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Background 

Hematopoietic cell transplantation (HCT) is an established treatment for patients with hema-
tological malignancies including B-cell neoplasia. The principles of HCT reside in killing the malignant cells 
by a preparative regimen and by an immunological anti-tumor effect. Unfortunately, HCT may be associated 
with acute and chronic alloimmune reactions against the host (Graft-versus-Host Disease (GvHD)), Chronic 
graft-versus-host disease (cGvHD) remains the leading cause of long-term morbidity and mortality after 
HCT and may affect different organs and its more severe form life-threatening. Human and animal studies 
support the conclusion that the biology of cGvHD is complex and heterogenous, but B-cells, T-cells, mac-
rophages and regulatory cells are described to play a key role in this process (Figure 1) 1. Interventions 
targeting these cells and their interactions have been successfully used in the treatment of steroid-resistant 

cGVHD. Agents with regula-
tory approval for the treatment 
of cGVHD include ruxolitinib 
(JAK1/2 inhibition), ibrutinib 
(BTK inhibition), belumosidil 
(ROCK2 inhibition), and axatili-
mab (CSF1 receptor blockade). 
Many other agents are used off-
label.2,3  

B-cells have been shown to 
have an important role in pre-
clinical murine cGvHD stud-
ies and in clinical human bi-
omarker studies 4. Based on 
these, a single-arm open-la-
bel study with ibrutinib gained 
regulatory approval in 2017. 
A further B-cell targeting 
strategy for cGvHD demon-
strated clinical responses in 
steroid-refractory cGvHD us-
ing the anti-CD20 monoclo-
nal antibody (mAb) rituximab.  
 

The overall responses to ruxolitinib2, belumosidil5, ibru-tinib4and axatilimab6,7 in the pivotal 
studies were 50%, 69% 67% and 70% respectively. Complete responses were infrequent. Thus, there is 
still a high unmet medical need for more effective and specific treatment options for steroid-refractory 
cGvHD. 
 
 
 

 
 
 
 
 
 
 
 

Figure according to 1 
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Despite infrequent, relapses of the underlying disease occur during cGvHD and are treated 
either with a second HCT or in B-cell malignancies with Chimeric Antigen Receptor (CAR-T) 19 or in mul-
tiple myeloma by CAR-T BCMA. These CAR-T cell therapies have transformed treatment of B-cell malig-
nancies and are used successfully in second line therapies of Non-Hodgkin Lymphomas, ALL and CLL in 
adult and pediatric patients. These ex-vivo cell therapies have shown remarkable responses to patients 
with advanced and refractory cancers even after relapses following HCT. Recently CAR-T cell therapy has 
shown great promise in the treatment of patients with B-cell mediated autoimmune disease8.  

 
The observations described above provide a solid rationale for testing CAR-T19 cells for the 

treatment of cGvHD through killing of B-cells that are involved in initiation and perpetuation of cGvHD. 
Successful treatment of autoimmune disease with similar pathophysiology and clinical appearance of 
cGvHD represent a further rationale. In a first step we will collect retrospective information on patients with 
chronic GvHD relapsing after HCT treated either with CAR-T19 (ALL, CLL, NHL) or CAR-T BCMA (multiple 
Myeloma) for relapse. In case of positive results a prospective study is planned.  
 

Hypothesis 
CAR-T19 cell and CAR-T BCMA treatment will induce CR and resolution of their cGVHD in pediatric and 
adult patients with relapse of their B-cell malignancy (including Multiple myeloma) and chronic GvHD. 
 

Previous observation 
An unpublished clinical observation reported a resolution of extensive cGvHD in a patient treated with 
CAR-T19 for relapse of his B-cell malignancy after HCT (….). 
 
Aim of the study 

1. Role of CAR-T19 and CAR-T BCMA treatment on pre-CAR cGvHD in patients relapsing of their B-
malignancies (ALL, NHL, CLL).  

2. peripheral blood mononuclear cells that were obtained and viably cryopreserved at pre- and post-
CART timepoints, if available, would be analyzed using single cell RNA sequencing to uncover un-
derlying biology of response or resistance. 

 
Study type 
Retrospective observational multicenter study  
 
Inclusion criteria 
Retrospective collection of worldwide information on adult and pediatric patients relapsing after alloge-
neic HCT with chronic GvHD and treated with CAR-T19 or CAR-TBCMA cells from the following registries: 
EBMT, cIBMTR, APBMT, LABMT, EMBMT and singular institutions  
 

Endpoints 

Primary:  Change in cGvHD by 24 weeks after CAR-T19 infusion using established response criteria 

according to NIH consensus 

Secondary: Overall survival after CAR-T infusion, failure-free survival (FFS), duration of response 
(DOR), nonrelapse mortality (NRM), and malignancy relapse/recurrence, % full donor 
chimerism, Overall response rate (ORR; complete response or partial response by Na-
tional Institutes of Health response criteria), Dosing of Immunosuppressive therapy 

   

Study size: 

We expect to include at least 10 patients and have biological material on at least 5 patients. 

 

Collaboration agreement 

A collaboration agreement will be signed between WBMT and society/centers  
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Publication policy 

Results will be published according to the number of patients in one (combined) or two (clinical and la-

boratory) manuscripts. Every center entering a patient will have one author/patient in alphabetical order 

between the second and last author. For the clinical part we suggest Niederwieser first and Gill last (or 

opposite). For the laboratory work to be determined otherwise result included in the main paper. 

 

 

 

Saar Gill          Dietger Niederwieser 

 

 

Appendix A: Response criteria for cGvHD will be collected according to the NIH consensus9 

Appendix B: Crf   
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Measuring therapeutic responses in cGvHD9 
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Appendix B 

Summary of Crf 

 

Patient and HCT characteristics cGvHD 
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TO WHOM IT MAY CONCERN 

 
 

                January, 2026 

 
 

Re:  “Clinical outcome of chronic Graft-versus-Host Disease after 
CAR-T19 or CAR-T BCMA for hematological relapse”  

by Saar Gill and Dietger Niederwieser 
 
 

 

This is to confirm that the WBMT is conducting a retrospective study on clinical 
outcome of chronic Graft-versus-Host Disease following CAR-T19 or CAR-TBCMA 
treatment for hematological relapse. The PI of the retrospective analysis are Gill Saar and 

Dietger Niederwieser. Information on patients treated on different sites worldwide will be 
collected in anonymized form and analyzed by the PI. The sites can only see their one and 
the aggregated data. 

Sincerely 
 
 

  

 
 

 
  

 

 

Damiano Rondelli 
President WBMT 

Vera Hekler 
Executive Officer 

vera.hekler@wbmt.org 

WBMT, c/o Blutspende SRK Schweiz AG, Waldeggstrasse 51, CH-3097 Liebefeld, Switzerland 

 


