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BACKGROUND
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SYSTEMIC TH17 PROMOTE MUCOSAL IgA

• Airway boost recruit specific 
Th17 cells to the lung 
parenchyma and TFH and GC 
formation in the lung regional 
LNs. 

• Th17 cells accelerate the 
accumulation of T cells and  
IgA+ B cells into the lung 
parenchyma

• Th17 cells establish TRM cells 
that remain in the lung tissue, 
resulting in long-term increased 
levels of secreted IgA and 
accelerated B- and T-cell recall 
responses

.
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MUCOSAL IGA IMPORTANT IN INFLUENZA?

Yoshita had shown that heterologous protection 
correlated with local IgA in the airways
- Later she found that IgA might not be the sole explanation
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Lung IgAProtection after heterologous challenge



RETINOIC ACID AND CALCIDIOL

T/B cell
Vitamin A RETINOIC ACID a4b7

CCR9

T/B cell
Vitamin D CALCIDIOL

CCR4

CLA ??



POC

RA has been used to condition lymphocytes to 

induce IgA responses after s.c. immunization

- Multiple injections in oil pre and post s.c. vaccination

- Not of strategic relevance

Can conditioning with RA facilitate isotype shift 

to IgA on combination with CAF01 vaccination?
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PURPOSE AND STRATEGY

Purpose
- To design a one injection strategy that facilitate IgA isotype shift of CAF01 induced 

immune responses after parenteral immunization

Strategy
- To condition vaccine targeting APCs with RA

- To condition lymphocytes interacting with vaccine with RA

RA

RA

+
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Ag-CAF01/RA DSPC/RA

Ag-CAF01/RA

DSPC/RA

Slow draining

Fast draining
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Confidential unpublished data
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CAF16 OPTIMIZATION
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DSPC-RA OPTIMIZATION

DSPC-RA was stabilized 
incorporating 10% PEG 2000-DSPE

12

DSPC-RA

DSPC-RA-PEG

Confidential unpublished data



ANTIBODY RESPONSES

Th1 type Abs (IgG2a,b,c) CAF01>>CAF23
IgA CAF01<<CAF23
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CMI RESPONSES

CAF01 induced cytokines 

are all downregulated with 

CAF16 and CAF23
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The amount of Ag specific T cells are the same 

between CAF01 and CAF23

Th1 and Th17 transcription factors are reduced

No change in Treg and Th2 transcription factors
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TISSUE INTEGRIN UPREGULATION
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BIODISTRIBUTION OF CAF23
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SUMMARY

CAF23 is a novel adjuvant that after parenteral 
immunization

- Induces strong systemic and mucosal IgA responses

- Induces the same amount of T cells as CAF01 but subset 
is still unknown

- Induces increased tissue integrin upregulation on systemic 
T and B cells

- Condition vaccine targeting APCs as well as LN 
lymphocytes interacting with vaccine with RA
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