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Adoptive transfer of antigen B16 melanoma tumor model
specific CD8* T cells
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Gattinoni et. al, Nat. Med. 2011



S |TC 2 D ] 7 November 8-12 « NATIONAL HARBOR, MD

Society for Immunotherapy of Cancer

e I

IS S S S I I HT,
- ALOX5AP

Tererz M Tscy

PHACTR2 0.020;
 FAM129A M Tcy
. CD58 . TEM 0.015-

' TOX

t HNRPLL
- SLFN11
« DUSP4
t PRR5L
. GLUL
IL9R 0.0054

' ILOR - .

. HMGB3

 CCR4 0.000 W N WE ==
T A N
\ TIMD4

. PPFIBP2 &60 ACAY
FCER1G

 IGF1R

to Actb
o
o
H
o

Myb expression relative

Gattinoni et. al, Nat. Med. 2011



S |TC 2 O 1 7 November 8-12 « NATIONAL HARBOR, MD

Gsite >

Society for Immunotherapy of Cancer

Transcription factor
(t/cAACt/gG)

Human leukemia

Activator/Repressor

( Myb/c-Myb )

Required for pro- to
pre-B cell transition

~_

Deficiency is lethal
(Hypoxia)

Stem/Progenitors in
bone marrow




November 8-12 « NATIONAL HARBOR, MD

Society for Immunotherapy of Cancer

Tamoxifen
JIIY
Pmel-1 cpg+
transgenic T ce|| 7
TCRo: Vo1/JoTA19 TCRp: VB13S1/DB1/JB1S /
m;—Peptide: mgp 10025.33
— or hgp 100 25.33
MHC classI: H-2D"
lanoma/
D anocyle/APC S Pmel-1/ERT2Cre / Myb " Pmel-1/ ERT2Cre / Myb~-

Overwijk et al. J. Exp. Med. 2003



S |TC 2 D 1 7 November 8-12 « NATIONAL HARBOR, MD

¥y Thyl.1*Myb++
Myb-- WP (WP

Myb

CAPDL s

Analysis

Thyl.1*Myb=-



S |TC 2 1 7 November 8-12 « NATIONAL HARBOR, MD

Society for Immunotherapy of Cancer

Myb+/+

Myb—-

+ 1 0.30

d30

0.56

v

Total CD8* T cells

1 07? * _._ Myb+/+

. *k*k B My
104
' *%

10°

:

0

10

10
10

10 20 30
Time after infection (d)

Gautam S et. al, unpublished



S |TC 2 D ] 7 November 8-12 « NATIONAL HARBOR, MD

% 801 *kk%k @ Myb*’* d5 Myb+/+
E (&)
Myb*+ 1 - =1 IFNy
+ m -2
0) m TNF*
In o m TNF* IL-2+
4 > mm [FNy* IL-2*
3 X = TNF* IFNy*
. m TNF* IFNy* IL-2+
Myb=- | |
— 2
O 3
o |: =
—7 :
x B m‘ . 6
v
CD62L z
X

d10



S |TC 2 0 1 7 November 8-12 « NATIONAL HARBOR, MD

d30 ® U Recall response, d5 post gp100-adV g ppyp++
Myb**  Myb B w7 Myb#  Myb- & o

I | % | I 9.5} % 10%) ek

- | |~ ﬁ o | — 105{ 4 =n

O = o o 2 10

x5 YO S > O

§’42 327 o = g 102
cog2L————— S " TR

d30 d5 recall



S |TC 2 D ] 7 November 8-12 « NATIONAL HARBOR, MD

1:1

— analysis

v

gpl00-VV

Pmel-1 Ly5.1— @ S

Myb2aThyl.1



S |TC 2 0 1 7 November 8-12 « NATIONAL HARBOR, MD

d5 d10 d32

= 207 % @ Thyl.l
0 Bl Myb-Thyl.1
Qo

L

0 S

o -

S

|_

+

00)

(@)

O

0 12 24 36
Time after infection (d)




S |TC 2 1 7 November 8-12 « NATIONAL HARBOR, MD

@ Thyl.l
*kk*k * %% +« W Myb-Thyll
ds d10 d32 501 60 —’ 0 T m
15 127 4 2 407 20. 50 =
t +, 30-
Thyl.1 N 54l
Y s 20 20- I% 30
£l
é’
0 0 0
; *k*k *%* ns
- hASASAS - A A S 10-
Myb -Thy1.1| | 2 2 é 0 &® -
i 20- °
8 104 5-
é c 10
s (mm ol 188 lle Izi




/' November 8-12 - NATIONAL HARBOR, MD

Thyl.l Myb-Thyl.1 Thyl.1 Myb-Thyl.1

127 116
ds a1 7%
Wl s

=3 IFNy*
m L-2*

m TNF

m TNF* IL-2*

= IFNy+ IL-2

m TNF* IFNy*

m TNF* IFNy* IL-2*




S |TC 2 0 1 7 November 8-12 « NATIONAL HARBOR, MD

@® Thyl.l
Thyl.1(50%) B Myb-Thyl.l
257 XX
g0 (B
d32 d5 . 3
— - analysis S 1o
2
o

gpl00-VV gpl00-adV

Myb2aThy1.1(50%)



S |TC 2 D ] ? November 8-12 « NATIONAL HARBOR, MD

o O 00 o Pmel1Thyl1,
o O.0 "~ Pmel-1Myb-Thyl.l

@)
Adoptively
transfer T cells
Ablate host

immune _

system cytokine support
Tumor Tumor
establishment l regression?

7

time




S |TC 2 D 1 7 November 8-12 « NATIONAL HARBOR, MD

400 vy 0 Untreated A 100 — Untreated
(\r,E\ c — Thyl.1 — Thyl.1

3001 — Myb-Thyl.1 — — Mvb-Thvl.1
% i 'I};urlrlmr — Untreated B g * oy
=~ 200- g recha englye % 50
N ! a
@) 3 [ c(\:
£ 100 !
= v

OI I I I I 1 O I I I I 1
0 50 100 150 200 250 0 50 100 150 200 250

Days post treatment Days post treatment



S |TC 2 O 1 7 November 8-12 « NATIONAL HARBOR, MD

» Myb deficient CD8* T cells demonstrate a decrease in total cell
number and frequency. Furthermore, they preferentially
generate short-lived effectors.

» Myb overexpressing cells expand more and retain a less-
differentiated phenotype.

» Myb overexpression promotes stemness, memory formation,
polyfunctionality, and therefore an enhanced therapeutic efficacy
of CD8*T cells.
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