BST-236, a Novel Cytarabine Prodrug, Demonstrates Superior Safety-Efficacy
Outcome Compared to Cytarabine In Vivo
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BACKGROUND

AML is associated with poor outcomes in older and medically unfit patients, largely due to the severe toxicity associated with cytarabine treatment, which precludes the administration of effective cytarabine doses.
BST-236 is a novel antimetabolite, a cytarabine prodrug, which delivers high cytarabine doses to leukemia cells with reduced systemic exposure to free cytarabine and therefore reduced undesired toxicity.

MECHANISM OF ACTION BST-236 Demonstrates Superior Safety-Efficacy Outcome Compared to Cytarabine in a Human Leukemia Model
¢ BST-236 |S <l nOvel ant|meta b0||te’ COmpOSQd BST'%?G rf?A:ra-C (Cytarabine) NSG mice U937 human leukemia . _ Recovery Number of Normal Murine Cells
. . BST-236 Structure . N irradiation cell injection Treatment: Saline/BST-236/Cytarabine  aAnalysis  Follow-Up 000
of cytarabine covalently bound to asparagine. , | | T 17 17T 71T 1 | l | Spleen
. o . . | %}I—/H 2 40000 B Bone Marrow
* The intact BST-236 is inactive and non-toxic, O  NH, intracellular l Day 12 e 3 8
. . « . . © 30000
enabling safe high-dose administration. MOH BoT-236 5 |
HN O i % of Human Leukemia Cells ‘EJ 20000
* BST-236 activity is triggered by hydrolysis and NN  Asparagine AraT_C oeamina 50 ® o | -
. . .« e - (inactivation)
release of cytarabine while avoiding peak HO ‘ N/J\D Ara-CMP ——» Ara-UMP Spleen 0 _
: : : O v 40 B Bone Marrow
toxic systemic exposure to free cytarabine. 5 | Ara-COP  beriohera! Blood i Viice Weight
. . . Cytarabine | 30
e Until its release, cytarabine is protected from N Ara-CTP " 5
inactivation by deamination or activation by e o~ 20 ’
h h | _ M’/ | [ D2
p OSp Ory athn. Figure 1. BST-236 structure and mechanism of action Apoptosis 10 . 18 .
0 - — - —— — 15
RESU LTS Control Leukemia + Leukemia Leukemia Control Leukemia + Leukemia Leukemia
(no leukemia) Saline + BST-236 + Cytarabine (no leukemia) Saline + BST-236 + Cytarabine
In vitro studies demonstrate that BST-236 is effective in a variety of leukemia cells (Figure 2). BST-236 enters the > mg/mouse 3.4 mg/mouse > mg/mouse 3.4 mg/mouse
. . . . . . . Note: 5 f BST-236 tain 3.4 f cytarabi At1l k foll : All BST-236 mi li ith linical
leukemia cells, accompanied by cellular accumulation of free cytarabine, which is released from BST-236 (Figure 3). — ~™° ST =4 e B EYATabIne ciens and all cytarabine mice were dead D oS
Figure 7. Comparison of BST-236 and Cytarabine in a Murine Model of Human Leukemia
< 1(2)2 < zz < Ez | Cellular Accumulation of BST-236 Cellular Accumulation of Cytarabine
z w z ® z ol _— BST-236 I HL6O (AMU) cels _ Cytarabine i HLGO (AML) el BST-236 and cytarabine demonstrate similar efficacy of complete elimination of the leukemia
'_g 60+ '_(_60 60 '_g 604 < 40 - —=<BST-236 in Jurkat (ALL) cells < 40 - —e—Cytarabine in Jurkat (ALL) cells . . . . . .
I . N s cells in the bone marrow, spleen, and peripheral blood of NSG mice injected with U937
- T 101- 10° " 01o-4 103 107 10° 100”101- 10? " 01b-4 103 107 100 10° 101. 102 % 20 - / %20 / h u ma n Ieu kem ia CeIIS (Figure 7) |
BST-236 Conc_GeOntratlon BET—fofghicz?centratlon ?SIX—FZA?CEREi'\rA\centratlon § o §10 . . . . . o o . .
e O, = e c = N However, while cytarabine treatment was associated with significant toxicity including
= e < oo - o e from 85296 dosmg (hours] e from BST-236 dosng (hours) weight loss, dramatic reduction in spleen size and number of normal mouse spleen cells,
Figure 2. Induction of Cell Death by BST-236 in Various Leukemia Cell Lines Figure 3. Accumulation of BST-236 and Cytarabine in Human Leukemia Cells Incubated With BST-236 delayed normal murine white blood cell recovery, and post treatment death, BST-236
Like cytarabine, BST-236 induces apoptosis (Figure 4), an enabled spleen and BM recovery with minimal weight loss and no observed clinical signs.
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