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How are different effector and
memory CD4* T cells formed
from naive precursors?
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Kinetics of the LLOp:I-Ab-specific T cell response
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Th1 cells depend on CD25, Tth and GC-Tfh cells depend on Bcl6
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Th1 cells depend on CD25, Tth and GC-Tfh cells depend on Bcl6
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Lm infection induces functionally diverse effector and memory
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Why do some naive cells retain CD25 and become Th1 cells while
others turn on Bcl-6 and become Tfh and GC-Tth cells?
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Why do some naive cells retain CD25 and become Th1 cells while
others turn on Bcl-6 and become Tfh and GC-Tth cells?

Could individual naive cells vary in this regard?

How to test this idea?
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In vivo limiting dilution
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Individual naive LLOp:I-Ab-specific cells produce unique sets of effector cells
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LLOp:I-AP* cells

Individual naive cells produce unique sets of effector cells
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Nature or Nurture?

eEach naive clone has a different intrinsic capacity
to produce certain effector cells types, probably
determined by the (nature) of its unique TCR.
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Nature or Nurture?

eEach naive clone has a different intrinsic capacity
to produce certain effector cells types, probably
determined by the (nature) of its unique TCR.

eEach naive clone has the same intrinsic capacity
but can produce different effector cells types in
response to extrinsic (nuture) factors, e.g., the
amount of ICOS, cytokine p:MHCII.
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Transfer of single TCR Tg T cells provides evidence for lots of nature
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TCR signal strength influences the effector cell pattern
produced by monoclonal T cells
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TCR signal strength influences the T-bet/Bcl-6 ratio in
monoclonal T cells
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A small naive population produces variable effector cells
in different individuals
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A small naive population produces variable effector cells
in different individuals

10°
10*
10°

Cells

102
10’
<10Y

RN A A R 1T B A AT B A AT

20,000

10,000

—@- Th1
-@- Tfh

-0 GC-Tfh

, 1 160
é 60
= R ®
v E . L~ .
" 4
L)
| | I T T o«
2\W:|-Ab GP66:1-Ab  FliCp:I-AP 2W:I-AP  GP66:1-AP FIliCp:l-AP

20



Nature

T-bet
p:MHCII-TCR(— e 4

-bet
p:MHCII-‘l!—) %
-be
o:MHCII- 283 -> —)
Bcl6

Nurture

T-bet
p:MHCII-TCR(— e &

p:MHCII-TCR/T-bet
s -
p:MHCII-TCR\_*

p:MHCII-TCR
p: MHCII-TCR e 4
Bcl6
p:MHCII-TCR

21




Thanks to my colleagues, present and past

Jon Linehan Noah Tubo Ryan Nelson
(Postdoc) (Postdoc) (Grad. student)

Marion Pepper Jim Moon Hamlet Chu Antonio Pagan
(Asst. Prof., (Asst. Prof., (Postdoc, (Postdoc,
U. Washington) Harvard U.) UC-Berkeley) U. Washington)

22




