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Background _ Results (continued) Z+F+A Cohort

Zotatifin is a highly selective inhibitor of eukaryotic translation initiation factor 4A (elF4A) that All data reported is interim prior to database lock (data cut-off 11/17/2023) Table 4. Response summary Interim efficacy analysis — Part 1b (Z+F) dose escalation
provides a novel approach to cancer treatment by blocking production of specific proteins Characteristic Z+F+A (N=19)
requ.ired for tumor growth and survival.. gIF4A is a .ribo‘nl{c-lei.c acid (RNA). helicase required to Table 1. Patient characteristics and prior treatment history Y S p——
unwind seconda.ry structures that |r1h|b|t translation initiation of specific messenger RNAs ———— TS ST ITEG P P AR * 5 PRs (4 confirmed) in Z+F+A triplet cohort
(MRNAs). elF4A is activated by signaling through the PI3K and RAS pathways. Zotatifin forms a . ElElsgs s = ar = PR 5 (26)
stable, inhibitory complex between elF4A and defined nucleotide sequences present in the 5’ ':gceémNEd'an NSl EE 57(38-82) 62 (38-71) - 10 (53) * Responses seen in patients with or without ESR1 and PIK3CA mutations 206101 °
untranslated regions (5’-UTR) of certain mRNAs, thereby blocking production of proteins W’hite 14 6 . . . .
0.10 mg/kg | 203-117
encoded by these mRNAs. Zotatifin target sequences are found in the 5’-UTR of mRNAs Black or African descent 2 0 " . 4@ * All5 patients V.VItl'T I?RS h.ad prc?gresse.d on prior treatment with fulvestrant o
encoding the estrogen receptor, Cyclins D and E, CDK4, as well as several oncogenes and drivers Asian 1 2 ORR (Confirmed CR/PRs), N (%) 4(21) and a CDK4/6 inhibitor, including Patient 213-201 who progressed on
of cell proliferation (HER2, ERBB3, FGFR1/2, EGFR, and KRAS). Zotatifin’s capacity to block American Indian or Alaska native 1 0 DCR (CR, PR, or SD), N (%) 15 (79) abemaciclib and fulvestrant immediately prior to study entry
production of these proteins leads to in vitro inhibition of tumor cell proliferation and induction Other . 2 1 CBR24, N (%) 6 (32) . . . . . 0.14 mg/kg [ 213-101
of apoptosis and substantial in vivo anti-tumor activity in multiple tumor models, especially in ECOOG 25, 0%, TBIET) q - * All'5 patients with PRs had received one or more lines of prior chemotherapy L 201-112 * PR
ER+ breast cancer (BC), with strong, mechanism-based combination benefit observed when co- 7 10 (50) 5 (56) et TV 5 e e (i) Lo 625 ~ 206.108 -> ® rp
administered with the CDK4/6 inhibitor palbociclib. Visceral metastases, N (%) 15 (75) 9 (100) Median DOR, months (range) 6.6 (1.7-7.7) 0.20 mg/kg | 212-101 PY A Clinical progression
Initial results from the first-in-human Phase 1/2 dose escalation and expansion study of zotatifin Median number prior regimens for MBC (range) 4 (1-11) 4 (2-5) _ _ | 206.106 " gi:(;::;?ued dueto AE
in solid tumors were reported at ASCO 2022!. Dose-dependent target engagement was ?2 p”?r l f‘f{Lme"aS;at"l:wdéscea'j‘?:y';' (%) Lol SN Efficacy analysis — Z+F+A cohort | . . . . . . .
demonstrated by rapid accumulation of a target mRNA, c-Jun, in circulating whole blood, yp&i;g?;hi;{zfy or MEL, B 5115} S o . o 8 16 24 32 40 48 %6
reflecting the inhibitory complex of zotatifin, mRNA and elF4A. Subsequent analysis also Eulvestrant 13 (65) 6 (67) o S8 palbociclib Time on study (weeks)
L $ ¢ \‘. . & . s
demonstrated dose-dependent decreases in circulating tumor DNA (ctDNA), including in Chemotherapy 15 (75) 6 (67) Qg' g’e&ﬁg? ) [l abemaciclib
patients who received zotatifin monotherapy. Zotatifin was well tolerated at the initial RP2D of > 2 prior regimens for MBC 10 (50) 4 (44) ;SIS IRS 5
0.07 mg/kg given on Days 1 and 8 of a 21 day cycle and initial signs of clinical activity were =. 3 ;gfjig . * e Median PFS: 7.4 months i
observed, including partial responses and prolonged stable disease in metastatic ER+ BC. Initial HENEN 4+ 213-201 ) - 95% Cl: 2.81 e
’ 3 N LY L] — - o L] L] o N.E. m
data from expansion cohorts in metastatic ER+ BC, including zotatifin in combination with Table 2. Z+F+A triplet: summary of zotatifin-related treatment-emergent adverse Bl 5 213205 > g 100 ( ) g
fulvestrant or with fulvestrant and abemaciclib (Z+F+A triplet), as well as data from resumed events === : ;;2-;‘133 i E §
dose escalation, were presented at ASCO 20232. Here we present mature data from the Z+F+A T T i * =3 75- § .
, = 206-233 * 7 &
triplet as well as additional data from further dose escalation in combination with fulvestrant. Preferred term, N=20 All Grades, N (%) Grade 3 or 4, N (%) BEE 7 210203 AE o o * No DLT? or SAEs observed to date in dose
Nausea 14 (70) 0 (0) B H: 201215 e @ s escalation cohorts
A B
. . Vomiting 11 (55) 0 (0) 1 203-204 ° v 50+ ° —_
o TG i BB ¢ 201214 R 5 3 * Continuing to escalate to 0.28 mg/kg Q2W
‘.,Am- Diarrhea 9 (45) 1(5) BE s 210202 ¢ » : PR
E 600 : 106 Bl 4 212201 AE " 25+ J T S S S e’ S
g e a0 aemia 6130) (10) BME7Z " 206-230 . * R 0 5 is:ssg:os
3 400 m  palbociciib 30 mg/kg QD Dry mouth 6 (30) 0(0) W7 s 206-227 A @ PD 8’ 8§ &8 8 § 8 8% ] 8N
>2200_ n ;‘;}sgﬂ&lfi)gsrg%;?kgg[)’f Periphera.l sensory neuropathy 6(30) 0(0) ...f ;ggg:g L A Clinical progression E 0 I T T T T T : T T T || ! Dose cohort, mglkg Q2W 04 02 01 0144 02 014 02 0414 0.1 PR confirmed Part.ia.l Response
S Dehydration 4 (20) 0 (0) B . 206:208 . ¢ AE Discontinued due to AE 0 1 2 3 4 6 7 8 9 10 11 12 PIK3CA mutation [l mutant or-ampllfled
O 0 20 20 0 % 0 7o Muscle spasms 4 (20) 0 (0) B2 206.225 e *  Withdrew consent satrisk 20 18 15 9 7 7 7 7 3 2 1 4 0 CCND1 amplification not genetically altered
P Days Blood creatine phosphokinase increased 4 (20) 2 (10) 1 213-202 ° => On study ESR1T mutation
c' DySgelJSia 4 (20) 0 (0) I T T T T T T T T T T T 1 Time, months FGFR1 amplification . .
£ 251 Stomatitis 4 (20) 0 (0) palbociclib 0 1 2 3 4 - 5 stsd M7 " 8 9 10 " 12 N.E., non-estimable
& 201 Platelet count decreased 3 (15) 1(5) Il abemaciclib ime on Study, Months
g 1.54 : élﬂ’DH Abdominal pain 3 (15) 0 (0) % palbo and abema 206.296 S u m m a ry
E’;: Hypertriglyceridemia 3 (15) 0 (0) 100, 100- N 201:210 > .
2 ' Zotatifin-related treatment-emergent adverse events (TEAEs) are defined as AEs that start during or after initiating study therapy, or AEs with an onset prior to —— 213-201 ZOtatlfln had a manageable Safety prOflle
W 0.0 T T 1 initiating study therapy that worsen after study therapy initiation. TEAEs 2 15% Incidence are reported by Preferred Term and Maximum Reported CTCAE Grade o
@“2.@ & °‘°ir ?ilkgl Q,S\k) o for Subjects. Percentage is calculated using the number of treated subjects as the denominator. E g : 212:282 ° The VaSt majority Of adverse events were mild or moderate and there were no
zotatfin (m 'weel Q n
4A- translationally regulated genes including 3 8 Z o oean dose-limiting toxicities in resumed dose-escalation cohorts
ER, Cyclins D and E, CDK4/6, RTKs, KRAS Table 3. Part 1b (Z+F): summary of zotatifin-related treatment-emergent adverse % ',g ~ 210-203 . ] ] ] ] . ]
Figure 1. A. elF4A is required for protein translation initiation and tumorigenesis. A. Oncogenic signaling through events § 75, - ig;_zgi ZOtatlfln Showed eVIdence Of efflcacy In hea\"ly pretreated metastatic Bc patlents
ati oh i - o : £ @ - 203 ipe . . . . .- .
the PI3K and RAS pathways leads to activation of elfaft, which Is required for efficient transiation of mRNA 0.10 mg/kg, N=3 | 0.14 mg/kg, N=3 | 0.2 mg/kg, N=3 g g = 201214 e Zotatifin in combination with fulvestrant and abemaciclib (Z+F+A triplet) led to a
encoding downstream effector proteins including ER and cyclins, and upstream pathway components including Grades 1 or 2 Grades 1 or 2 Grades 1 or 2 g g . 210-202
HER2 and other RTKSs. B. Pre-clinica'l efficacy of zotatifi'n. Zotatifin in.hibi'ts tumor grqwth in mice bea?rir\g MDA-MB- Preferredterm ra eso or ra eso 2 s = - 212-201 mPFS of 7.4 months and responses in 26% of evaluable patients (four confirmed
361 xenografts and leads to sustained tumor regression post dosing in combination with palbociclib. C. Target N (%) N (%) N (%) S =y & 206-230
engagement in patients. Dose-dependent changes in c-JUN RNA in patient whole blood. Vomiting 2 (67) 0 (0) 2 (67) 3?-; g & 206-227 and one unco nﬁrmed pa rtial respo nses)
Nausea 2 (67) 0 (0) 1(33) @ i ) R - 206-231 . . . . . .
. . Anermia 0(0) 2(67) 0(0) ool PRURPRPRPR PR confirmed Partial Response + 206228 e All patients with responses had received prior CDK 4/6 inhibitor, fulvestrant, and
Objectives and Methods pnemia — = — I
F 0 (0) 0(0) 2 (67) E 8 8 8 s s 222832385 822 8 8 0 1 2 3 4 5 6 7 8 9 10 1 12 —— 213-202 Chemotherapy
. . . . tlgue - N N N N N N o N N N N N N N N N N N N - Tim n Stud Months
Primary objectives: ? PIK3CA mutation H B BEEE EBEEE B BEBE B mutant or amplified eo Y o . 0 .
parts 1. 12 and 1b (Dose escalation) Diarrhea 0 (0) 0 (0) 1(33) CoND' amplifiation 0 EE B ot genetically aftered ctDNA decreases >50% were seen in 89% of evaluable patients dosed at 0.07 mg/kg
* To define the safety, tolerability, MTD or RP2D of zotatifin monotherapy and in combination with fulvestrant Ery. n;ou’d; th g Eg; 8 Eg; i g;; ESR1 mutation H B EE EEER HE LESS frequent dosing Of zotatifin as a doublet Showed evidence Of activity
. eripheral sensory neuropatny FGFR1 amplification [l [l BB [ | [ | B
Parts 2, 2a and 2b (Expansion cohorts) . P
Dehydrat 0(0 1(33 0(0 . . . .
*  To evaluate antitumor activity of zotatifin monotherapy and combination therapy Meusyclgas;r;ms = ((33)) 0((0)) 5 20; Interim ctDNA Ivsis — Z+E+A cohort e Confirmed PR observedin a heaVIIy pre-treated patlent at 0.1 mg/kg Q2W
inetivec: nierim c analysis — cohor
tives: ) . . .
iecondary objectives Abdominal pain 0(0) 0 (0) 1(33) combined with fulvestrant
art 2, 2a and 2b . . . Dose Expansion, Z+F+A 206-226 213-205
- _ _ Hypertriglyceridemia 0 (0) 1(33) 0(0) w “ . . . .
- To assess the safety of zotatifin and progression free survival (PFS) S ——— E— 0(0) 0(0) 1(33) 100, - oR <+ mmonous ~_ - Aoy Promising efficacy results compared favorably to published data for retreatment
Exploratory objectives: Muscular weakness 0 (0) 0 (0) 1(33) M SD 10 T 10 o e i H 1
*  To explore the effects of zotatifin on pharmacodynamic markers relating to drug mechanism, response to Myalgia 1(33) 0 (0) 0 (0) 50- wPD \ < ;:22;3;1 WIth CDK/endOCﬂne thera py pOSt progressmn
therapy, and potential resistance mechanisms Constipation 1(33) 0 (0) 0(0) 8 N = e * Median PFS in the Z+F+A triplet of 7.4 months compares favorably to other
Study design and treatment Dysgeusia 0 (0) 0 (0) 1(33) 5:. ] ] A — PTENLLGRKLLN . . . . . . . .
«  Open label study in adult patients with metastatic or locoregionally recurrent ER+ breast cancer Polydipsia 0(0) 0 (0) 1(33) E 0 § £ \\ e repo rts of aCt|V|ty in l[ate line ER+ BC patlents in the pOSt'CDK4/6| Settlng,
. :alrt 1: 3+3 gosedescalatlonkscheme \II(VIt;lfIV administration of zotatifin monotherapy or in combination with Palmar-plantar erythrodysaesthesia 0 (0) 0 (0) 1(33) a - including a mPFS Of 53 months Observed in the MAINTAIN StUdy3 Wlth IeSS heaVily
ulvestrant o§e QW, 2 wks on/1 wk off, or Q2W ' o ' ' . Vision blurred 0 (0) 0 (0) 1(33) .. N N )
*  Part 2: Expansion at MTD or RP2D as monotherapy or in combination with SOC as a Simon 2-stage design Tinnitus 0(0) 0(0) 1(33) ' ' treated pat|ent5 than re po rted here
Patient eligibility - key inclusion criteria Caindfas e 0 (0) 0 (0) 1(33) -100- Lon Lon . . .
. Zotatifin + fulvestrant + abemaciclib cohort (Z+F+A) Eotaxis L 33) 0(0) o] P S S S Data support continued development of the Z+F+A triplet in ER+ breast cancer and
_ Minimum of one ror ne of thrapy fo advanced/metastatc isease i et s s dfred st o s gl .o A R continued dose escalation of the Z+F doublet
— Recurrence or progression on at least one line of endocrine therapy in the advanced/metastatic disease Percentage is calculated using the number of treated subjects as the denominator. ctDNA was analyzed by Guardant Infinity assay. Changes in % ctDNA were calculated using the set of 74 cancer-associated genes validated in the Guardant360 assay. Variants of unknown significance
: and synonymous mutations were removed to plot specific allele changes. Samples were analyzed from C3D1 (Day 43) except for Patient 206-226 , where the available sample was from C6D1 (Day 106).
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;etting s included a COKA/6 infib * Patient 206-226 had undetectable ctDNA (100% decrease) at Day 106 and a deep confirmed PR (RECIST -75%) for 11 months
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