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MHC-restricted T cells CD1-restricted T cells
Specific for peptide antigens Specific for lipid antigens
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CD1-restricted T cells recognize microbial and
stress-altered self-antigens (autoreactivity)

- Infectious pathogens
- Tissue damage
- PAMPs/DAMPs/PRRs-ligation
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CD4*, CD8*, DN T cell sorting
gated on TCRa/p* VL 24VB11- and direct cloning
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High frequency of CD1 self-reactive T cell
clones in all T lymphocyte subsets
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Pathophysiological relevance of lipid-specific
T cell response for human health

Microbial lipids

Antimicrobial
immunity
CD1-restricted T cell
responses
—* Autoimmunity
Self lipids
Cancer
| Immunosurveillance
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Cons:
Possible recognition of healthy APCs (DCs, Monocytes): acceptable in
peri-transplant period; helps limit GVHD; controlled by T cell suicide

(We selected an AML that express less CD1c than circulating CD14+
monocytes)

(ex vivo DC: CD11c+ CD64+ myeloid DC specialized in processing foreign
antigens)

(GM-CSF/IL4 DC: monocyte derived DC CD14+ differentiated in vitro with
IL4 and GM-CSF)
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Figure 2. Jurkat 76 b2m- cells transduced with CD1c self-reactive

TCRs recognize K562-CD1c AML cell line : (A) expression of the
chimeric CD1c self-reactive TCRs on transduced (red histograms) and
untransduced (blue histograms) Jurkat 76 b2m- determined by flow
cytometry with anti-mTCRb mAb. (B) Assessing the reactivity of Jurkat 76
cells transduced with the CD1c self-reactive TCRs. Transduced Jurkat 76
cells were plated in 96 u bottom-wells containing 4x10° CD1c* K562-CD1c
cells loaded or not with mLPA (black bars) at E:T = 1:1 ratio. K562 WT
cells were used as negative control (white bars). After ON culture CD69
expression on Jurkat 76 cells was measured by flow citometry.

Exp 161 rapporto E:T 1:1
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- Homing to the bone marrow

- CD1d is not polymorphic, no histocompatibility barriers

- INKT cells can promote GvL while preventing GvHD

(de Lalla et al. 2011; Chaidos et al. 2012; Rubio et al. 2012;
Morris et al. 2005; Pillai et al. 2007)

- Co-targeting of CD1c-expressing leukemia and stroma cells
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On-target off-tumor recognition
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On-target off-tumor recognition
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mMLPA-specific T cell clone DN4.99 recognizes CD1c ex pressing
blasts from a relapsing patient . (A) CD1c expression on primary
circulating AML blasts (AML-34) at first diagnosis (left) and at post-
transplant disease relapse (right). (B) IFNg prodction by DN 4.99 T cells
upon 24h co-culture with primary blasts at first diagnosis (left) and relapse
(right).

a-CD1c (M241 20 mg/ml)



6G4H LB &>B& = (<B&B&= 67I<' &> &=



3?
5)&@@
M 1#B2

37?
A

2

%

*

%




%




"8C 7/ &=&>C
(< x #

B cells were purified with a-CD19 beads
T cells 20.000/well / 200.000 APC/well 48 hrs co-culture 37 C
a-CD1c mADb (20 microgr/ml M241)
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INKT cell reconstitution following T-cell depleted HLA-haploidentical HSC
transplantation in pediatric
hematological malignancies
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