3 grade). Overall, 73.3% (33/45) of pts had an infection. Viral infections occurred in 40.0% (18/45) of pts,
including 17.8% (8/45) SARS-CoV-2 infections; bacterial and fungal infections occurred in 2.2% and 11.1% of pts,
respectively. Overall, 10 (22.2%) pts died during the study. Three (6.7%) pts died whilst receiving RUX or within
30 days of the last study dose; causes of death were aspergillus pneumonia, septic shock and acute respiratory
distress syndrome (1 pt each).

Summary/Conclusion:

In pediatric pts with cGvHD, RUX treatment led to high ORR at C7D1 and a high BOR up to C7D1, across age
groups. ORR was similar in treatment-naive and SR pts at C7D1. The safety profile was consistent with
expectations for RUX and this pt population.

This study was sponsored by Novartis Pharmaceuticals.
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