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Overview

•  The problem of GLILD in CVID
•  How is GLILD treated?
•  Why Abatacept?; Why the ABCVILD trial?
•  Overview of the trial 

Disclosures:
The ABCVILD trial is supported 
by a grant from the FDA and 
study drug is supplied by Bristol 
Myers Squibb (the makers of 
abatacept) 



What is GLILD?  Why is it a problem?



Common Variable Immunodeficiency (CVID)
• Group of disorders with a variety of known and unknown genetic causes 

defined by low immunoglobulins leading to recurrent or severe 
infections

• Immune deficiency can be effectively treated in most with 
immunoglobulin replacement

• Prevalence around 1:50,000
• Typically diagnosed in 2nd-4th decade of life after secondary causes of 

hypogammaglobulinemia have been ruled out
• CVID is not just an immune deficiency: about 1/3 of patients also have 

inflammatory complications- including autoimmunity, or accumulation 
of immune cells in lungs, liver or gut, enlarged spleen, etc

• These ‘complications’ are the major driver of medical difficulties and 
premature mortality 



Bez et al, 2025



Prevalence of complications in CVID patients

Bez et al, 2025



CVID patients with immune dysregulation- especially 
chronic lung disease- have increased mortality risk

Resnick ES et al. Blood 2012;119:1650-1657

HR= Hazards Ratio

Respiratory failure 
was number 1 cause 

of death



GLILD in CVID

• Granulomatous-lymphocytic interstitial lung 
disease (GLILD) is a spectrum of ‘interstitial’ 
lung diseases, and is seen in patients with 
CVID (different from bronchiectasis or 
scarring)

• Spectrum – variable on CT scans; most 
biopsies with immune cells infiltrating the lung 
tissues; some with more or less ‘granuloma’

• Unknown pathogenesis: apparently non-
infectious; non-malignant

• If not effectively treated can cause progressive 
lung injury / decline in lung function



Granulomatous-Lymphocytic Interstitial Lung 
Disease (GLILD)

• Clinical-histologic-radiologic diagnosis
• Nodules
• Ground glass opacities
• Consolidation
• Fibrosis

CONFIDENTIAL



CD3:

What is in the lesions?



Management of GLILD

• Consensus that immunoglobulin therapy should be optimized to standard concentrations

• There is no approved therapy for GLILD

• Corticosteroids are the most commonly first line agent used, though prolonged use is 
problematic

• A variety of immune suppressive agents have been described in second line

• The largest study performed to date evaluated treatment of GLILD subjects with rituximab 
with an antimetabolite (azathioprine or mycophenolate) - most responded, though this 
approach does not work for all.

• There is a need for more and better therapy options

Hurst et al,  J All Clin Immunol Pract 2017 and Verbsky et al. J All Clin Immunol 2020

 



Why Abatacept?  Why the ABCVILD trial?



Abatacept (Orencia)
• Recombinant, human fusion protein of 

cytotoxic T lymphocyte–associated protein 4 
(CTLA-4) and human IgG1 that blocks T cell 
activation by binding to CD80 and CD86, 
thereby blocking CD28 engagement
• Available as IV infusion or preloaded 

subcutaneous injection

Approved for:

• Rheumatoid arthritis

• Psoriatic arthritis

• Juvenile Idiopathic Arthritis

• Principle safety concerns relate to immune suppression and  increased incidence 
of (common) infections

• Long-term follow up (>3 years) has established its efficacy and safety in patients 
with RA. (Ann Rheum Dis. 2011 Oct;70(10):1826-30.)



LRBA deficient patients responded to abatacept

Lo et al. Science 2015
DLCO = diffusing capacity of the lungs for carbon monoxide; FVC = forced vital capacity; FEV1 = forced expiratory volume; 
TLC = total lung capacity.
.



Erinn Kellner, MD & Michael Jordan, MD



ABCVILD Study

• Abatacept for the treatment of Common Variable 
Immunodeficiency with Interstitial Lung Disease (ABCVILD)

We hypothesize significant radiographic improvement of GLILD 
(defined as ≥50% decrease of involved lung tissue) will be 
observed in 66% or more of subjects with CVID after 6 months of 
treatment with abatacept and that this improvement will be 
superior to placebo treatment.



Primary Objectives

To determine the efficacy of abatacept compared to placebo for treatment of subjects 
with GLILD in the context of CVID, as assessed quantitatively on radiologic 
imaging

Scoring based on nodularity 

(size and number) and 

opacities (ground glass 

opacities and consolidation) 

within each lobe



Secondary Objectives

• To determine the efficacy of abatacept for treatment of subjects with GLILD in the context of 
CVID, as assessed by quantitative pulmonary functional studies

• To assess the impact of abatacept on concurrent autoimmune/inflammatory disorders in 
subjects with CVID/GLILD

• To compare the response in a limited number of subjects after 12 versus 6 months of abatacept 
via imaging and pulmonary function testing

• Assess utilization of corticosteroids and cessation of concomitant immune modulators during 
treatment with abatacept, compared to placebo

• To determine the utility of Xenon MRI imaging for assessment of GLILD compared to HRCT
• To determine the impact of abatacept on infectious complications experienced by subjects with 

GLILD in the context of CVID 
• To evaluate the overall safety and tolerability of abatacept in subjects with GLILD in the 

context of CVID
• To assess the impact of abatacept on quality of life in subjects with GLILD in the context of 

CVID



Inclusion Criteria

1. Diagnosis of CVID according to the international consensus document (ICON)
a. Age 4 years or above
b. Serum IgG at least 2 standard deviations below the age adjusted normal
c. Decreased serum IgA and/or serum IgM
d. Abnormal specific antibody response to immunization
e. Exclusion of secondary immunodeficiency

2. On replacement immunoglobulin for at least 6 months and willing to maintain throughout study
3. Granulomatous-lymphocytic interstitial lung disease with a lymphocytic component diagnosed by lung 

biopsy prior to study entry, wedge biopsy preferred.
4. Persistence or worsening of interstitial lung disease measured on serial CT imaging of the lung at least 6 

months apart, with the latest assessment within 2 months of study entry.   
5. Signed written informed consent
6. Willing to allow storage of biological specimens for future use in medical research.
7. Females of childbearing potential must use a highly effective form of birth control such as hormone-based 

contraceptive, intrauterine device, or double barrier method.



Exclusion Criteria (paraphrased)
1. History of hypersensitivity to abatacept or any of its components
2. Has received any lymphocyte depleting agents including anti-CD20 monoclonal antibodies, alemtuzumab, 

ATG in the preceding 6 months
3. Has received abatacept, cyclophosphamide, tumor necrosis factor inhibitors, or pulse steroids (defined as 

>15mg/kg/day of methylprednisone or corticosteroid equivalent) within the past 3 months
4. History of HIV infection (positive PCR)
5. Chronic untreated hepatitis B or C (positive PCR)
6. Active tuberculosis (TB) by positive QuantiFERON gold.  If history of latent TB, then must supply evidence 

of completing treatment.
7. Persistent Epstein-Barr Virus (EBV) load ≥ 1,000 units/mL blood checked twice at least 1 month apart
8. Other uncontrolled infections 
9. Live vaccine given within 6 weeks of the start of the trial
10. Malignancy or treated for malignancy within the past year
11. Currently pregnant or breast feeding
12. Life expectancy less than 1 month
13. Subjects unwilling to self-administer or have a parent/caregiver self-administer subcutaneous injections at 

home
14. Other conditions that the investigators feel contraindicate participation in the study

1. History of hypersensitivity to abatacept or any of its components
2. Currently on abatcept
3. Certain recent therapies
4. Uncontrolled specific viral infections
5. Recent malignancy
6. Pregnant or breastfeeding





Mechanistic Studies
• Pharmacokinetics of abatacept

• Assessment of sCD25 for adaptive dosing (pharmacodynamics)

• Flow cytometric profiling of T cells: CD28, activation, differentiation

• Exploratory proteomics



Abatacept Decreases sCD25, a 
Marker of Immune Activation

sCD25 = plasma soluble CD25.
Lo B, et al. Science. 2015;349:436-440.



Mean: 1.335e-03 (Healthy = 3.297e-03±1.350e-03)

Defect Low Healthy Healthy High High

Subject Bin 1 Bin 2 Bin 3 Bin 4 Bin 5 Bin 6

IRC186H-
321 44.96 44.63 10.26 0.16 0.00 0.00

Healthy 
Cohort 2.96±4.93 18.33±20.09 35.78±21.77 27.02±19.96 13.56±21.76 2.36±5.91

Xenon MRI: novel imaging/ functional assay



Current Status
• The trial is currently open at :  

• Cincinnati Children’s Hospital- Dr Michael Jordan
• Duke University – Dr. Patricia Lugar/ Dr Peter Bressler
• Mayo Clinic- Dr. Avni Joshi
• University of South Florida- Dr. Jolan Walter
• University of California at San Francisco- Dr. Michele Pham
• Beth Israel Lahey-  Dr Jocelyn Farmer

•We plan to complete enrollment in the next 2 years



Conclusions

• GLILD in patients with CVID remains a significant challenge
• Abatcept has potential for the treatment of GLILD
• The ABCVILD trail is testing the potential of this drug 
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