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Forward-Looking Statements

Å This presentation contains, and our officers and representatives may from time to time make, statements that are ñforward-looking 

statementsò within the meaning of the safe harbor provisions of the U.S. Private Securities Litigation Reform Act of 1995. Examples of 

forward-looking statements include, among others, statements regarding our development strategy; potential advantages of our 

product candidates; the initiation and completion of preclinical and clinical studies and the reporting of the results thereof; the timing of 

regulatory submissions and actions; the sufficiency of our existing cash; and all other statements relating to our plans, objectives, 

expectations and beliefs regarding future performance, operations, financial condition and other future events (including assumptions 

underlying or relating to any of the foregoing). 

Å These forward-looking statements rely on a number of assumptions concerning future events and are subject to a number of risks, 

uncertainties, and other factors, many of which are outside of our control. Important factors that could cause our actual results and 

financial condition to differ materially from those indicated in forward-looking statements include, among others: uncertainties relating 

to the initiation and completion of preclinical and clinical studies; whether preclinical and clinical study results will validate and support 

the safety and efficacy of our product candidates; the outcome of regulatory reviews of our product candidates; varying interpretation of 

research and development and market data; risks and uncertainties relating to intellectual property and the other  factors discussed 

under the caption ñItem 1A. Risk Factorsò in our most recent annual report on Form 10-K and our most recent quarterly report on Form 

10-Q. 

Å Any forward-looking statement made by us in this presentation is based only on information currently available to us and speaks only 

as of the date on which it is made. In addition, we operate in a highly competitive and rapidly changing environment, and new risks 

may arise. Accordingly, you should not place any reliance on forward-looking statements as a prediction of actual results. We disclaim 

any intention to, and undertake no obligation to, update or revise any forward-looking statement. You are urged to carefully review and 

consider the various disclosures in our most recent annual report on Form 10-K, our most recent Form 10-Q and our other public 

filings with the SEC since the filing of our most recent annual report.
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Building a Leading Oncology Franchise

Multiple Near-Term Milestones

Four Clinical-Stage Programs

~$100M Cash to Achieve Key Milestones Across 

All Programs*

Targeting Multiple Oncology Pathways
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* As of September 30, 2018 MEI had $90.8 million in cash, cash equivalents and short-term investments. MEI received an additional $10 million under  

its ME-401 license agreement with Kyowa Hakko Kirin in November 2018.



Proven Strategic Approach Efficiently Builds Value

Paradigms 

with clear medical 

needs

Differentiated 

clinical-stage 

candidates

Expertise to 

expeditiously 

validate programs

Optimize 

commercial value 

via optionality

We pursue straight-

forward programs that 

set a high bar, 

build value for 

stakeholders 

and deliver patient 

benefit 
beyond what is currently 

achieved through 

existing therapies.
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Late-Stage Clinical Pipeline with Diverse Mechanisms

DRUG CANDIDATE INDICATION / COMBINATION PRE-CLINICAL
CLINICAL 

PROOF-OF-CONCEPT

MARKETING APPROVAL 

STUDY

ME-401
PI3KŭInhibitor

Follicular Lymphoma
Relapsed/refractory

Single agent

B-Cell Malignancies
Relapsed/refractory

Å Single-agent

Å Rituxan® (rituximab)

Å Zanubrutinib**

Voruciclib
Selective CDK Inhibitor

B-Cell Malignancies
Relapsed/refractory 

Single agent

ME-344
Mitochondrial Inhibitor

HER2- Breast Cancer***
Treatment-naïve, early stage

Avastin® (bevacizumab)

* Phase 2 study intended to support an accelerated approval marketing application with the FDA
**Study arm to be initiated under clinical collaboration with BeiGene, Ltd.
***Investigator-initiated study
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Pracinostat
HDAC Inhibitor

Acute Myeloid Leukemia
Unfit for intensive chemotherapy

Vidaza® (azacitidine)

Myelodysplastic Syndrome
High & very high risk 

Vidaza® (azacitidine)

Phase 3 Pivotal Trial

Phase 2 Accelerated Approval Trial*

FULLY PARTNERED PROGRAMS

(Japan)



ME-401: Differentiated PI3KŭInhibitor with 
Potential Best In Class Profile



ME-401
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PI3Kŭ: A Mechanism at a Crossroads of B-cell 
Malignancy Signaling

Target with 

potential to 

achieve deep 

and durable 

responses

Mechanism 

well positioned 

to work alone 

or in 

combination



ME-401

ME-401: 
Highly Active PI3KŭInhibitor With Best-in-Class Potential

ÅBest early-stage data for any PI3Kŭinhibitor
82% ORR in iNHL (n=50)

Differentiated AE profile

ÅInnovative Intermittent and Continuous 

dosing strategy to optimize utility
Expand use into broad set of potential indications

ÅSingle agent

ÅCombination

ÅPhase 1b data supports dosing strategy
High ORR, low irAE*, maintenance of response

Combination cohorts:

ÅRituximab

ÅZanubrutinib

Phase 2 

Accelerated 

Approval Study 

in R/R FL 

Recruiting
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* Immune-related adverse event



ME-401

Relapsed/Refractory Follicular Lymphoma: 
A Significant and Expanding Market Opportunity

~15,000 will be diagnosed with 

Follicular Lymphoma in 2018 (U.S.)

~7,500 (Ó 50%) relapse after 

remissions

Å FL incidence increasing 

Å Incurable disease

Å Therapeutic index supports 

combinations

Å Multiple combinatorial opportunities

Å CD20, BTK and others

Å Expansion opportunities

Å Earlier lines

Å Multiple indications

Company estimates
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ME-401

Treatment of R/R Follicular Lymphoma Remains an 
Unmet Medical Need

Patient progression associated 

with diverse FL treatment 

options, including Zydelig use 

despite physician 

dissatisfaction with current 

options

MEI Pharma Proprietary Primary Market Research

>75%

~87%

Physicians reporting low to 

moderate satisfaction with current 

options

Physicians having prescribed 

Zydelig to 3L patients

~66%
Physicians reporting high to 

moderate unmet need
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ME-401

Distinct Chemical Structure as Basis for Differentiated 
Pharmaceutical Properties

Parsaclisib
Incyte

Umbralisib
TG Therapeutics

Duvelisib
Verastem

Idelalisib
Gilead

ME-401
MEI Pharma
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ME-401

Differentiated PK/PD Supports Potential for Improved 
Clinical Outcomes

Rapid Tissue 

Distribution

Penetrates 

Tumor Cells

Accumulates in 

Tumor Cells

Selectively 

Binds 

PI3Kŭ

Tightly and 

Stably Binds to 

PI3Kŭ

High Potency at Low 

Plasma Concentrations
Versatility for Combination 

Approaches

Potential Significant Improvement 

in Therapeutic Window
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ME-401

ME-401 Phase 1b Study in Relapsed/Refractory 
B-cell Malignancies

Cohort 

Expansion
13 Patients 

(60mg qd ME-401)

Intermittent Dosing

FL, CLL/SLL
Primary Objective:

Safety, ORR, DoR, PFS

* mBED = minimal biologically effective dose defined as a dose achieving an ORR Ó30%

ME-401 + 

Rituxan 

16 Patients
(60mg qd ME-401+Rituximab)

Intermittent Dosing

CLL/SLL, FL, DLBCL, 

MZL

Primary Objective:

Safety PK, ORR, DoR, PFS

Dose 

Escalation Secondary Objective:
ORR, CR rate, MRD, DoR, 
PFS, RP2D, and PK/PD

31 Patients 

(60,120,180 mg qd ME-401)

Intermittent dosing started 

Jan 2018 (> 2 cycles)

FL, CLL/SLL

Primary Objective:
Determine mBED*, MTD, DLT 
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ME-401 +

Zanubrutinib

~80 Patients 
(60mg qd ME-

401+zanubrutinib)

Intermittent Dosing

B-cell Malignancies
Primary Objective:

Safety, MTD, DLT, ORR, 

DoR, PFS

Group 4
(Planned)

Group 1

Group 2

Group 3



ME-401

82% iNHL Overall Response Rate Across All Groups

Å24% (7/29) achieved nodal and/or metabolic complete response

Groups 1+3
(Monotherapy / N=39)

Group 2
(Combination / N=16)

Total Efficacy Evaluable
(N = 55)

FL 22/29 (76%) 7/9 (78%) 29/38 (76%)

CLL/SLL 10/10 (100%) 1/1(100%) 11/11 (100%)

MZL N/A 1/1 (100%) 1/1 (100%)

DLBCL N/A 1/5 (20%) 1/5 (20%)
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Zelenetz, A.D. et. al., Preliminary Safety and Efficacy Results with an Intermittent Dosing Schedule of the PI3K ŭInhibitor ME-401 Alone or in Combination

with Rituximab for B-cell Malignancies. Poster presented at: American Society of Hematology Annual Meeting, December 1-4, 2018; San Diego, CA 



ME-401

Overall FL Responses are Independent of Prior 
Treatments

Follicular Lymphoma (N=21) ORR

Ó 3rd line 82%       (9/11)

Ó 2nd line 86%     (18/21)

POD24 100%    (10/10)

Soumerai et al. Presented at ASCO 2018. Abstract 7519

POD24 = Progression Of Disease within 

24 months of 1st line treatment

Difficult to treat patient population 

moved into aggressive therapy 

responded very well to ME-401, 

regardless of prior treatments.
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ME-401

High Response Rate Across Patient Subgroups
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Individual subjects (N=50*)

FL: ME-401 

FL: ME-401 + Rituxan 

CLL/SLL: ME-401 + Rituxan 

MZL: ME-401 + Rituximab

CLL/SLL: ME-401

Zelenetz, A.D. et. al., Preliminary Safety and Efficacy Results with an Intermittent Dosing Schedule of the PI3K ŭInhibitor ME-401 Alone or in Combination 

with Rituximab for B-cell Malignancies. Poster presented at: American Society of Hematology Annual Meeting, December 1-4, 2018; San Diego, CA 

82% Overall Response Rate 
(FL, CLL/SLL, MZL)
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*One ME-401 (as single agent) FL patient with stable disease by PET scan not included in chart.



ME-401

Response Maintained By Large Majority of Patients 
on Intermittent Schedule

Daily/Continuous Dosing

Ongoing

CR/PR

Discontinued

Intermittent Dosing

Back to Daily/Continuous Dosing

Å72% of patients did 

not experience 

disease progression

Å70% maintained on 

therapy with CS after 

progression on IS

Zelenetz, A.D. et. al., Preliminary Safety and Efficacy Results with an Intermittent Dosing Schedule of the PI3K ŭInhibitor ME-401 Alone or in Combination 

with Rituximab for B-cell Malignancies. Poster presented at: American Society of Hematology Annual Meeting, December 1-4, 2018; San Diego, CA 
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(CS=Continuous Dosing,  IS=Intermittent Dosing)



ME-401

Encouraging Duration of Response and Failure-Free 
Survival ïNo Medians Reached
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Duration of Response Failure-Free Survival

Zelenetz, A.D. et. al., Preliminary Safety and Efficacy Results with an Intermittent Dosing Schedule of the PI3K ŭInhibitor ME-401 Alone or in Combination 

with Rituximab for B-cell Malignancies. Poster presented at: American Society of Hematology Annual Meeting, December 1-4, 2018; San Diego, CA 



ME-401

Differentiated Safety/Tolerability Profile

Soumerai et al. Presented at ASCO 2018. Abstract 7519
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ME-401 is Generally Well Tolerated in Phase 1b

ÅNo dose limiting toxicities identified

Å Infrequent neutropenia and not associated with infections

Å No opportunistic infections or non-infectious pneumonitis

Å No early transaminitis, and otherwise infrequent and irAE related

Å No grade 4-5 TEAEs reported



ME-401

11% vs. 34%: Rate of Delayed Immune-Related 
Adverse Events on IS vs. CS
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Group
Patients

With Ó 3 Cycles

Patients 

with irAEs

Days from Start 

of IS to irAEs

Group 1 on CS 29 10 (34%) N/A

Group 1 switched late to IS* 17 2 (12%) 18, 58

Group 1-3 switched to IS in cycle 3 19 2 (11%) 14, 15

Delayed Grade 3 irAEs on Intermittent vs. Continuous Schedule

Å 78%:  Patients completing more than 2 cycles of therapy

Å 4:        Cases of irAEs on IS (occurred 14-58 days after switch to IS)

Å 7/7:     Patients remaining on IS with no AE recurrence after irAE on CS

Zelenetz, A.D. et. al., Preliminary Safety and Efficacy Results with an Intermittent Dosing Schedule of the PI3K ŭInhibitor ME-401 Alone or in Combination 

with Rituximab for B-cell Malignancies. Poster presented at: American Society of Hematology Annual Meeting, December 1-4, 2018; San Diego, CA 



ME-401

ME-401 Phase 2 Accelerated Approval Study in 
Relapsed or Refractory Follicular Lymphoma

Open Label

All subjects

ME-401 60mg qd 

(CS) X 2 cycles

N=150

Group A
ME-401 60mg qd (CS) 

until toxicity or PD (N=75)

Group B
ME-401 60mg qd, 1 wk on / 3wks off (IS) 

until toxicity or PD (N=75)

Screening (28 Days)

Rand (within 2 Days 

of Day1)
Day 1 Disease assessment 

on Day 1 of cycles 

3,5 and 7  

End of cycle 2 Disease assessment 

approximately every 12 wks. 

on Day 1 of cycle 

10,13,16,19,22 and 25

End of 

treatment 

CS= continuous schedule

IS= intermittent schedule
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Voruciclib: 
A Selective CDK Inhibitor



Voruciclib

Voruciclib: A Clinical-Stage Oral CDK Inhibitor with 
Potent CDK9 Suppression

ÅPhase 1B study in B-cell malignancies 
ongoing

Venetoclax combination planned

ÅVoruciclib tested in > 70 patients with solid 
tumors

ÅPotential utility in multiple indications and 
combinations

Voruciclib:

ÅPotent CDK9
Inhibition

ÅOngoing Phase 
1b
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Voruciclib

CDK9: A Potential High Impact Target Regulating 
Two Important Proteins

ÅCDK9 inhibits:

MCL-1 (myeloid leukemia cell differentiation 

protein, an anti-apoptotic protein)

and

MYC (regulator of proliferation, apoptosis, 

differentiation and metabolism.)

24



Voruciclib

Voruciclib: Potential to Overcome Venetoclax 
Resistance

ÅVoruciclib inhibits CDK9, 4,6 &1 at low nM concentrations

ÅVoruciclib also inhibits MYC protein expression 2,3

25

1 Blood. 2016 Jun 23;127(25):3192-201
2 J Clin Oncol. 2017 Mar 10;35(8):826-833;  3 Sci Rep. 2017 21:7(1): 18007 

Venetoclax inhibits BCL2 

but not MCL1

Voruciclib inhibits MCL1

via CDK9 inhibition

Increased MCL1 is an established venetoclax

resistance mechanism1



Voruciclib

Potential 

Voruciclib/venetoclax        

combination 

supports

opportunities across 

multiple indications

Voruciclib/Venetoclax Synergy Confirmed in Multiple
Pre-clinical in vivo Studies Including: AML, CLL and DLBCL*
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Luedtke, D.A., et. al., Voruciclib, an Oral, Selective CDK9 Inhibitor, Enhances Cell Death Induced by the Bcl-2 Selective Inhibitor Venetoclax in Acute Myeloid Leukemia. Poster presented at: American 
Society of Hematology Annual Meeting, December 1-4, 2018; San Diego, CA. Paiva et al. Cyclin-Dependent Kinase Inhibitor P1446A Induces Apoptosis in a JNK/p38 MAPK-Dependent Manner in 
Chronic Lymphocytic Leukemia B-Cells. 2015 Nov 25;10(11):e0143685. . Dey J, Deckwerth TL, Kerwin WS, Casalini JR, Merrell AJ, Grenley MO, et al. Voruciclib, a clinical stage oral CDK9 inhibitor, 
represses MCL-1 and sensitizes high-risk diffuse large B-cell lymphoma to BCL2 inhibition. Sci Rep 2017;7:18007. 
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Voruciclib

Voruciclib Active at Clinically Relevant Doses 

Preliminary Clinical PK Validated

ÅPhase 1: Voruciclib dosed 75-500 mg 
QD in solid tumor studies

MTD 350mg

Achievable active steady state: 150mg 
daily

27

Desired Activity Demonstrated

Å Induces apoptosis at 0.5ï1 ɛM in 
>50 patient-derived CLL samples1

Paiva et al. Cyclin-Dependent Kinase Inhibitor P1446A Induces Apoptosis in a JNK/p38 MAPK-Dependent Manner in Chronic Lymphocytic Leukemia B-Cells. 2015 Nov 

25;10(11):e0143685. 



Voruciclib

Voruciclib Phase 1 Study

ÅStudy population
AML After Treatment with Standard 
Therapy

Relapsed/Refractory B-cell Malignancies

Standard 3-6 patients/group (3+3) 

ÅEndpoints
Safety and Tolerability

Pharmacokinetics

Biologic Correlative Studies

Objective response rates/MRD 
negativity (B-cell malignancies)

CR/Cri rate
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Voruciclib single agent

Dose escalation

Venetoclax + Voruciclib dose 

escalation

50 

mg

100 

mg

150 

mg

200 

mg

250 

mg

50 

mg

100 

mg

150 

mg

200 

mg

250 

mg



Voruciclib

Voruciclibôs Oral CDK9 Inhibition Presents 
Combination Opportunities Over Multiple Indications

ÅCDK9 suppresses MCL1 and MYC 

ÅMCL1 is an established BCL2 inhibitor resistance 

mechanism

Potential synergy with venetoclax

ÅSynergy with proteasome inhibition offers expanded utility*

ÅAlready tested in > 70 patients with solid tumors

ÅCombination opportunities across multiple indications, 

including: 

AML, CLL, DLBCL, MM

29

V2

* Dey, Joyoti, et. al., Voruciclib, a clinical stage CDK inhibitor sensitizes triple negative breast cancer xenografts to proteasome inhibition. Poster presented at: 

American Association of Cancer Research Annual Meeting, April 16-20, 2016; New Orleans, LA. 



ME-344: A Novel Tumor Selective 
Mitochondrial Inhibitor



ME-344

ME-344: A Novel Mitochondrial Inhibitor with the 
Potential to Exploit Antiangiogenic Escape

Proof-of-Concept may support application to additional tumor types where VEGF 
inhibition applicable

ÅSingle agent activity in Phase 1 dose-escalation study in refractory solid tumors3

ÅOngoing investigator-initiated study: ME-344 + Avastin® in HER2-neg. breast cancer

1J PharmacolExpTher. 2016 Aug;358(2):199-208;  2Cell Rep. 2016 Jun 21;15(12):2705-18;  
3Cancer. 2015 Apr 1;121(7):1056-63; 

VEGF inhibition can shift tumor 

glycolytic reliance towards 

mitochondrial dependence1,2

ME-344, as a mitochondrial inhibitor, 
induces rapid loss of cellular energy 

(ATP) 

Antiangiogenic resistance is a major challenge in cancer therapeutics
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ME-344

Clinical Study in HER2-Negative Breast Cancer*
Interim data review supports study continuation

* Sponsored by Spanish National Cancer Research Centre

Prospective 

Randomized 

study at 8 sites 

in Madrid

Biopsy / Analysis
Biopsy on Day 28 

/ Analysis

Group A (N=20)

ME-344 + Avastin®

Group B (N=20)

Placebo + Avastin®

ÅStudy Objectives: 

Assess ability of Avastin to shift   

tumor reliance from glycolysis to 

mitochondrial metabolism

Access ability of ME-344 + Avastin to 

inhibit tumor proliferation compared 

to Avastin + placebo

ÅInterim Data (Group A, ASCO 2018):

Significant Ki67 reduction vs placebo in 

HERNEBC patients exposed to single-

dose Avastin

Consistent with preclinical data 

suggesting ME-344 can reverse 

resistance to anti-angiogenics
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Pracinostat: Potential Best-in-Class 
Phase 3 HDAC Inhibitor



Pracinostat

Phase 3 Pracinostat Program: Orally Available HDAC 
Inhibitor with Best-in-Class Potential

ÅOngoing Phase 3 AML registration study 

FDA breakthrough therapy designation 

ÅOngoing Phase 2 MDS study 

ÅImproved pharmaceutical profile compared

to approved drugs

ÅEvaluated in >300 patients

Unmet Needs

AML:

Treating older AML patients 

challenged by difficulty in 

predicting risk and benefit

MDS:

Limited reliable options to 

treat high and very high risk 

MDS
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Pracinostat

é.... In Two Ongoing Studies in AML and MDS

Å 75+ w/ newly 

diagnosed AML

Å Unfit for intensive 

chemo

Phase 3
AML 500 patients: 

Pracinostat (60 mg) + Aza

vs. Aza monotherapy

Primary 

endpoint:

Overall Survival

Enrollment 

expansion:

60 pts

Pracinostat + Aza

Ò40 patients:

Pracinostat (45 

mg) + Aza

Primary endpoints:

Overall Response 

Rate & One Year 

Survival

Interim Review:

ÅConfirm discontinuation <20%

ÅMay 2018: 10% discontinuation 

(N=20)

Å High/Very high risk

ÅNo prior HMAôs

Phase 2
MDS
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Pracinostat

MDS Phase 2 Interim Data: 
Lowered Discontinuation Rate and Encouraging Early CR Rate

Å4% discontinuation rate due to AE in the first 3 
months vs. 26% in the prior study

Å9% overall discontinuation rate due to AE

Å36% CR rate in patients with Ó6 cycles

25% received >6 cycles of therapy

Median duration on therapy is 4.7 months (range, 
0.5-13)

Å15% of patients advanced to Stem Cell 
Transplant
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Keng, M., et. al., Planned Interim Analysis of a Phase 2 Study Evaluating the Combination of Pracinostat, a Histone Deacetylase Inhibitor, and Azacitidine in Patients 
with High/Very High-Risk Myelodysplastic Syndrome. Poster presented at: American Society of Hematology Annual Meeting, December 1-4, 2018; San Diego, CA


