Effects of Imetelstat on the Stem Cells of Patients with Myelofibrosis
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In vitro studies have demonstrated that Imetelstat selectively inhibits spontaneous
megakaryocytic colony-forming unit (CFU-Meg) growth from the blood of patients with ET

but not from healthy individuals (Brunold C, et al. Blood (ASH Annual Meeting Abstracts),
Nov 2011; 118: 3843).

*P all >0.05 Mismatch vs.
Imetalstat of equal doses

80 I JAK2VG17F + JAK2VG17F N=4

70 | Homozygous

Eg I 1 1 Wk Culture

0 - I l s Imetelstat Induces Apoptosis of MF but not CB CD34*

CD34* Cells Expressing ALDH
(% of vehicle)
o383 8888
I —
1 |
£ I
[
e
r!-!:
CD34+ Cells Expressing ALDH
(% of vehicle)
o888

Phase | studies indicate that Imetelstat inhibits telomerase activity in patients with ET . : : : : Ce”S
and that Imett_elstat rapidly .induces and maintain§ hematologi_c responses i_n ET patients S » S NI S o S o » o
who have failed or are intolerant to conventional therapies. Substantial molecular L G i A? A {J’ i u.“‘?’ n;’ i3 A% é‘:’ CB
responses have been observed in JAK2V617F-positive patients and inhibition of the .5@ &c}" #_EF & & &c}"” ,ﬁ\ 4 < ﬁ;._:s- ,;E‘F &;}"’ 2 + ™
neoplastic progenitor cell growth ex-vivo has been demonstrated (Baerlocher G, et al. @e@\@é’* & &ﬁxﬁ' é&@ @a" @é‘\ &a"‘? {,@'& ﬁ@‘ @a‘° &é 2 :g a 1.6
Blood (ASH Annual Meeting Abstracts), Nov 2012; 120: 179) L > w & > E 30 - %%% 1.4 1 l
O E 1.2 - z T c
: : - . S 25 - S173
"5 i > 1 - L '
An investigator initiated clinical trial in MF showed that Imetelstat can achieve complete Imetelstat Does not Reduce the Generation of Myeloid Imetelstat Reduces the Generation of Myeloid and - . 3 e
clinical remissions by IWG criteria. This includes the reversal of bone marrow fibrosis and - + - + < 157 imetelstat 2E2 0.6 A
. : : .. : : : : + . T2 w .
Induction of morphologic and molecular remissions in a subset of patients with MF. This and ErythrOId Ce”S by CB CD34 Ce”S ErythrOId Ce”S by MF CD34 Ce”S X 12 | T I = X g: _
suggests that Imetelstat has disease-modifying activity in MF (Tefferi A, et al. Blood (ASH O 4. =" s , , ,
Annual Meeting Abstracts), Nov 2013; 122:662) A B A B = 1.8uM  3.75uM  7.5uM o 1.8uM  3.75uM  7.5uM
MF
A : P=0.01 e
@ 300 @ ® % P=0.002 + -
: : = _ 200 1 2 e 3 120 P=0.07 3 — 100 | S 40 — 3 6 |
Objectlves SRR o Q 2100 P=0.03 02 P=0.01 T 35 - ] P
3§ 11 | 2 o 3 G | s w0 P=0.001 582 ]
Qs 3 = 150 oS a2 60 = =5 | ST , |
. . - - . O > 100 - LT O o 60 O - @ 25 - — mVehicle = EII_- > 4 _
How imetelstat achieves these beneficial effects on MF patients? O 8 > 100 + 5 25 40 E 5. I S 22 EMismatch
. . + 50 - = T ) .o o v c 2 i Imetelsta
Can Imetelstat selectively target MF stem and progenitor cells? U e xS 50 “ = & o =2 55 3 15 Imetelstat §5% ,| J -
52< L8 5- O T} aQ 1 - + SEg | ‘
& T2 TT EIT 2T ITT I3 T =2 33 =3I 33 33 =3 "Te= == == |== == == "Tez 22 == Jz=z == == 5 5 55 1
22 EBR 2% |22 EBE 2% 22 EBE 2% |22 EBE 2% 2% BB o6 |68 B33 B8a B B3 BbB |88 B8 B 2 e
cw ©0 o8 cw® B0 o8 cw ©B6 oo cw ©6 oo == BN O = KN OJON - MMhDN == Mk e ' J 0 - - -
cf 58 &3 |[ef 53 &3 sf 55 =3 |5 3 &3 8 2C 5§ (s 2% 5% 58 2% 58 |58 f% sE 1.8uM  3.75uM  7.5uM 1.8uM  3.75uM  7.5uM
' I E€ e= B |BEE e» EE §< e= FE |8 e= §E Es 88 23 [Es ®E Z es 5% £33 gz 8% £
xperimental Design §F f2 2F |3 58 &0 R N IN B PfoF3 5f |EE B3 B3 i3 53 5f |Ef g3 i
== 5E = == 5E = == g % == EE F SE £ EE |EE 2t SE SEE 2% EE |EE 2t SE
1wk 2wk 1wk 2wk 1wk 2wk 1wk 2wk
N=10
ME Sol _ *P all >0.05 Mismatch vs. Imetalstat of equal doses Su m m ary
pleen MF Peripheral Cord Blood (CB) )
| Blood (PB) N=3
+ 2.5X10%/ml + Imetelstat Does not Suppress Hematopoietic Colony Imetelstat Inhibits Hematopoietic Colony Formation by *Imetelstat at the doses studied has minimal effects on normal CB hematopoiesis. By
[ CD34*Cells 1wk or 2wks CD34" Cells = : bv CB CD34* Cell ME CD34* Cell contrast, Imetelstat is capable of selectively inhibiting the proliferation of
1 *SFEM-+ Cytokines +Vehicle 1 _ ormation y ells ells phenotypically and functionally defined MF hematopoietic stem cells and myeloid
) e M mached > DR rogenitor cells through promoting their apoptosis
ST oligonucieotides (Mismatch, TPO(100ng/ml) prog ghp g pop -
1.8uM;3.75uM:7.5uM) — FLT-{3{10‘-}HE!;W'H A 120 P=0.06
*SFEM+ Cytokines+ Imetelstat IL-3(50ng/mL I - . . . . .
(1.8uM;3.75uM;7.5uM) A =100 - PEDB — P=0.01 sImetelstat in some patients can preferentially deplete malignant MF HPCs.
— 140 - = _—
| - 120 - T 52 YN Qi
— - 1 60 . . . .
l Total Cefls — s g 8- =5 a0 » . Imetelstat represents a potentially promising drug for the treatment of MF which
50 .
Hematopoietic Colony Assa Flow Cytometry 5 90 = 20 appears to affect primitive MF HSCs.
= 20 -
= 0
0 -
CFU-GM and BFU-E (Methylcellulose) LinCD34*, Lin"CD34* CD38", Lin"CD34* CD38*, == =z == £E EE E= =3 53 33 33 335 33
JAKV617F Status CD15*CD34;, Gly A*CD34 Cells @@ E E 2 e ©°w E E 1210 = E E E B :i.j * E E E e :é
Presence of Chromosomal ‘E E E E *E % ‘E E E E E % E é ‘E % E E E % ‘E % E é
Abnormality éE E*E éE éE E% éE = E Z £ = E = E = E = E
A 4 = =S 1wk 2wk
Mechanisms Underlying the Inhibitory Effects B Twk 2wk B XUl < N=10
Telomerase Expression of CD34" cells (Western Blot) 140 - W — ::ﬁg : T P=D+D49
Apoptosis Analysis (CD34*Annexin V*PI Cells) i) 1%3 i u:}I_ %j 30 -
22 80- UG 60 - T I
QO @ 60 - I.-II-J >
L-II-J - 40 o 1 ‘-IE 40 . o ol
. . £ S 20 - 2 2 20 -
L -2 0 - m<~ g -
Conflict-of-Interest Disclosure e e T
Wang, X. — Research funding, Geron Corporation 52 £ 53 |53 E: 5% £ E3 53 £ E3 :3
= E = E = E = E = E = E = E ég = E = E éE = E
1wk 2wk 1wk 2wk

*P all >0.05 Mismatch vs.
Imetalstat of equal doses



	Slide Number 1

