
Chronic GVHD (cGVHD) remains a major cause of morbidity 
following allo-HCT.   
The donor-derived effector T cells to host can evoke 
dysregulated reconstitution of T and B cell subsets, leading to 
the pathogenesis of cGVHD.
RGI-2001, a novel invariant natural killer T (iNKT) cell agonist,   
induces Tregs which engages CD1d high B cell uptake, 
promoting immunoregulation through NKT-Treg interactions.
RGI-2001 x 6 weekly doses + TAC/MTX was effective with a 
very low incidence of aGVHD.1 We speculated that Treg-
mediated immunomodulation may extend beyond the dosing 
window (day 0-35) post allo-HCT and can prevent cGVHD. 

INTRODUCTION

Review severity with attention to time of onset of cGVHD in 
RGI-2001 participants and correlate with Treg and NKT cell 
kinetics. 
• Individual patients in the phase 2b study (RGI-2001-003) 

who developed moderate to severe cGVHD by NIH criteria 

were identified. 

• Early onset cGVHD was defined as < Day 120.  

• Time to onset from allo-HCT to cGVHD was tabulated and 

incidence was calculated.  Data were compared to a 

concurrent CIBMTR control cohort.

• CIBMTR dataset  was procured per study protocol.

Forty-eight 8/8 HLA-matched participants received RGI-2001+ 

Tac/MTX for GVHD prophylaxis during allo-HCT.  CIBMTR control 

cohort included 207 patients  Demographics and risk factors 

were comparable (Table 1).

1. RGI-2001 shifted the temporal onset of cGVHD, significantly reducing early 
cases and delaying onset beyond day 120 post-transplant.   

2. The delayed onset of cGVHD suggests RGI-2001 may have disease modifying 
potential.

3. RGI-2001 induces Tregs expansion promoting immunoregulation through 
NKT-Treg interactions5.  The effect may be driven by Treg-mediated 
immunomodulation that persist beyond the acute phase; further Treg-
mediated restraint may allow effector T cells to persist longer, potentially 
benefiting the graft-versus-leukemia effect and altering the pathogenesis of 
cGVHD

4. The current RGI-2001 dosing regimen was designed for aGVHD prevention 
and demonstrated clinical efficacy in this setting.  These analyses indicate a 
potential benefit of RGI-2001 for prevention of cGVHD. Ongoing Treg 
expansion is likely required for long term cGVHD control.

5. These findings support further investigation by extending RGI-2001 dosing 
beyond the first 6 weeks after allo-HCT to maintain long-term immune 
tolerance and reduce overall cGVHD incidence. 

1. DeFilipp Z et al.  RGI-2001 for the prophylaxis of acute graft-versus-host disease 

after allogeneic HCT. Blood. 2025 Oct 23;146(17):2037-2046. 

2. Guo W et al. Front. Immunol., 17 June 2021, Volume 12 - 2021

3. Mass-Bauer et al: The iNKT-Treg axis in GVHD control. Blood (2025) 146 (17): 

2009–2010. 

4. Mavers M et al.  I NKT Cells as Suppressors of GVHD in Allo-HCT.  Front. Immunol., 

30 July 2017

5. Ishii Y et al. Reports on immunotherapeutic strategies using alpha-

galactosylceramide to induce regulatory immune responses suppressing allergies. 

Frontiers in Bioscience (2028) 13:6214-6228

6. Zeiser R, Blazar BR. Acute Graft-Versus-Host Disease - Biologic Process, 

Prevention, and Therapy. N Engl J Med (2017) 377(22):2167–79. 

doi: 10.1056/NEJMra1609337

Dr. Zachariah DeFilipp: zdefilipp@mgh.harvard.edu 

Sponsor inquiry:  danal@regimmune.com

aGVHD incidence, GVHD Free Survival (GFS), cGVHD (D180) and Overall 
Survival (OS) were statistically improved in the RGI-2001 participants 
compared with the CIBMTR control  (Table 2) 

cGVHD (mod-severe) incidence at D180 was lower in the RGI-2001-003 
cohort (10.4%) vs the CIBMTR cohort (21.1%) (Table 2); suggesting a 50% 
risk reduction in early cGVHD onset. 

This observation prompted a focus on cGVHD onset kinetics. Cumulative 
incidences curves plotted through 1 yr post-transplant demonstrated 
patients had markedly low cGVHD through D180. (Figure 2).    At D120, 
cGVHD incidence for RGI-2001 vs CIBMTR control were 2.1% vs 9.1% 
(p=0.044)(Figure 3).  

The delayed occurrence of cGVHD suggests a sustained immunomodulatory 
effect beyond the dosing window (RGI-2001 last dose on D35).

Correlative analyses of Tregs and NKT cells support this hypothesis. Patients 
who did not develop cGVHD had higher levels of both cell populations by 
D42 (Figures 4 and 5; Grey lines- No cGVHD, Green- Yes cGVHD).  Early and 
robust reconstitution of donor-derived NK cells after allo-HCT was 
associated with a lower incidence of cGVHD.  

Over time, Tregs can fail to maintain homeostasis due to apoptosis and
Treg exhaustion can lead to GVHD emergence.   Decrease in Tregs is 
associated with an increase in GVHD severity2.
RGI-2001 activates iNKT cells which produce cytokines leading to 
proliferation and expansion of Tregs. Tregs suppress alloreactive T cells and 
produce anti-inflammatory cytokines abrogating the onset of aGVHD3,4. 
(Figure 6).

Early onset cGVHD was lower in RGI-2001 cohort 
vs. CIBMTR cohort (2.1% vs 9.1%)  p=0.044, Fisher’s 
exact test) 

Z. DeFilipp1 ,  H Choe2, Y. Efebera3, A Saad4, S Farhan5, L. Lekakis6, J. Yared7, G. Schiller8, M. Mapara9, A. Assal9, D Lee10, H. Lane10, YB Chen1  

1. Mass General Brigham Cancer Institute, Boston, MA                                                                  6. University of Miami Miller School of Medicine, Miami, FL

2. The Ohio State University Comprehensive Cancer Center, Columbus, OH 7. University of Maryland Greenebaum Comprehensive Cancer Center, Baltimore, MD

3. Ohiohealth, Blood and Marrow Transplant, Ohio State University, Columbus, OH 8. University of California, David Geffen School of Medicine, Los Angeles, CA

4. King Faisal Specialist Hospital & Research Centre, Riyadh, Saudi Arabia 9. Columbia University Irving Medical Center/New York-Presbyterian Hospital, New York, NY

5. Henry Ford Health System Stem Cell Transplant & Cellular Therapy Program, Detroit M 10. REGIMMUNE Corporation, Tokyo, Japan

Delayed Onset of Chronic GVHD in Patients Receiving RGI-2001 Prophylaxis: A 
Multicenter Phase 2b Study with Comparison to CIBMTR Matched Cohort Data

AKNOWLEDGEMENTS

Investigators (ZD,HC,YE,AS,SF,LL,JY,GS,MM,AA,YC) 

participated in RGI-2001-003 (NCT04014790) received research 

funding.

D.Lee and H. Lane are research consultants for REGIMMUNE. 

RESULTS

OBJECTIVES & METHODS

DEMOGRAPHICS CONCLUSIONS REFERENCES FINANCIAL DISCLOSURES

CONTACT INFORMATION

Abstract ID/Poster ID:  23862   
Feb 2026 Salt Lake City, Utah USA     

RGI-2001

N=48

CIBMTR matched cohort

N=207
Age: median (range) 52 (21-65) 50.4 (18-66)
Female (%) 43.8 45.9
PBSC Graft source (%) 81.3 82.6
MAC Conditioning (%)

Fludarabine/Busulfan

TBI/Cyclophosphamide

83.3

12.5

69.1

15.0
aGVHD prophylaxis

Tac/MTX (%) 100 99
HLA Matched Unrelated 8/8 (%) 66.7 61.4

CMV Serostatus (%)

Recipient+/Donor + or -

Recipient-/Donor + 

66.7

10.4

69.1

10.6

2.1 9.1

31.2
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Day 120 Post Allo-HCT
% Patients with Early Onset cGVHD* in  

RGI-2001 and CIBMTR cohorts

Early Onset (≤Day +120 ) Later Onset (>Day +120)

Outcomes RGI-2001

N=48

CIBMTR

N=207

Hazard Ratio*

95% CI

P value

aGVHD (GIII-IV) D180 4.2% 14.0% 0.22 (0.07-0.64) 0.006

GFS (GIII-IV) D180 91.7% 77.3% 0.26 (0.12-0.57) 0.001

Chronic GVHD D180** 10.4% 21.1% 0.48 (0.26-0.90) 0.023

Chronic GVHD 1 yr** 33.3% 33.2% 0.88 (0.58-1.34) 0.56

OS 1 yr 91.7% 79.2% 0.32 (0.15-0.68) 0.003

Table 2.  GVHD Outcomes and Survival RGI-2001-003 Study 

Figure 2. cGVHD incidence by Days Post Allo-HCT in RGI-2001 
and CIBMTR cohorts
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Table 1.  Demographics and Risk Factors

RGI-2001 cGVHD onset is later (delayed) with 
the incidence remaining significantly lower 
through D180

Figure 3. cGVHD incidence at Day 120

Figure 4.  Tregs in patients with or without 
chronic GVHD who received RGI-2001

Figure 5. NKT cells in patients with or without 
chronic GVHD who received RGI-2001

Figure 6. RGI-2001 Mechanism of Action

*adjusted IPTW Hazard Ratio, ** moderate to severe cGVHD NIH criteria

NOTE:  Authors acknowledge the limitation of a registry (CIBMTR) 

comparison.  CIBMTR data was limited to RGI-2001 study centers only.  

Robust statistical methods (IPTW) utilized to maintain equipoise.
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By Day 42 after allo-HCT,  Abs Tregs and 
NKT cells were higher in subjects without 
cGVHD


