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ABSTRACT

Targeting Thyroid Hormone Mediated Cancer Stem Cell Expansion,
Treatment Resistance in ER+ Breast Cancer Patients
Reema S Wahdan-Alaswad', Susan M Edgerton!, and Ann D Tho

Wniversity of Colorado Anschutz

i
il
i+ +
kR

Medical C

A ER+BC Cells ER-BCCels g MeT wn
= [ TR
S 4 -4+ B -4 -4

. o T

———E
- 71

I| J _|||] f&f;:i:::

rtment of Pathology,

12801 E 17 Ave, Auro:

, CO United States 80045

&

i
I

WCFT $1C002
ol

wproaration

wProiitoration

ol, 200, :
pn g eski ™RA
e expansion andaters
vesponsiiy o endocrine theagy in ERYEC. TCGABet
O i T vt R
methods o et s TR
Becellines, R POK v invitro et 1 2
‘ Piure L Eprsn of THRA s por prghsic i n ER- BC. i nrs me- s by npvmwn wmru
R+ BC cells, ‘THRAdecreased e WW mm:lwl»’)a“wlm’ WL, ESRI and THRA
el s * P0O00] by
' . () Reline apressn of ESRI snd s
Cyclin A, CyclinE,
e 8401, TGF-
et : e Factor ¥ patient # events Chisquare fchi square pvalue
IDFS
{ BC and not SK- [Base = age + size 568 107 22293
P [Base + TH 568 107 35.255 12962  0.0003
—— 5 IDss
[Base = size + grade 493 58 15.502 2B L 70 . BC 13, MOAM 464, MDA 2o e v wib el E0HL 1
£ (L0, T (T4: 13107 M, T3: 2.5n10°
rofie in Soid Rt o BeastCacns.Rnoma  Wadamaouad, uonhd Edert, 4 Skm, yunen i ik [Base + TH 493 58 22988 7.486  0.0062 by lcucy sy, (0 WY k) and £2 (110, TH 14
o e i, i Weer,Crt. S, Wb e, s g, bk o w0/ e o
Thor, DO 10.1158/1078-0412. CCRI0-2647. R+ BC MCFT () a
568 87 22522 0%, 4 00, T3 2500 M k4.3 o i o 2 s merkord s 0 o
568 97 36828 10306 0,0002|  prolfusenour e e byt e’ sy
- cellcte THESY, 30 FOS.
s65 53 842 g o AL it e onein g, PLOO0 et 9 o, PEB001 B QDL P00, e 5
565 53 17.5 908 o0o026| 0
RESU LTS 568 6L 7.886 A
568 61 19.285 11399 0.0007 N
£ i
565 22 8.473 H o
A B 3 3
, s Base + TH 565 22 12837 4364 0.0367 H ig
L sl e —— : it
$a R ¢
) 3
24 24
£2 g2
£, opmepeanen I [F—— A B
K & TaT3(41)
R T n e & o
c - e ans "‘2"”"” ¢ D
g1 ' ERFL - - - ™
(35 o S o S— -
i H PO ———— -
i gs = i D
R a, (D1 e e e O —§ Emmmcaxms
H H opine == gp =
g 1 lé 2 S—— CYlinh = o e e
£ o ] wampann [ T PR P ——— T o - = S oy == e
T 7T Tl pan -
T m 6 6w Cmow W w o m ==
T e o i CHInE =
el I T v
pactn
Figae 1 Thyr " in SR BC. (4) DFS firall R+ Figare 3. TH cabasces ER BC el

533 pticrs, 4 relaed, 4%

prokfraton. (4) MCFT (ER<) clls ware st with veice (ETOH), E2 (1310°M0), T4
(1010 M o O 2 T312.5110°M 0.2 xITM) i 2 deependent rasocrorwith TH (10 i, T3 110 M T3,

plsec/:m,‘sr
B C

Ko7 (5% Posiive)

A Temar

67 staining o prolfeatn
from IRt s st o, e shos K st i, Wagaton 40 Bt 5
Feeesestitie o 100 g (€) 667 Quantficaion weh Ao gt Paelogy Sysiem of PT12 tumers i
poted 5 mean £ SEML

[
i Figured,
10,
were nsaped by W8 (CRO, Charges. in e fration ver Ume were ckseved in MEF cels iransfected with srementionsd treatmert grevp pheres were colected, \ 22 peocessed
lestiviral constructs in the presance or abisence of £2, TH or combination of £2¢TH (EG). by flow cytometry.
Tt o, bt bt e
markers (D44, red; B, green; I"dﬂ”l bhve by IFC, and examined
eevens 040 ], »
A 2 BT o Do patns.
N ez T TameE2 2
o anetodan fon 3
P =T b raph) o G5 (HEws Ttumer tanes. compared toSk- xmmmsmmms,mm wmrmms
I bt e
£ ofal BGs.
i stem/mesencymal penes. o
L 3. THalo sctivational
£ soof 1 cuck p
" 2s A viva,
4. InER+BC ition, whi e}

B
2000, Peo00o

activity i less effected by concomitant TH.

5. Knockdownof THRAand ESRL atenuates THinduced ER# BC cell
proliferation, ir

signaling.

TH enhances E2 driven tumor growth in an ER+ PDX BC model, and

from our obsenvations patient data.

pr cell

growth.

Gmnt A:knawledgement
cer Society

i o (D ks e IR it 2= 3, 4 g 2 X ) F o S ks by it T510°M) o TH 6 s T4 L0 T3 25510 My 2 (110 ™ . . y
fck il et 0 THRT, & 16 ot 3 e THRT 15 5 Piysokgial oo L Z el et 2 Figwe 10
4DF (€ ” ] 2 oo (B) R + BCMC TOH e B2 o0 e L e A T DAL 5 (R TOIBL M Sl L ] oDl ool A Gt v o ey s e P12 ol o £ g it 10 KHTH. Dt
et 2% e a ot ol oo TR 3 900, (1x10Myalne o i coubinaion wh T4 (x10'M 10 1xH0™*M)and T3 2 x10°M 10 .8 16 M)t 1 i, Cels were . e

ot ol (D) DSS o all SR- pl\mb«mmdmmm Black circ 166

£ 50M (310 per grous. (B) Wight (me) of each of the tumoes pan sacrif at 66 s Duta

Fure 30

THRT. &
nnnm. 52.DOD, 1% alive a st flow-sprd il rpeescn THRT, = 1§ uscats, 3 DOD, 138 sve s st ol

- M €1
eutned i Fgue 30

E2+TH, E2+Tam, E2¢THeTan
weacment volume ‘P03, i

veatren rous, o oo

(RWA, SusanG. Kamaﬂmedalmn KG100575 10 {ADT), MarvxayAsh
Foundation (ADT).




