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BACKGROUND ASCERTAIN STUDY PATIENT CHARACTERISTICS RECLASSIFICATION RESULTS

Oral decitabine/cedazuridine (ASTX727) is a fixed-dose combination of the hypomethylating Table 3. Patient Characteristics Figure 4. Kaplan-Meier Plot: Overall Survival
agent (HMA) decitabine (DEC) and the cytidine deaminase (CDA) inhibitor cedazuridine. ASTX727 Total Treated | IPSS
N=133 (%
has been developed as monotherapy treatment for MDS/CMML and AML (NCT03306264). CMMIL 16 (12) =
e Oral DEC has poor oral bioavailability, but when co-administered with cytidine deaminase inhibitor High 21 (16%)
1 - - ol I Int-2 27 (20%)
cedazuridine (CED) has increased oral bioavailability | o MDS, IPSS classification 1 64 (48%) ; 5 5 « IPSS, IPSS-R, and IPSS-M
* Results of the Phase Il ASCE'RTAIN (ASTX?27-02) study demonstrated a fixed dose chl?lnatlon of DEC Low 5 (4%) : % % showed a clear separation
(35 mg) and CED (100 mg) given once daily X 5 days on a 28-day cycle is pharmacokinetic (PK) exposure e Of the 117 MDS subjects treated, 104 and 105 had the necessary data for : £ 2" of the different risk
equivalent to the standard intravenous (IV) DEC regimen of 20 mg/m? daily X 5 days on a 28-day cycle! reclassification by IPSS-R and IPSS-M, respectively ’ categories for 0S
* To facilitate PK-bridging with existing historical efficacy data, ASCERTAIN study subjects were classified ‘ T ——
using the International Prognostic Scoring System (IPSS) — N=117 (%) . ; : . " I » M
 IPSS considers three main prognostic indicators (marrow blasts, cytogentics, and cytopenias) in IPSS-R Classification N/A Very High Risk ;g gg;; : b o » - o
determining risk level? High Risk 24 (21%) (P55 Cangos —— foan — — 50—~ Lowl] e mg o tem  VerLowlaw S oy P v e R
* Many of the relevant hematologic parameters were collected as part of ASCERTAIN allowing reclassification MDS, IPSS-R classification Lnter?efiate ;g gg?; i i i i
. . . . ow Ris % - .
of many patients by more recently developed prognostic criteria (IPSS-R, IPSS-M) Very Low 3 (2%) Figure 5. Kaplan-Meier Plot: Leukemia Free Survival
 Here we present additional analyses which characterize the ASCERTAIN population as possible using IPSS-R « As a result of re-classification from IPSS to IPSS-R, 28 subjects upgraded to HR-MDS, | IPSS
and IPSS-M 3 downgraded to LR-MDS s o "
. Total Treated 08 04 - 0% 4
Table 1. IPSS-R Scoring N=117 (%) ) ; ; . IPSS IPSS-R and IPSS-M
i ] i IPSS-R Classification N/A 12 (10%) 2 o] 2 o 5 ’ ’ _
IPSS-R defines five IPSS-R risk groups: : _ Frogostc scor e — Very High 25 (21%) £ i E y showed a clear separation
very low, low, intermediate, high, and very high Fpe— ngz h 24 (21%/) £ o £ o : of the different risk
. . Cytogenetics Very good Good Intermediate Poor Very poor M t H H 18 15 500 - .
e |PSS-R enhances the prognostic model with more BM blasts, % <2 >2t0<5 5-10 >10 MDS, IPSS-M classification DECTIRE T8 ( ) 01 014 categories for LFS
. . ) ) Hab, a/dL 210 Bto<10 <8 Moderate Low 13 (11%)
detailed cytogenetic subgroups (five vs three risk s 1 w0 wmeo  <s Low 21 (18%) | | | - - -
groups), separate subgroups within the “marrow e o Characteristics Very Low 4 (3.5%) ’ I a B ’ ? 7 B s
. RIS v, del .- . . surv ~ IFSS-M Calgores _
blasts <5%” group, and a depth of cytopenias N O o, ey, 200, doit5e + 1 acitonst abronmatty * As a result of re-classification from IPSS to IPSS-M, 29 subjects upgraded to HR-MDS, e RO ] e Moty — -
measurement defined with cut-offs for hemoglobin Intermediate del(7a), +8, +19,KI7G), other anormalites ot n other groups ) 5 downgraded to LR-MDS
. Poor =7, inv(3)/1(3q), =7/del(7q) + 1 additional abnormality, complex (3 abnormalities) Table 5 CIinicaI Res onse Fi ure 6 C-index for OS and LFS
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Table 2. 1PSS-M Scoring Figure 3. Reclassification Results: Sankey Diagram High 074
: L P — HR-MDS 11/48 (22.9) 3 .,
IPSS-M Incorporates mOIeCUIar data II‘ItO Its Table 1. IPSS-M Risk Score Construction from an Adjusted Cox Multivariable Regression for Leukemia-Free Survival.* * IPSS reCIaSSIflcatlon reSUItS In majorlty upgradEd to HR_MDS Int-2 £ ‘
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risk assessment Category and Variable Adjusted Hazard Ratio (95% CI)f Model Weight -_ - -m LR-MDS Low/Int-1 16/69 (23.2) e
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