
Updates in cGvHD

Ruxolitinib (JAK1/2 inhibitor, Novartis/Incyte) has 
moved to Pre-registration and is poised for an approval 
in 2021 but its PDUFA target action date has been 
delayed by 3 months (September 2021), to review 
updated data from the REACH3 (NCT03112603) trial, 
which supports the application for FDA approval.  
Ruxolitinib, currently used off-label for cGvHD, is 
associated with safety issues such as thrombocytopenia, 
anemia, and leukopenia. 

The Phase III REACH3 study of ruxolitinib in cGvHD 
demonstrated that treatment with ruxolitinib led to 
significant improvements in ORR at week 24 (ruxolitinib, 
49.7% vs. placebo, 25.6%; odds ratio [OR], 2.99; p < 0.001), 
the primary endpoint of the study. Best overall response 

(BOR) rate at any time up to week 24 was achieved in 
76.4% patients in the ruxolitinib arm vs. 60.4% patients in 
the BAT arm (OR: 2.17; 95% CI: 1.34–3.52). 

Ruxolitinib also demonstrated statistically significant 
and clinically meaningful improvements in key 
secondary endpoints:
• Patients on ruxolitinib achieved longer failure-free 

survival (FFS) vs. patients receiving BAT (median FFS 
not yet reached vs. 5.7 months for BAT; hazard ratio: 
0.37; 95% CI: 0.27–0.51; p < 0.0001).

• Patients treated with ruxolitinib also had greater 
improvement in modified Lee Symptom Scale (mLSS) 
responder rate vs. BAT (24.2% vs. 11.0%;  
OR: 2.62; p = 0.001).

Other Changes in the cGvHD Pipeline

Methoxsalen (photosensitizer, Mallinckrodt) has been approved in Japan.

An international Phase III study is planned for arsenic trioxide (apoptosis stimulant, Medsenic).

Development has been discontinued for Allocetra (stem cell therapy, Phase II/III, Enlivex) and glasdegib 
(SMO antagonist, Phase II, Pfizer).

Phase III trial of brominidine tartarate –OCU300 (selective alpha2-adrenergic receptor agonist, Ocugen) 
for ocular graft vs. host disease (oGvHD) has been discontinued; this was based on the results of a pre-
planned interim analysis, conducted by an independent data monitoring committee, which indicated the 
trial was unlikely to meet its co-primary endpoints upon completion.

Key questions that remain to be answered: 
1. How will the current efficacy benchmarks change with the approval of belumosudil?
2. What will be the extent of trade-off between efficacy and safety of ruxolitinib, if approved, and 

what would be the likely impact of lingering safety concerns on its uptake?
3. How will emerging therapies in development be used and in which patients?
4. Will novel biomarkers emerge that can help in therapy selection?
5. Are there any rational combination strategies that can be employed?

Sources: 1. ClinicalTrials.gov; 2. Company Websites; 3. Zeiser et al., N Engl J Med. 2021;385:228–238
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The treatment landscape of chronic graft versus host disease (cGvHD) is witnessing significant change, especially 
for steroid refractory cGvHD patients. The recent approval of belumosudil (oral kinase inhibitor, Kadmon), 
six weeks ahead of the Prescription Drug User Fee Act (PDUFA) target date, is an exciting development for an 
indication that had only one approved therapy (ibrutinib) thus far. Belumosudil is approved for the treatment of 
cGvHD in adult and pediatric patients (≥12 years and older), who have failed at least two prior lines of systemic 
therapy. With its good safety and efficacy profile and activity in pulmonary GvHD (bronchiolitis obliterans), 
belumsosudil will offer great value as pulmonary GVHD is associated with high mortality.   
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