Preliminary results from an open-label, phase 2 study of tipifarnib in chronic myelomonocytic leukemia
(CMML) and other myelodysplastic/myeloproliferative neoplasias (MDS/MPNSs)
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RESULTS

BACKGROUND

 Tipifarnib is a potent and highly selective farnesyl transferase (FT) inhibitor TABLE 1. PATIENT DISPOSITION Ti pifarn 1o Activity in Patients with CMML and TABLE 2. REASONS FOR TREATMENT DISCONTINUATION
o All RAS isoforms (KRAS/NRAS/HRAS) are FT substrates! RESULTS BASED ON PRELIMINARY DATA AS OF 20 JANUARY 2020

MDS/MPN Neoplasms Per-protocol set

RESULTS (CONT.)

RESULTS (CONT.)

ocalization and signaling activation | mota________ . Of the 42 patients enrolled, the majority were 265, and 59% Total discontinuations 36

= NRAS and KRAS can use redundant forms of prenylation FELENS Enrelliee, I 42 were male Reasons for discontinuation, n (%)
(geranylgeranylation and farnesylation), which may lead to Patients treated (per protocol), n (%) 39 (100 . . . . . . Progressive disease 15 (42.9)
rasistance to ET inhibition S 33 (84.6) Patlentg rg?eaj\éefrya TSe/o:Iglgn of 1_prlccl)r the_rapheutlc mttehrvlert\_tlon A 10/(28.6)
o Oncogenic RAS pathway mutations (NRAS, KRAS, CBL, and PTPN11) CMML-1 23/33 (69.7) (rangte -6); 46.1% (18/39) received a prior hypomethylating Withdrew consent 7 (20.0)
are seen in approximately 30% of patients with chronic CMML-2 10/33 (30.3) agen Other 2 (5.7)
myelomonocytic leukemia (CMML) and are associated with a MDS/MPN 6 (15.4) « Among the 32 efficacy-evaluable patients, 9 (28.1%) Death 1(2.9)
proliferative phenotype3 Prior lines of therapy, n (%) objective responses were seen (1 complete response [CR], 1 | clesision 1(2.9)
= Previous trials of tipifarnib in myelodysplastic syndrome (MDS) Hypomethylating agent 18 (46.1) complete cytogenetic remission [cCR], 1 partial remission AE, adverse event.
without genetic selection yielded insufficient clinical activity to Experimental therapy 15 (38.5) [PR], 2 marrow response [MR], 4 clinical benefit [CB])
support registration, although evidence of single-agent activity was Hydroxyurea 8 (20.5) . iactive r N were similar between the KRAS/NRA
reported4 Stem cell transplant 2 (5.1) ObJeCt € FESPONses Were s a Oe.t c€ t € S/ S CONCLUSIONS
AL | | No prior therapy 14 (35.9 wt and KRAS/NRAS mutant populations, with ORRs of
Tipitarnib had a manageable satety profile as single-agent therapy | | 23.8% (5/21) and 25% (3/12), respectively » In this ongoing Phase 2 trial, tipifarnib demonstrated modest antitumor
(<25% treatment discontinuation) e e G IR ) Sl L), activity in CMML and other MDS/MPN overlap neoplasms
o Initial findings suggested tipifarnib may have greater activity in patients RAS mutant (mut), n (%) 5(20-5) | o 38.5% of patients who responded to tipifarnib were on therapy for 6
with RAS wild-type (wt) CMML Baseline ECOG performance status n, (%) * Figure 1 demonstrates: months or longer
= A 2017 study met the primary endpoint, with objective responses 0 8(20.5) o 38.5% (10/26) of patients with a best response of at least o Tipifarnib was generally well tolerated and had a manageable safety
observed in 3/9 evaluable patients with RAS wt CMMLS 1 29 (74.4) stable disease (SD) were on treatment for >6 months profile
. . . . 2 2 (5.1) _
" Protocol was amended to include additional cohorts of patients with CMIMIL. chronic myelomonocytic leukeria: ECOG, Eastern Cooperative Oncology Groun: MDS/MPN. myelodysplastic o 65.4% (17/26) had a best response of stable disease « Tipifarnib responses do not appear to be dependent on KRAS/NRAS
MDS/myeloproliferative neoplasms (MPNS) syndrome/myeloproliferative neoplasm. (SD) mutational status
Figure 1. Best Response and Duration of Response for Patients With CMML or o Higher risk CMML-2 patients had a more favorable * Tipifarnib may provide a treatment alternative for a population of patients
MDS/MPN response to tipifarnib than CMML-1 patients with limited options, providing disease stabilization, and may serve as a

bridge to transplant
A||\/|S = Among the 9 CMML-2 responses were 1 CR, 2 MR,
003-007 CMML-1 Stable Disease
and 1 CB, whereas among the 14 CMML-1 responses
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001004 CMML2 omplete Cytogenetic Remission

- : 38 (97.4%) had =1 study drug-related TEAE
o0 010 ° 38(97.4%)had 21 study drug-relate ACKNOWEDGEMENTS

004-003 CMML-2 o 14 (35.9%) had 21 study drug-related serious adverse

* This Phase 2 study was designed to investigate the antitumor activity of
tipifarnib in patients with MDS/MPN and CMML. Patients must be 218
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004-006 CMML-1

003-001 CMML-2  Toxicities were consistent with the known safety profile of
003-014 CMML-1

fipifarnib DISCLOSURES

e Study design
o Cohorts: MDS/MPN and CMML
o Tipifarnib 400 mg orally twice daily on Days 1 — 21 of 28-day treatment
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