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NPM1-m and KMT2A(MLL)-r AML Represent a Significant Unmet Need
No FDA-Approved Targeted Therapies Exist Today

NPM1-mutant AML KMT2A-rearranged AML

~30% ~6,000 new cases annually in U.S.! _s10% ~1,000-2,000 new cases annually in U.S.*
AML : . . AML . . o
Adult patients with NPM1-m and select co-mutations ‘ Adult patients with KMT2A-r have poor prognosis with
and/or R/R disease are associated with poor prognosis? high rates of resistance and relapse following SoC*°
5-year Overall Survival ~50%? 5-year Overall Survival <20%*
53 :
fe) " K T24 ’9
- Q0 i
m il ; ’6‘ m ‘ ] Hox% —»  Leukemia
l ] b0t —»  Leukemia W
63
Zif ib
# . ; s
i IR i R
m ! HoX%/ —» Differentiation

(N &% 2
m ! | hoxs? _y Differentiation w

. . 1 SEER statistics for AML in the US, accessed April 2020
Kihn MW, et al. Cancer Discov. 2016;6(10):1166-1181 2 Dohner et al. Blood. 2017 Jan 26;129(4):424-447
Thorsteinsdottir U, et al. Mol Cell Bid. 2001;,21(1):224-234 s AngenendtL, et al. J Clin Oncd. 2019;37(29):2632-2642

‘ ¢ American Society of Hematology e 5. Gl Hero vl fop 200 ARy S 5o - AngEnencL, tal JCinOncd. 201937292

Brunetti L, etal. Cancer Cell. 2018;34(3):499-512 sVetro G et al Cancer Geret 2020-240-15.99



KOMET-001 Phase l1a Clinical Trial of Ziftomenib in Patients kom.et

with Relapsed or Refractory (R/R) AML

Phase 1a Phase 1b
Dose Escalation Validation Cohorts

& Cohort 1: 200 mg
(9 Cohort 2: 600 mg

Dose escalation in all-comer patients
to establish maximum tolerated dose
and/or RP2D

Enroll 2 genetically enriched cohorts
to determine the optimal RP2D inline
with FDA’s Project Optimus

» Safety and tolerability
» Pharmacokinetics
« Early evidence of antitumor activity

 Safety and tolerability
* Pharmacokinetics
* Antitumor efficacy
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ACUTE LEUKEMIAS
KURA KO-MEN-001

Phase 1b
Expansion

O 0O Expansion of 600 mg

Continue enrollment of phase 1b
validation cohort(s) meeting go/no-go
criteria

« Safety and tolerability
* Pharmacokinetics
 Antitumor efficacy

KOMET: Kura Oncology MEnin-MLL Trial



Phase 1la Dose Escalation — Demographics

_ All Patients
Demographics (N = 30)

Median age - n (Min, Max) 65.5 (22, 85)
Male — n (%) 17 (56.7)
ECOGPS1-n (%) 19 (63.3)
ECOGPS 2 —n (%) 6 (20.0)
KMT2A-r—n (%) 10 (33.3)
NPM1-m—n (%) 4 (13.3)
Non KMT2A-r/NPM1-m —n (%) 16 (53.3)
Median no. of prior therapies - n (Min, Max) 3.5(1,9)
Prior venetoclax — n (%) 22 (73.3)
Prior SCT — n (%) 7(23.3)
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Phase 1la Dose Escalation — Safety

2Gr3 TEAEs 50 mg 100 mg 200 mg 400 mg 600 mg 800mg | 1000 mg
(All Causality) (N=1) (N=1) (N =6) (N =5) (N=5) (N=11) (N=1)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Anemia 0 0 2 (33.3) 1 (20.0) 3(60.0) 2 (18.2)

Pneumonia 1 (100.0) 0 2 (33.3) 1 (20.0) 0 3(27.3) 0
Thrombocytopenia 0 0 1(16.7) 1 (20.0) 3(60.0) 0 0
Neutropenia 0 1(100.0) 1(16.7) 0 0 3(27.3) 0
Febrile neutropenia 0 0 0 1 (20.0) 1 (20.0) 1(9.1) 0
Decreased appetite 0 0 2 (33.3) 0 0 1(9.1) 0

No drug-induced QT/QTc prolongationreported

Two DLTs were reported:

* 400 mg cohort (pneumonitis, post-aspiration pneumonia)
» 1000 mg cohort (differentiation syndrome)

» Perprotocol,the DLT in first patient at 1000 mg resulted in de-escalationto 800 mg

,,z‘.;’ American Society of Hematology 24-Oct-2022 Data Cut



Ziftomenib Demonstrates Encouraging Early Clinical Activity in
the Phase 1a, All Comer Population

NPM1-m

Other
Genetic
Subtypes

Genotype, Dose Cohort

K, 50 mg
K. 200 mg
K. 400 mg | e
K. 600 mg
K. 600 my [
K. 800 mg
K. 800 mg [

L) e —
K, 800 my |

K, 1000 mg
N, 200 mg
N2mg e
N, 400 mg |\ e
N, 800 mg |

|
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0, 200 mg ([ ]
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KOMET-001 Phase 1b Clinical Trial of Ziftomenib in Patients kom.et
with Relapsed or Refractory (R/R) AML AT NS

Phase 1a Phase 1b Phase 1b ‘

Dose Escalation Validation Cohorts Expansion

Cohort 1: 200
& ohor mg 0 0O Expansion of 600 mg

(9 Cohort 2: 600 mg

Dose escalation in all-comer patients
to establish maximum tolerated dose
and/or RP2D

Enroll 2 genetically enriched cohorts Continue enroliment of phase 1b
to determine the optimal RP2D inline validation cohort(s) meeting go/no-go
with FDA'’s Project Optimus criteria

 Safety and tolerability
* Pharmacokinetics
* Early evidence of antitumor activity
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» Safety and tolerability « Safety and tolerability
* Pharmacokinetics * Pharmacokinetics
* Antitumor efficacy * Antitumor efficacy
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Phase 1b Baseline Characteristics, Demographics, and Disposition

: 200 mg 600 mg - . 200 mg 600 mg

Median age - n (Min, 49.0 94.5 Patients on Treatment 0 10 (27.8)
Max) (30, 79) (18, 86) : .

Patients in Follow-Up 1(5.9) 17 (47.2)

— 0,

HELS — 7 ), 7(412) 15 (417 Reason for Treatment
ECOG PS1 —n (%) 7 (41.2) 22 (61.1) Discontinuation
KMT2A-r— n (%) 13 (76.5) 16 (44.4) Adverse Event* 2 (11.8) 4(11.1)
NPM1-m- n (%) 4 (23.5) 20 (55.6) Death 4 (23.5) 3(8.3)
Median number of prior 3.0 3.0 Disease
therapies - n (Min, Max) (1,11) (1,7) progression 5 (29.4) 11 (30.6)
Prior venetoclax — n (%) 11 (64.7) 22 (61.1) (including Clinical)
Prior SCT = n (%) 5 (29.4) 8 (22.2) Patients off Study 16 (94.1) 19 (52.8)

Reason for Study

3 (17.6) 7 (19.9) . o

FLT3*—n (%) (100% FLT3-ITD)  (57% FLT3-ITD) Discontinuation
IDH1/2* — n (%) 1(5.9) 7 (19.4) Death 14 (82.4) 14 (38.9)

Additional reasons for TreatmentD/C include Pl Decision, Receiptof Alt Tx, and Other.
Additional Reasons for Study D/C include Withdrawal by Subjectand Other.
**No_events were considered treatment related

*Patientcould have both FLT3 and IDH1/2,and be countedin both
co-mutation categories

€ American Society of Hematology 24-Oct-2022 Data Cut



Ziftomenib Demonstrates Encouraging Safety Profile and Tolerability
In Phase 1b

2Gr 3 TEAEs Occurringin >10% Participants
(Regardless of Causal Assessment) 200ime <00me

NPM1-m (N =4)
0

KMT2A-r (N=13)

Differentiation Syndrome 4 (30.8)
Febrile Neutropenia 0

(N = 20)
0
(N = 16)

4 (25.0)
2 (12.5)

25
i
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Characterization of Differentiation Syndrome (DS) with Ziftomenib

Any Grade and 2G3 DS in P1a/b population® Ziftomenib Accumulatesin Tissuesin Mice

200 mg 600 mg
N =17, n (%) NERIECD)!
160000 1
NPM1-m (all grades) 0/4 (0) 4/20 (20.0) B 140000
ES)
2 Gr3 0/4 (0) 1/20 (5.0) € oooo |
o
KMT2A-r (all grades) 5/13 (38.5) 6/16 (37.5) 2 100000 | ® Plasma
> Gr3 4/13 (30.8) 4/16 (25.0) 2 s0000 ® Bone marrow
. . c E Heart
T Patients with DS event at 600 mg 2 60000 1 = Spleen
ORR rate: 75% for NPM1-m; 16.7% for KMT2A-r s P
c _
Mean Change from Baseline in Cycle 1 for Peripheral Blasts and WBC 3 40000
On-target population 600 mg (Phase la + 1b) 5 20000 -
€ Peripheral Blasts ©
2 4 WBC 0
‘;.%g 24
85 2 Time(h)
Oy
g £ 0 Trough levels prior to dosing on Day 8 (repeat dosing)
\:', s Ziftomenib plasma protein binding >99%
= B -2 o
Baseline C1D8 C1D15 Cc2D1
Visit

ﬁsﬁ*"o‘-& . .
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Ziftomenib Demonstrates Encouraging Antileukemic Activity at 600 mg

BestOverall Response 200 mg

NPM1-m Phase 1a + 1b (n=6)
CR 1(16.7)
CR/CRh 1(16.7)
CRc 1(16.7)

MRD negativity 1 (100.0)
ORR 2 (33.3)

KMT2A-r Phase 1la + 1b (n=14)
CR/CRh 0
CRc 0

MRD negativity 0
ORR 0

(n=20)

6 (30.0)
6 (30.0)
7 (35.0)
3(42.9)!

8 (40.0)
(n=18)
1 (5.6)
2(11.1)

2 (100.0)

1MRD w as assessed for 5/7 CRc patients; 3 of those 5 patients (60%) tested w ere MRD negative

CRc includes CR, CRh, CRi, CRp
ORR includes CR, CRh, CRi, CRp, MLFS

& American Society of Hematology

* 2 pts had concurrent

* 2 pts had both IDH1/2

~

IDH1/2

and FLT3-ITD/TKD

J

~

Of IDH1/2 co-mutants (7),
57% experienced a CR

J
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Decreasing Bone Marrow Blast Counts Consistently Reported

100

B NPM1-m 600 mg B KMT2A-r 600 mg
0O NPM1-m 200 mg 0 KMT2A-r 200 mg

80 -

. Py b4

-60 -

-80 —

Maximum Change from Baseline in Bone Marrow Blasts (%)

Arrows indicate ORR (CR, CRh, CRi/CRp, MLFS)

-100 -
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Ziftomenib Causes Differentiation of NPM1-mutant Leukemia

Baseline Bone Marrow

Cellular BM (40%) with
Y ®» 75%blasts consistent
)0», with relapsed AML

Case Example: 61yo male with NPM1-m, FLT3-

ITD, and IDH2 AML
Baseline bone marrow blasts: 75%

: : 7+3, Midostaurin, HIDAC, ® ‘
Prior therapies o $
gilteritinib - °e '

Initiated ziftomenib at 600 mg

il e 4 % g CyclelDay 28
: Bone pain, |BP pm Vel At N g8 Yo e ziftomenib

DS elrg E1 WBC 158K Yista ;.,,:";':-;'.’223:: « 2%, 155 Hypercellular BM (>95%)
SA L B T e S with striking granulocytic

RESDONSE « MLFS after Cycle 1 -"” 'o"";:::‘,f."’.'-':’ '::-:- - hyperplasia and <1%

P - CRafter Cycle 3 A R 1 X ) .;‘i,; blasts

Al SR g S~ £ ABLB LI
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Clinical Benefit: An Example of a KMT2A-r Non-Responder

Baseline After 2 cycles

Case Example: 47yo female with KM T2A-r, TERT,

and BRAF AML
Baseline bone marrow blasts: 52%

ddAC + paclitaxel, CPX-35, SCT, Aza,
FLAG lda-ven, DLI, RT - gums

Prior therapies

Initiated ziftomenib at 200 mg

Muscle and EMD pain, ttemp, |BP, WBC
152

+ Bone marrow blasts 2% end of Cycle 2
Response * Bestoverall response of SD due to
residual EMD

DS during C1
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Pharmacokinetic/Pharmacodynamic Analyses Support 600 mg Dosing

* Dose-dependentincreases in exposure support600 mg vs 200 mg dose

MEIS1 C1D28
~ 1 7
S o ™~
E [¢F)] T T T |
B 200 600
T 8
o
.22
m-ﬂ
3¢ 3.
= Dose, mg

* MEIS1expressionat C1D28 was 6-fold lower in patients dosed at 600 mg vs 200 mg
— HOXA9,HOXA10,MEF2C were also 2-to 6-fold lower relative to baseline
+ Targetgene expressionat 800 mg did not provide evidence of further knockdown

€ American Society of Hematology




Ziftomenib 600 mg Demonstrates Optimal Clinical Benefit

Genotype, Dose Cohort

Best Overall Response
CR

CRh

CRI/CRp
MLFS

NE/ND

PD

Death

End of Treatment
Ongoing
KMT2A-r
NPM1-m

ZXY e

20 24 28 32 36 40 44 48 52
Weeks on Study
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Conclusions

Ziftomenib demonstrates an encouraging safety profile and tolerability

* Reported events most often consistent with features and manifestations of underlying disease
— No evidence of drug-induced QTc prolongation
— Differentiation syndrome, an on-target effect, manageable with mitigation strategy

Clinical activity of Ziftomenib monotherapy is optimal at the 600 mg dose
+ Favorable NPM1-m benefit/risk balance with pronounced activity and 30% CR rate (n=20)
* High levels of ziftomenib tissue penetration likely drive clearance of extramedullary disease

Monotherapy data supportive of combination strategies

* No predicted adverse drug-drug interactions

*  Optimization of KMT2A-r benefit/risk planned via rational combination strategies, to maximize
patients’ time on treatment

« Oral, QD dosing allows for convenient administration and combination with standards of care

"- American Society of Hematology



