Targeting Estrogen Signaling in Tumor Associated

Myeloid Cells to Enhance Immunotherapy Responses
Binita Chakraborty (Presenting author) and Donald P. McDonnell Building Interdisciplinary

Research Careers in
Women'’s Health

Duke University
School of Medicine

U

Y

RESULTS RESULTS

BACKGROUND

Figure 1: E2 suppress induction of type | IFN signaling in tumor Figure 3. E2-mediated NFAT activation regulates

* Immune checkpoint inhibitors have associated myeloid cells via enhancing efferocytosis CX3CR1 signaling in tumor associated myeloid cells

significantly increased survival in patients

with multiple cancer types. o Placcbo e E2 o E2+ul

I _
A E EE“ B - ) \ S x o2, A C NFATC1 expression In TAMs
. . _ Irgm2 - i« f3 1T % M i _ = [ZE0 | TF class (q<0.01) R
» (Gender based differences are evident in 2185 3 S r=| |—‘ ’_||_‘ il - ’_||_‘ 3 ? activator L e
: ' Bst2 3 8 10— : | v 109G for
patients' response to ICB therapy "'s‘"i'g‘th sz "1 |_‘ {; . ; |_‘ i:”_‘ LI R 1 g " | I Lenpégtsesr?ﬁinecé B
2 > = 3 not-expressed *
lfitm3 c o ¢ a g - l
Gthn;::i 2N ¢ g o ’ -I- e ® } & 2 - I9G 1500 | *
 Females respond less to ICB than do men. 47 Ssos{ ¥ f s 4 g Adi. P-value
9930111J21Rik1 2 £ % § e ¢ 503 ' m
i203 L §, % ® i ? % g)_ O Les | .JLH'HLHI"J = 1007
. . . It 3 T O 20 - [
 Using publicly available data we have Gms431 ool | | . | | | | le s00-
. rnad ] . . . ) . W \
demonstrated that tumor associated fitmé Mt i Ift2 i3 Qast  Gbp2  1sg20 o0y ¥ Lttt 0
h t ist to ICB it 1 C MX1 - D 010 005 000 005 010 0.1 worow e
maCrOp ageS prOmO € resistance 1o :EEE‘; E?, IFIT2- » 25 . Weighted mean difference R -~ DMSO starved
therapy o G484+ = '@ Placebo E2 D - E2+ starved
' Gbp2 28 GBP2- 0.8 o 20 / % —e— DMSO+ STarved + 2hr calcium
::-%m 5T OAS1- 53 15 B 15000 i - E2+starved+ 2hr calcium
. : : £ = _ O - —e— DMSO+starved+ 4hr calcium
Of re!evance IS our observatl_on that female Tapt o o 3 10 f n | ~— E2vetarvods #hr calcium
steroid hormone 173- Estradiol (E2) Chpt e 5 -, 10000- I < 1
. . MAVS - o L0 m 25—
promotes macrophage polarization towards - e 168088k S Pa— >~ 0 S oo Jo 827 0]
. . . . T E—— I RNA analysis - = o00T = ™
an Immune-suppressive state within tumor Placebo E2 y =2 i = [ ] o % g 154/ %
microenvironment. _, 0 SEQ s
Figure 2: CX3CR1 promotes E2-mediated suppression of Type | SAPTA - - 4 . 275 0 o 2

interferon signaling in myeloid cells
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