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From normal de

velopment to malignant transformation
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Genetic heterogeneity in human ETP-ALL
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Unique features of human ETP-ALL
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Therapeutic targets in human ETP-ALL gene expression profile
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High BCL2 expression in human ETP-ALL

ETP-ALL Other genetic subtypes human T-ALL
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High BCL2 expression a reflection of T cell differentiation?
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High BCL2 expression a reflection of T cell differentiation?

Immature TAL1 TLX1/TLX3 HOXA
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BCL2 inhibition as a therapeutic strategy
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ABT-199 as a new therapeutic strategy in human cancer

?Ia%éedicme ABT-199, a potent and selective BCL-2 inhibitor, achieves

antitumor activity while sparing platelets
January 2013

Andrew J Souers!, Joel D Leverson!, Erwin R Boghaert!, Scott L Ackler!, Nathaniel D Catron!, Jun Chen!,

Brian D Dayton!, Hong Ding!, Sari H Enschede!, Wayne J Fairbrother?, David C S Huang>*, Sarah G Hymowitz?,
Sha Jinl, Seong Lin Khaw®#, Peter ] Kovar!, Lloyd T Lam!, Jackie Lee?, Heather L Maecker?, Kennan C Marsh!,
Kylie D Mason?®->, Michael ] Mitten!, Paul M Nimmer!, Anatol Oleksijew!, Chang H Park!, Cheol-Min Park!7,
Darren C Phillips!, Andrew W Roberts?—>, Deepak Sampath?, John F Seymour*®, Morey L Smith!,

Gerard M Sullivan!, Stephen K Tahir!, Chris Tse!, Michael D Wendt!, Yu Xiao!, John C Xue!, Haichao Zhang!,
Rod A Humerickhouse!, Saul H Rosenberg! & Steven W Elmore!

Clinical Phase | Trials in relapsed or treatment-resistant CLL

Tumor Lysis Syndrome

Reports on anti-tumoral effect in:

acute myeloid leukemia
multiple myeloma
estrogen receptor-positive breast cancer

13




B-actin

A
—
O
m

Bl w3o-a2400
1 y33d

B svsvduvy
B ivwnr

N 28€4d
B idod

B Lo
] L¥ANG
-] L-1VL
B s
BN | /onoT

uolssaldxa YNy W uiejold

BCL-2 expression

ABT-199 expression in human T-ALL cell lines

14



ABT-199 and cell viability in human T-ALL cell lines
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ABT-199 IC50 in human T-ALL cell lines
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Correlation ABT-199 IC50 and BCL2 expression
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ABT-199 induces apoptosis
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In vivo xenograft model human T-ALL
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Day 2

In vivo xenograft model human T-ALL

Vehicle treated ABT-199 treated

#16 #15

g

Scale @

:
: . .
- i | |
§ .

44
8 o [
@
€ 24 —
: .
o 1 ——
&
- —_—
= O .
°
. & &
3' ié\ 'é\
n Treatment

20



Genetic subtypes of human T-ALL

ETP-ALL Other genetic subtypes human T-ALL
Immature TAL1 TLX1/TLX3 HOXA
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In vitro ABT-199 sensitivity primary T-ALL samples
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In vitro ABT-199 sensitivity human T-ALL
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JAK3 mutant murine T-ALL
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Conclusions

Probability

&m ABT-199 is a promising new drug
® for human cancer
=
; 2
Our pre-clinical data suggest
| ABT-199 as a promising new drug
= e for specific subtypes of pediatric T-ALL
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screen identifies novel microRNA regulators of key
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microRNAs

= small, non-coding RNA molecules

= post-transcriptional regulation of gene expression
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microRNAs

= small, non-coding RNA molecules

= post-transcriptional regulation of gene expression
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microRNAs

= small, non-coding RNA molecules

= post-transcriptional regulation of gene expression
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3’UTR microRNA library screen
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3’UTR microRNA library screen
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3'UTR library screen
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Cancer gene microRNA interactomes

MiRNA-FBXW?7 interactome MiRNA-NOTCH1 interactome
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Cancer gene microRNA interactomes

PHOX2B rescue experiments!
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