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INTRODUCTION

A More than 45 mutations have been identified in associationwith HR MDS and the number of mutations
increasesand changedollowing HMA failure and leukemictransformation(HaferlachLeukemia2014 Lindsley

NEJMR017):

A In the majority of patientswith MDS(80%) co-mutations are presentand the prognosticcontribution of each

individualmutation remainselusive,especiallyafter adjustingfor clinicalvariablessuchasIPSSRscore Onlya N I I 9&
few mutationsare predictiveof poor prognosiqe.g. TF3, SBB1) (HaferlachLeukemig2014); u Baselme mutations are presented for 1 Of

A N-RASand K-RASmutations as well as regulators of the Raspathway (e.g. PTPN1, NFL) are frequently
observed(15-20% in HRMDS,howevertheir clinicalimpactis unclear,especiallyin de novo MDS(Haferlach

Leukemia2014);

A RigosertilRGSjs a non-ATRcompetitivesmallmoleculeRASnimetic that hasthe potential to block RASRAF
MEKERKand PBK-AKTmTORsignalingpathways(Athuluri-Divakar2016). Rigosertibhasthe potential to also

inhibit wildtype upregulationof RAS

A We report here the genomicprofile of 190 patientswith HMA failure HRMDSat the time of study entry prior ¥ " : : £
to receivingrigosertib in the INSPIREBtudy (NCD25622443 an ongoingphase 3 randomizedglobal study u In tOtaI 99 dlﬁerent mutations were Identlfled at

evaluatinglVrigosertibvs Physician€hoice(PC)n patientswith HRMDSpostHMAfailure;

INSPIRE (04-30) STUDY

Eligibility:

A MDS subtypes RAEBRAER,
or RAER
A Progression or failure to respond
to HMA
AHMA treatment du
cycles in < 12 mc
A <82 years of age

care

20—=->N-2002D>»=::

N = 240

Rigosertib + best supportive

Physician’s Choice of Treatment
+ best supportive care
N =120

Primary Objective: To compare the overall survival (OS) of patients in the rigosertib group vs PC
arm in all patients and a sub-group of patients with IPSS-R very high risk;

Exploratory Objective: Correlation of overall survival and clinical responses with mutational
status;

A

C: T

KEY INCLUSION CRITERIA

INSPIRE (NCT02562443) is a global randomized Ph3 trial in pts with H&fter
HMA failure with an overall target enrollment of 360 pts which has recently been
achieved.
Key inclusion criteria includes:
age < 82 years,
RAEBL, RAERorRAEB and = 1 cytopeni a;
Higher Risk MDS per IRB3ntermediate risk (IR), high risk (HR) and very high risk
(VHR);
Duration of prior HMA < 9 cycles wit
months before enroliment;

One of the following:
Progression (2006 IWG criteria) at any time after initiation of AZA or DEC treatme
or

Failure to achieve complete or partial response or HI (according to 2006 IWG) afte

at least

Six 4week cycles of AZA or either foumkek or four 6week cycles of DEE

Relapse after initial complete or partial response or HI (according to 2006 IWG
criteria) or

Progression (2006 IWG criteria) at any time after initiation of AZA or DEC treatme
or

Nt

»
-

Nt

Intolerance to azacitidine or decitabine

TABLE 1: PATIENT DEMOGRAPHICS (N=190)

Number of patients (%)

Sex Female 67 (35)

Male 121 (64)
Unknown 2 (1) £
Race Asian 22 (12) g
Black 3(2) £

White 152 (80)

Other 6 (3)
Unknown 7(4) I
Age (yr) Median 73 2%
2200 =
Range 54-82 7%
ECOG performanc: -= 1(17)2
Status s O —
1 87 (46) B
2 19 (10) (I
Unknown 44 (23) i %2
Primary (de :
MDS type | o) 145 (76) i %
Secondary 12 (6) o
Unknown 33 (17) b
WHO/FAB classificatioi RAEBL 50 (26) o8
RAER 78 (41) o
RAER 26 (14) i
Unknown 36 (19) %2
Fallll;r; Hm&{fgég; Progression 61 (32) | 12
Failure 59 (31) %
Relapse 29 (15) o
Intolerance 8 (4) .
Unknown 33 (17) 1o
Revised IPSS score.ow 0 1
Intermediate 19 (10) %
High 44 (23) .
Very High 93 (49) "
Unknown 34 (18) "

# mutations

[ | |
150 100 50 0
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