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MEI Pharma (MEIP - $1.93) 

Multiple Shots on Goal in Oncology via Targeting Validated 

Molecules Leading with MEI-401 and Pracinostat 

We are initiating coverage on MEI Pharma with a Buy rating and 12-month price 

target of $7. MEIP is a multiple-shots-on-goal oncology story with ME-401 as a 

promising unpartnered program heading into a pivotal study before YE18 and 

partnered pracinostat undergoing Phase III study. Together with other pipeline 

developments, we anticipate MEIP is heading into a catalyst-rich period. 

• ME-401 could be a differentiated oral PI3K delta inhibitor indicating in FL 

as MEIP’s first unpartnered advanced development. With differentiated 

preclinical and encouraging preliminary clinical results, ME-401 could be a 

promising PIK3 inhibitor. MEIP plans to start a pivotal study as 3rd-line FL 

treatment before YE18 after potentially compelling Phase Ib study data readout 

at ASCO in 2Q18. We view the clinical advancement of ME-401 changes MEIP 

to a story with two late stage prospects with one unpartnered.      

• Partnered pracinostat could be the best-in-class HDAC inhibitor in AML 

and MDS. Breakthrough Therapy designated pracinostat/azacitidine is in Phase 

III trial as 1st-line treatment in AML unfit for induction therapy.  Pracinostat is a 

potent HDAC inhibitor against isoforms of Class I, II, and IV; and it is partnered 

with Helsinn for development and commercialization. The prior Phase II study 

demonstrated compelling results with ORR of 52% (CR+CRi: 46%). We estimate 

topline readout in 1H21 with possible approval in 2021/22. A MDS Phase II study 

is underway with first stage data expected in 2Q18. If the program advances 

forward, we view it an upside given the measured investor expectations. 

• Promising earlier stage programs could provide more catalysts near-term. 

Voruciclib, a novel selective CDK9 inhibitor that potentially could mitigate drug 

resistance against Bcl-2 based therapy, like Venclexta and potentiate treatment 

efficacy in B-cell malignancies. A Phase Ib dose finding study in r/r B-cell 

malignancies is scheduled to start in 2Q18. ME-344, a selective mitochondrial 

inhibitor that could counter the resistance against anti-angiogenetic therapy, in 

combination with Avastin is in a HER-2- breast cancer Phase II study with data 

readout expected in 2Q18.     

• Upside remains at the current valuation. With two products at or approaching 

late clinical development stage, and multiple catalysts over the next 18 months; 

we believe MEIP shares remain undervalued at current levels. Our 12-month $7 

price target is based on probability adjusted DCF, NPV-driven sum-of-the-parts 

and peer comparable analyses.  

Healthcare/Biotechnology 

   

Ticker:  MEIP 

Rating:   Buy 

Price Target:   $7.00 
   

 
 

Trading Data: 

Last Price (4/11/2018) $1.93 

52–Week High (7/7/2017) $3.26 

52–Week Low (4/17/2017) $1.50 

Market Cap. (MM) $72 

Shares Out. (MM) 15.9 

 

 

Earnings Estimates: ($ per share)  Yale Jen, Ph.D. 

Managing Director/Senior 

Biotechnology Analyst 

(212) 953-4978 

yjen@laidlawltd.com 

 

 

 

         

(June)  1Q 2Q 3Q 4Q FY P/E  

FY-18E  -0.24A -0.16A -0.16   -0.17   -0.73    N.A.  

FY-17A  -0.12   0.32   -0.02   -0.12   0.07    N.A.  

FY-16A   -1.16      -1.16      -1.16      -1.16     -0.62    N.A.  

FY-15A   -0.42    -0.39    -0.27    -0.40    -1.16    N.A.  
         

Source: Laidlaw & Company estimates  
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Investment Thesis   

• We are initiating coverage of MEI Pharma (MEIP) with a Buy rating 

and a 12-month price target of $7. MEI Pharma is a late-clinical stage 

oncology therapy focused biotechnology company, which currently has 

four products in various clinical stage developments. The potential near-

term lead value driver is ME-401, a differentiated oral PI3K delta 

inhibitor, which could enter pivotal study in follicular lymphoma (FL) in 

late 2H18. Pracinostat, a novel HDAC inhibitor, is in Phase III study in 

acute myeloid leukemia (AML), which is supported by robust Phase II 

trial results and a Breakthrough Therapy designation. Pracinostat is 

partnered with Helsinn Group and we estimate the topline result readout 

could be available in 2021. The other two earlier clinical stage 

developments are voruciclib, a novel CDK9 inhibitor, and ME-344, a 

mitochondrial inhibitor, and is in Phase I and Phase II development, 

respectively. Most investors are more aware of the development of 

pracinostat in AML and anticipate its Phase III data readout would be a 

few years away. We believe the likely upcoming pivotal study of ME-

401 in FL would be a more near-term potential value driver and upside 

most investors are not unfamiliar with. ME-401 is also unpartnered. 

Together with earlier stage pipeline products of voruciclib and ME-344, 

we believe MEIP should be in a catalyst-rich period going forward over 

the next few years. 

• ME-401, a distinct oral PI3K delta inhibitor, could enter a pivotal 

study in follicular lymphoma (FL) in late 2H18 after reporting the 

Phase Ib in CLL and FL trial readout at the ASCO meeting. ME-401, 

a highly selective PI3Kδ inhibitor, is well differentiated structurally from 

other marketed and in-development counterparts. Preclinical studies 

indicated that the half life (t1/2) of ME-401 is ~28 hours with high potency 

at low plasma concentrations. The data also suggested that the drug could 

have an improved therapeutic window and with versatility to be used in 

drug combination settings. ME-401 is currently under a Phase Ib study 

(n=84 with 41 enrolled as of 03/2018) in chronic lymphocytic leukemia 

(CLL) and follicular lymphoma (FL). The study includes mono (n=30) 

and combination (n=11 with rituximab) regimens.  Preliminary clinical 

data have suggested that ME-401 has compelling potency with ORR 

significantly exceeding 50% at all dose levels. On the safety side, no dose 

limiting toxicities (assessed at day 65) were noted. MEIP is scheduled to 

provide more comprehensive results at the upcoming ASCO meeting. If 

the data readout is robust (which MEIP believes it could be), the company 

plans to start a pivotal trial to evaluate ME-401 monotherapy in relapsed/ 

refractory FL. If ME-401 demonstrates superior efficacy, MEIP believes 

the drug could fulfill an unmet need, especially as a 3rd-line therapy in FL 

given patients have very limited options. Many physicians are prioritizing 

efficacy as a more important attribute for these patients except the few 

that are very fragile. Although no details are being reported, we believe 

Our $7 price target is supported by 

probability adjusted DCF and peer 

comparable analyses.  

MEIP is scheduled to provide 

more comprehensive results of the 

ME-401 in CLL/FL Phase I trial at 

the upcoming ASCO meeting.  

MEIP plans to start a pivotal trial to 

evaluate ME-401 monotherapy in 

relapsed/ refractory FL in late 2H18. 
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the proposed pivotal ME-401 study could be a single-arm, ~120-patient 

study with ORR as primary endpoint and potentially via an accelerated 

approval pathway. The study design would be similar to the CHRONOS-

1 study (n=104), which was the pivotal trial for copanlisib (Aliqopa) 

approval (ORR: 59% with CR: 14% and PR: 44%). Accordingly and if 

the pivotal study outcome is robust, we estimate ME-401 could 

potentially reach the market in the 2021/2022 timeframe.                     

• Breakthrough Therapy designated pracinostat is in AML Phase III 

trial with commercial partner Helsinn already in place; while the 

development in MDS could be another upside. Pracinostat, an orally 

available hydroxamic acid-based histone deacetylase (HDAC) inhibitor, 

is clinically the most advanced product in development. Pracinostat is a 

potent competitive inhibitor against Class I, II, and IV isoforms of 

HDAC. Pracinostat is currently under a Phase III study in combination 

with azacitidine as 1st-line therapy in acute myeloid leukemia (AML) 

patients unfit to receive induction therapy (due to age, i.e. >75 years or 

with comorbidities). A prior Phase II study has demonstrated robust 

results with CR of 42% (21/50), CRi (CR with incomplete blood count 

recovery) of 4% (2/50), and MLFS (morphologic leukemia-free state) of 

6% (3/50). The study met the primary endpoint (CR plus CRi plus MLFS) 

of 52%. The duration of response of CR plus CRi is 17.2 months, while 

median overall survival is 19.1 months. Pracinostat in combination with 

azacitidine as 1st-line AML therapy has received Breakthrough Therapy 

designation by the FDA. Together, we believe the robust Phase II trial 

results bode well for the potential success of the Phase III study. Helsinn 

Group has been the development and commercialization partner for 

pracinostat since 3Q16, and if the drug is approved, MEIP is entitled to 

sales-based royalties (starting in mid-teens from the U.S. and high single-

digit from ROW) in addition to milestone payments potentially up to 

$444MM. If successful, we estimate the topline data could be in early 

2021 with potential approval toward 2H21. MEIP is also conducting a 

Phase II study evaluating pracinostat/azacitidine as 1st-line therapy in 

high and very high risk myelodysplastic syndrome (MDS). Earlier studies 

showed that the combination had demonstrated efficacy (hazard ratio = 

0.37 vs. 0.59) in some patients (n=54 near half of the total enrolled) but 

the patient discontinuation rate was high due to AEs. A Phase II study 

(pracinostat at 45mg) is underway for identifying the combination dose 

that is tolerable, and if successful, expand the study to assess its efficacy. 

MEIP is scheduled to report the first stage (n=40) results in 2Q18 for 

determining whether the discontinuation rate will be ~10%. If so, the 

study will advance into the second stage (n~80) of a blinded, randomized 

and placebo-controlled study with ORR (CR + PR + marrow CR) as 

primary endpoint. A positive MDS study readout and advancement 

afterward, in our opinion, would be an upside for MEIP shares given the 

measured investor expectations.   

• Voruciclib, a novel selective CDK9 inbibitor has the potential to 

lessen treatment resistance of Bcl-2-based drug with r/r B-cell 

malignancies Phase Ib dose finding study to start in 2Q18. In addition 

to the clincially more advanced developments, voruciclib, an oral and 

mainly cyclin dependent kinases (CDK) 9 inhibitor, is one of MEIP’s 

earlier stage developments. Voruciclib could potentially further sustain 

the treatment efficacy of Bcl-2 (B-cell lymphoma 2)-based cancer therapy. 

Pracinostat is currently under a 

Phase III study in combination with 

azacitidine as 1st-line therapy in 

acute myeloid leukemia (AML) 

patients unfit to receive induction 

therapy. 

If successful, we estimate the 

Pracinostat in AML Phase III trial 

topline data could be in early 

2021 with potential approval 

toward 2H21. 
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Although approved Bcl-2-based drug, like Venclexta, has demonstrated 

efficacy in treating chronic lymphocytic leukemia (CLL) with 17p 

deletion, drug resistances have emerged with some due to the over-

expression of an anti-apoptotic gene, Mcl-1 (myeloid cell leukemia 1). 

Such drug resistance potentially could be countered by a CDK9 inhibitor, 

such as voruciclib. In addition, preclinical study also indicated that 

voruciclib could potentially synergize with proteosome inhibitor, such as 

bortezomib as an improved cancer treatment. MEIP is scheduled to 

commence a Phase Ib dose-finding study in 2Q18 evaluating voruciclib 

and voruciclib plus venetoclax in relapsed and refractory B cell 

malignancies.  We anticipate data readouts later in 2018 and 2019.    

• ME-344 is a novel tumor selective mitochondrial inhibitor with an 

Avastin combination in HER-2 negative breast cancer study readout 

expected in 2Q18. ME-344, a novel mitochondrial inhibitor, in 

combination with Avastin is undergoing an investigator-sponsored (in 

Madrid, Spain) Phase II study (n=40) in HER2-negative breast cancer 

with interim data readout expected in 2Q18. An earlier interim data 

review (Feb. 2018) suggested that ME-344 was generally well-tolerated 

and has the potential to reverse resistance to antiangiogenic therapy. As 

such, MEIP concluded that the completion of patient enrollment of the 

study is warranted. ME-344 is one of MEIP’s legacy in-development 

products. The rationale behind this study is that when being treated by 

antiangiogenetic therapy, cancer cells will develop metabolic plasticity 

by downregulating aerobic glycolysis and switching to mitochondrial 

metabolism for evading the treatment effect. The addition of 

mitochondrial inhibitor, like ME-344, could potentially further starve 

cancer cells and cause their death.   

• Valuation is favorable.  We believe MEIP shares are undervalued, based 

on the circumstance that two products are at or approaching late stage 

development, while multiple catalysts are expected over the next 18 

months. Further, the recent potential advancement of ME-401 may 

possibly enable this product to reach market in a relatively modest 

timeframe. Accordingly, our $7 price target is supported by probability-

adjusted DCF, NPV-driven sum-of-the-parts and comparable analyses 

We are recommending MEIP shares to long-term oriented investors with 

higher risk tolerance. 
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Company Description 

MEI Pharma is a late clinical stage oncology-focused biotech company with four 

pipeline products in development. Pracinostat is clinically the most advanced 

development. Pracinostat plus azacitidine is currently undergoing a Phase III trial 

as a potential 1st-line therapy in acute myeloid leukemia (AML) unfit for induction 

therapy.  Pracinostat is an orally available histone deacetylase (HDAC) inhibitor 

and pracinostat/azacitidine combination has received a Breakthrough Therapy 

designation by the FDA. MEIP has partnered pracinostat with Helsinn Group for 

the clinical and commercial development.  Pracinostat is also in a Phase II study 

in high and very high risk myelodysplastic syndrome (MDS). ME-401 is a 

differentiated PI3K delta inhibitor that MEIP is scheduled to commence a pivotal 

trial in follicular lymphoma (FL) as a potential 3rd-line treatment before year-end 

2018. ME-401 is currently undergoing a Phase I study in chronic lymphocytic 

leukemia (CLL) and FL with data readout expected in 2Q18 at the ASCO 

meeting.  MEIP’s third pipeline product is voruciclib, a novel selective CDK9 

inhibitor that has the potential to mitigate the drug resistance of Bcl-2-based drug, 

like Venclexta. MEIP plans to start a Phase Ib dose-finding study in 2Q18 

evaluating voruciclib and voruciclib plus venetoclax in relapsed and refractory B 

cell malignancies. ME-344, a novel mitochondrial inhibitor, in combination with 

Avastin is undergoing an investigator-sponsored Phase II study in HER2-negative 

breast cancer with interim data readout expected in 2Q18. The MOA of ME-344 

is to overcome the metabolic plasticity developed by cancer cell after the 

antiangiogenetic therapy and potentiate the treatment efficacy of an 

antiangiogenetic therapy.      
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Anticipated milestones in 2018 and beyond  

 

Source: Laidlaw & Company and company presentation. 

  

Program Indication Event Timing Importance

Potentially complete Phase III study patient enrollment Late 2019 ***

Potentially report Phase III study top-line results Late 2020/2012 ****

Myelodysplastic 

syndrome (MDS)

Potentially report stage 1 results of the Phase II dose-

optimization trial
2Q18 ***

Potentially report results of the Phase Ib dose-

optimization trial at ASCO meeting
June 1-5, 2018 ****

Potentially report results of the umbralisib Phase IIII 

(UNITY-CLL) trial
2Q18 **

Potential FDA meeting discussing pivotal study 2H18 ***

Potentially more  Phase Ib trial update at ASH meeting 4Q18 ****

Potentially start single agent registration trial in r/r  FL 

patients
4Q18 ***

Potential FDA approval decision on duvelisib in CLL 1Q19 **

Potentially report results of the umbralisib Phase IIII 

(UNITY-NHL) trial - FL
Mid-2019 ***

Potentially start Phase I trial in r/r patients 2Q18 ***

Initial data readout of the Phase I trial 2019 ****

ME-344 Breast cancer (HER-2
-
) Potentially report results of Avastin combination trial 2Q18 ***

**** / ***** Major catalyst event that could impact share price very significantly while *** event is more informative 

B-cell malignanciesVoruciclib

Acute myeloid leukemia 

(AML)

Pracinostat

ME-401
CLL and follicular 

lymphoma
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MEI Pharma Pipeline 

 

 

  

Product Indication Preclinical Phase I Phase II Phase III Filing/marketed Comments

Acute myeloid leukemia (AML) Partnered with Helsinn Group 

Myelodysplastic syndrome (MDS)
Potentially to report interim clinical 

study in 2Q18

ME-401 Follicular lymphoma (FL) 
Potentially to start pivotal study in 

4Q18

Voruciclib B-cell malignancies
Potentially to start clinical study in 

2Q18

ME-344 Breast cancer (HER-2 negative)
Potentially to report interim clinical 

study in 2Q18

Source: Laidlaw & Company and company presentation.

Pracinostat
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ME-401, a Differentiated PI3K Delta Inhibitor Potentially Could 
Be MEIP’s First Unpartnered Drug (in Follicular Lymphoma) to 
Reach the Market  

Among MEIP’s pipeline, we believe ME-401 has the potential to be the 

company’s first un-partnered product to reach the market. We also anticipate 

several ME-401-related catalysts near-term. Major data-driven catalysts of the 

company’s clinically most advanced (in Phase III trial) and already monetized 

(with Helsinn partnership) pracinostat will be a few years away (2021 in our 

estimate). All of MEIP’s pipeline products are well differentiated compounds that 

direct against clinically validated therapeutic targets.   

What is ME-401   

ME-401, a highly selective PI3Kδ inhibitor, is well differentiated from other 

marketed and in-development PI3Kδ inhibitors. Phosphatidylinositol 3 kinase 

(PI3K) is a family of heterodimeric lipid kinases that phosphorylate the 3-OH 

group of the inositol ring of phosphoinositides. PI3K is a critical element of the 

intracellular PI3K/Akt/ mTOR (mammalian target of rapamycin) signaling axis, 

which has been implicated in a variety of cancers. The catalytic subunit (p110) of 

PI3K has four different isoforms: α, β, γ, and δ. The PI3Kα and PI3Kβ are 

expressed ubiquitously, while PI3Kδ and PI3Kγ are mainly in hemopoietic cells 

(Figure 1, left). Among them, the PI3Kδ is preferentially expressed on leukocytes 

and plays a central role in normal B-cell development, such as transducing signals 

from the B-cell receptor and from receptors of various cytokines, chemokines, 

and integrins (Figure 1, right). Overactive PI3Kδ signaling pathways are known 

for the development of several B-cell malignancies. Further, multiple studies have 

suggested that inhibiting PI3Kδ activities could lead to the growth inhibition and 

survival improvement of lymphoid malignancies especially those responding to 

the chemokine stimulations. 

Currently, there are two PI3K inhibitors approved as treatment of hematological 

cancers. The first is the orally administrated idelalisib (brand name: Zydelig 

developed by Gilead), which was approved in 3Q14 indicated for relapsed chronic 

lymphocytic leukemia (CLL) in combination with rituximab, and as monotherapy 

in relapsed follicular lymphoma (FL) and small lymphocytic lymphoma (SLL). 

Zydelig carries boxed warnings for hepatotoxicity, colitis, pneumonitis, 

infections, and intestinal perforation. The second is an IV administrated 

copanlisib (brand name: Aliqopa developed by Bayer), an PI3Kα and PI3Kδ dual 

inhibitor, approved in 3Q17 and it is indicated for relapsed FL. Based on the Phase 

II results, the most common SAEs of Aliqopa were hyperglycemia (41%), 

hypertension (24%), neutropenia (24%), and lung infection (15%). Based on 

PI3K is a critical element of the 

intracellular PI3K/Akt/ mTOR 

(mammalian target of rapamycin) 

signaling axis, which has been 

implicated in a variety of cancers. 

Currently, there are two PI3K 

inhibitors approved as treatment 

of hematological cancers. The 

first is the orally administrated 

idelalisib (Zydelig developed by 

Gilead), and second is an IV 

administrated copanlisib (Aliqopa 

developed by Bayer). 
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pivotal study results, Zydelig (idelalisib) and Aliqopa (copanlisib) demonstrated 

similar ORRs (56% vs. 59%) and similar durations of response (10.8 months vs. 

12.2 months) in relapsed FL.  

Figure 1: PI3K catalytic subunit isoforms and functions (left) and PI3Kδ signal transduction (right) 

   

Source: Forero-Torres, A., et. al., 2017 ASH presentation and Greenwell, L. B., et. al., 2017-11-15, Oncology Journal (on-line) 

Although there are two PI3Kδ inhibitor inhibitors already approved, we believe 

the unmet need, hence, the opportunities remain for other better PI3Kδ inhibitors 

due to the shortcomings of the marketed therapeutics, especially at the AE side. 

After Zydelig was approved, several SAEs, including death, associated with 

infection possibly due to immune-mediated toxicity were identified in Europe 

during clinical studies in mid-2016. Gilead halted six ongoing studies then, but 

the sales were in decline since. Even during the earlier clinical trials for Zydelig 

approval, ~45% patients withdrew due to AEs. For Aliqopa, major AEs are 

hyperglycemia, hypertension and neutropenia, while the drug is administrated via 

IV – which might be less convenient for some patients. 

ME-401 could be differentiated from other PI3Kδ inhibitors    

Inhibiting PI3K is a very active ground for anti-cancer drug developments. There 

are more than a handful developments focusing on PI3Kδ inhibitors in addition 

to the two approved drugs. ME-401 has demonstrated high selectivity binding as 

well as selective inhibition to PI3Kδ vs. other isoforms (Figure 2).  

Figure 2: ME-401 showed highly seleective binding (left) amd inhibition activity of  PI3K  vs. other isoforms 

   

Source: Company presentation 

ME-401 has demonstrated 

high selectivity binding as 

well as selective inhibition 

to PI3Kδ vs. other isoforms.  
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Preclinical PK data suggested that the potency of ME-401 could be high, and with 

a greater volume distribution to the target tissues comparing in plasma. As such, 

the therapeutic window of the drug could be wide. In addition, ME-401 showed 

highly biologic potency measured by BAT inhibition (Figure 3). The half-life 

(t1/2) of the drug is ~28 hours, which could support daily dosing.   

Figure 3: ME-401 showed highly biologic potency measured by BAT inhibition 

   

Source: Company presentation 

As a validated and desirable target, there are a handful of PI3Kδ inhibitors 

currently in development, while several are in clinically more advanced stages.  

Given the different structures and preclinical studies, MEIP believes ME-401 is 

structurally differentiated from other PI3Kδ inhibitors (Figure 4). Some of the 

major competitors are umbralisib (TGR-1202) by TG Therapeutics (TGTX – 

NR), INCB 50465 by Incyte (INCY – NR) and duvelisib (IPI-145, INK1197) by 

Verastem (VSTM – NR).  

Figure 4: Distinct chemical structure between ME-401 and other oral PI3K  inhibitors 

  

Source: Company presentation 

Current and potential upcoming development  

MEIP initially acquired ME-401 from privately owned Pathway Therapeutics in 

3Q13, and the company has initiated dose-finding Phase Ib trial in 3Q16. The 

study is designed in two stages: the first is an open label in healthy volunteers 

(n=15) study for testing multiple doses (10mg - 150mg) for the safety and 

MEIP believes ME-401 is 

structurally differentiated 

from other PI3Kδ inhibitors: 

umbralisib (TGR-1202), 

INCB 50465 and duvelisib.  
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tolerability and selecting the most appropriate dose for further clinical evaluation 

(Figure 5). In 2Q17, MEIP declared that the 60mg ME-401 as a minimum 

biologically effective dose (mBED), and subsequently, the study entered the 

second stage for evaluating further escalating doses regarding the safety and 

efficacy in relapsed and refractory CLL and FL patients. The study plans to enroll 

up to 84 patients at approximately 10 sites. The recent (March, 2018) update 

indicated that 41 patients were enrolled (60 mg: 12, 120 mg: 12, 180mg: 6, and 

60 mg + rituximab: 11). The recent update also indicated that in total, 30 patients 

have received monotherapy while 11 patients received combination treatment. No 

dose limiting toxicities were noted (assessed at day 65). The preliminary efficacy 

results, in our opinion, are compelling as ORR is significantly >50% at all dose 

levels. MEIP is scheduled to update the ME-401 safety and efficacy results 

(mainly from single agent study) at the ASCO meeting (June 1-5, 2018) – an event 

we believe could be a critical catalyst for MEIP shares. We also anticipate MEIP 

to provide additional updates in 2H18, possibly at the ASH meeting with more 

emphasis on the results from the rituximab combination regimen.    

Figure 5: ME-401 in CLL and FL Phase Ib study design 

  

Source: Company presentation 

With potentially positive data of the Phase Ia study to be reported at the upcoming 

ASCO meeting, MEIP plans to start a pivotal trial to evaluate ME-401 as single 

agent in relapsed/ refractory follicular lymphoma. Management believe that if the 

potency of MEI-401 is superior to other approved or in-development PI3Kδ 

inhibitors, such drug could have significant value in r/r FL patients (especially as 

a 3rd-line). Recent physician survey conducted by MEIP suggested better 

treatment efficacy have greater priority vs. other aspects in treating r/r FL patients 

since their options are exceedingly limited. The exception would be those patients 

who are very fragile. Further, the unmet need is greater and competition is less 

intense in the landscape of FL compared to that of CLL. 

Although the company has not provided much detail, we believe the proposed 

pivotal study could be a single-arm, ~120-patient Phase II/III study with ORR as 

primary endpoint and potentially via accelerated approval pathway. The design 

of the proposed study would be similar to that of the CHRONOS-1 study (n=104), 

which was the pivotal trial for copanlisib (Aliqopa) approval (ORR: 59% with 

CR: 14% and PR: 44%). According to this timeline and if the pivotal study 

outcome is robust, MEIP could file for approval in late 2020 and ME-401 could 

potentially reach the market in the 2021/2022 timeframe.    

30 patients have received 

monotherapy while 11 

patients received 

combination treatment.  

MEIP is scheduled to update 

the ME-401 safety and efficacy 
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Out takes: Despite the very competitive PI3Kδ inhibitor development landscape, 

we believe there are still opportunities in advanced line of therapy in follicular 

lymphoma for ME-401 should the drug demonstrated better safety and greater 

efficacy. This is important especially given the shortcomings of the approved 

drugs. At the potential competitors’ side, Verastem recently filed NDA for 

duvelisib in r/r CLL/SLL and FL with the first two indications based on the results 

from the pivotal trial (DUO), while the third one (FL) is based on outcome from 

the DYNAMO study with possible approval on an accelerated basis.  In our 

opinion, although the readout of the DUO study is encouraging, the results of the 

FL of the DYNAMO study is less impressive (ORR: 41%, n=83). As such, we 

believe the overall outlook for duvelisib in FL might not be that optimistic. Recall 

that duvelisib has achieved a very modest efficacy (ORR 46%) in indolent NHL 

(iNHL) pivotal study (DYNAMO) earlier. This led to the return of the rights by 

AbbVie to Infinity Pharmaceuticals (INFI – NR) in 2Q16. INFI subsequently out 

licensed this drug to Verastem in 4Q16. In addition, it would be interesting to 

assessing the SAE profile of duvelisib, especially the high neutropenia (~30%) 

and pneumonia (~15%) even though VSTM believed it is manageable.  

TG Therapeutics is conducting a UNITY series of clinical studies, including the 

Phase III study (UNITY-CLL) in CLL and Phase II trial (UNITY-NHL) in FL, 

marginal zone lymphoma (MZL), and diffuse large B-cell lymphoma (DLBCL) 

evaluating umbralisib alone and in combination with other drugs. The FL part of 

UNITY-NHL study is scheduled to enroll ~100 patient with umbralisib as a single 

agent therapy in this study. TGTX guided that patient enrollment could complete 

in mid-2018 with data readouts in mid-2019. Information regarding early signs 

of umbralisib single agent in FL is similar (ORR: 53%) to other approved PI3Kδ 

inhibitors despite the patient size is relatively small (n=17). The UNITY-CLL 

study evaluates umbralisib alone and umbralisib/ublituximab (3rd-gen. CD20 

MAb) combination (U2) with Gazyva plus chlorambucil as comparator in 

treatment-naïve and r/r CLL patients. The objective of the study is to achieve 15% 

absolute improvement in overall response, and the topline readout is scheduled 

in 2Q18. Should the study achieve its objective, TGTX plans to file for accelerated 

approval in 4Q18.  Although the development of CLL is not the focus of ME-401, 

we believe UNITY-CLL study data readout could provide a glimpse that indirectly 

might shed some light on umbralisib clinical performance, especially on the safety 

side. The success of the UNITY-CLL study could be significant and possibly 

impact the CLL treatment paradigm. However, it might be too early to project the 

outcome given the complicated study design for potential interpretations.  

For INCB 50465 by Incyte, the recent ASH presentation suggested to us that the 

drug is active (ORR of 30% in DLBCL and 70%+ in FL, MZL and MCL) but SAE 

profile (neutropenia: 20%, diarrhea/colitis: 10%) needs to be managed for 

toxicity reduction. INCB 50465 dosing might require adjustment to 1x/day for 2 

months, followed by 1x/week for maintenance to better strike a balance between 

efficacy/toxicity. Together, we believe ME-401 should still be very competitive 

should the efficacy and safety outcomes be favorable.  
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Current management of treatment for follicular lymphoma 

Follicular lymphoma is the most common slow-growing (indolent) form of non-

Hodgkin lymphoma (NHL), accounting for approximately 20% to 30% cases of 

NHL and 70% of all indolent NHL (Figure 6). Some common symptoms include 

enlarged lymph nodes in the neck, armpits, abdominal area or groin, fatigue, 

shortness of breath, night sweats or unexplained weight loss.  The median age at 

diagnosis of FL is 60-65 years. FL is considered incurable and relapse is common, 

although remission may last for years. Based on the number of risk factors, the 

five-year survival rates varying from 92% (0-1 risk factor), 78% (2 risk factors) 

to 54% (3+ risk factors).  In the U.S., based on 72,000 annual incidences of NHL, 

the incidences of FL are approximately 16,000. Globally, there are an estimated 

75,000 incidences of follicular lymphoma each year.   

Figure 6: Relative incidence of NHL subtypes 

  

Source: Seigel, R. L., et. al.,2017, CA, 76:7 

The current standard of care for FL is CD-20 based immunotherapy, like 

rituximab and its more advanced version, plus chemotherapy. Main 

chemotherapies include CVP (cyclophosphamide, vincristine and prednisone) 

and CHOP (cyclophosphamide, doxorubicin, vincristine, prednisone). 

Bendamustine-rituximab (B-R) is also becoming a more favorable option 

recently. The most recent approved FL treatment is Gazyva (Obinutuzumab), a 

CD20-targeted monoclonal antibody. Specifically, Gazyva in combination with 

chemotherapy, followed by Gazyva alone in previously untreated advanced 

follicular lymphoma (stage II bulky, III or IV). Gazyva showed superior PFS over 

standard-of-care Rituxan-based therapy. Two PI3K inhibitors, copanlisib 

(Aliqopa) and idelalisib (Zydelig), are also approved as 3rd-line FL therapy. There 

are several developments in FL at relatively advanced clinical stages (Figure 7), 

they include:  
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Figure 7: Selected folicular lymphoma development pipeline 

  

Source: Laidlaw equity research 

Venclexta. This is a Bcl-2 inhibitor with MOA of restoration of apoptosis through 

Bcl-2 inhibition. Venclexta is approved in chronic lymphocytic leukemia (CLL) 

with 17p deletion, while multiple clinical studies in various indications are 

currently underway. Roche is conducting a Phase II study evaluating Venclexta 

in combination with Rituximab in r/r FL. Roche and AbbVie are also evaluating 

Venclexta, Gazyva and Bendeka (bendamustine) in a Phase II trial as front-line 

therapy in FL with high burden.   

Umbralisib. Another PI3K inhibitor developed by TG Therapeutics currently is 

undergoing a Phase II (UNITY-NHL) trial. Umbralisib inhibits activities of PI3K 

delta and casein kinase-1ε, a major regulator of protein translation, with MTD of 

1,200 mg. The study has three independent parts targeting FL, marginal zone 

lymphoma, and diffuse large B-cell lymphoma. The FL study is scheduled to 

enroll ~100 patient similar to the cohort that supported the accelerated approval 

of copanlisib. Umbralisib will be used as a single agent in this study and TGTX 

guided that patient enrollment could complete in mid-2018 with data readouts in 

mid-2019.  

INCB 50465. Another PI3K inhibitor developed by Incyte and currently is 

undergoing a Phase I/II trial in FL. Presentation at the 2017 ASH meeting 

suggested that the initial readout (n=14) is encouraging and the company is re-

adjusting the dosing schedule to potentially provide a better safety profile.  

Zanubrutinib (BGB-3111). It is a Bruton's tyrosine kinase (BTK) inhibitor 

developed by BeiGene (BGNE – NR) and it is in combination with Gazyva in r/r 

(failed at least 2 prior therapies) FL Phase II pivotal study (n=210). The primary 

endpoint is ORR and Gazyva monotherapy will be included as a comparator.  The 

trial will be randomized 2:1 between the combo and mono-therapy and patients 

treated by Gazyva monotherapy could be crossed-over to the combo treatment 

after 12 months if a response has not been achieved. Secondary endpoints include 

DOR, PFS, OS, and time to response. 

Calquence (acalabrutinib). It is a BTK inhibitor developed by AstraZeneca 

(AZN – NR) approved as r/r mantle cell lymphoma (MCL) in 2017. Calquence 

could remain as part of Phase III study in B-cell malignancy but the actual status 

is not clear now.  

Tazemetostat. It is an EZH2 inhibitor developed by Epizyme (EPZM – NR) and 

it is a Phase II study as monotherapy. Eisai owns Japanese development and 

commercialization rights of tazemetostat. EZH2 is an epigenetic regulator of gene 

Drug name Developer Stage MOA Comments

Venclexta Roche Phase II Bcl-2 inhibitor in r/r combined with Rituximab

Venclexta Roche Phase II Bcl-2 inhibitor Front line with high burden with Gazyva a+ Bendeka

Umbralisib TG Therapeutics Phase II PI3K inhibitor in r/r single agent

INCB 50465 Incyte Phase I/II PI3K inhibitor

Zanubrutinib (BGB-3111) BeiGene Phase II BTK inhibitor in r/r with Gazyva as pivotal

Calquence AstraZeneca/Acerta Phase I/II BTK inhibitor

Tazemetostat Epizyme Phase II EZH2 inhibitor in r/r with EZH2 mutation and NDA in 2019
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expression and plays a critical role in multiple forms of cancer. EZH2 mutations 

could be an oncogenic driver mutation, especially in FL and GCB-DLBCL, 

accounting for ~20% of patients. Recent presentation at the 2017 ASH meeting 

showed ORR of 92% (12/13) in EZH2 mutated cohort and 26% (14/54) in other 

(wild-type EZH2) cohort.  

In addition, one high profile chemotherapy-free regimen Phase III study 

(RELEVANCE) that evaluated the combined Rituxan and Revlimid or R2 both 

as 1st-line and maintenance treatment in FL failed to show benefit either in ORR 

or PFS (co-primary endpoint) at 120 weeks compared to rituximab plus 

chemotherapy. This data was reported at the 2017 ASH meeting. The interim data 

from the R2 regimen in r/r FL (n=160) Phase IIIb open-label randomized study 

(MAGNIFY) were promising with ORR of 66% (38% CR or Cru). The 

MAGNIFY study does not have a comparator group. A Phase III (AUGMENT) 

trial (n=357) that assesses R2 vs. rituximab alone in r/r iNHL (including FL and 

MZL) with PFS as primary endpoint is ongoing.  

Chronic lymphocytic leukemia (CLL) is the most common type of leukemia in 

adults with the annual incidence in the U.S. are 20,900 and 39,295 if combined 

with the five major European countries. Prognosis is relatively good with a five-

year survival rate of 64% to 83% in the U.S. and five major European countries, 

respectively. Besides chemotherapies, the approved therapies for CLL include 

treatment targeting several molecular targets:  

• CD20: Rituxan (rituximab), Rituxan Hycela (rituximab & 

hyaluronidase), Arzerra (ofatumumab) and Gazyva (obinutuzumab); 

• PI3K inhibitor: Zydelig (idelalisib);  

• BTK inhibitor: Imbruvica (ibrutinib); 

• BCL-2 inhibitor: Venclexta (venetoclax); and 

• CD52: Campath (alemtuzumab) 

BTK (Bruton's tyrosine kinase) inhibitor, like Imbruvica (ibrutinib) from 

ABBV/JNJ has been the preferable front-line therapy in CLL. Currently, ~25% 

of patients stop taking Imbruvica because of tolerability issues, such as atrial 

fibrillation, diarrhea, bruising and skin discoloration. Calquence (acalabrutinib) 

developed by AstraZeneca is another BTK inhibitor, which is approved as a 2nd-

line mantle cell lymphoma (MCL) therapy.  Calquence is in Phase III study in r/r 

CLL and could potentially be approved in this indication in 2019 and as 1st-line 

CLL in 2020.  Some of major AEs seen in Imbruvica appear to be much less 

common in Calquence based on results from early stage trials.  

ME-401 in 2nd and more advanced-line FL revenue model. Our model (Figure 

8a and b) projects that ME-401 could potentially reach the U.S. market in late 

2021 assuming a robust outcome and via an accelerated approval pathway. We 

also assume MEIP will market the drug in the U.S. via a small size sales 

organization.  
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We have priced ME-401, relatively on par with other 2nd-line drug in the NHL 

space, like Zydelig (Idelalisib) with annual costs of $110,000 per patient. We have 

used patient prevalence as the base for calculating the eligible patient size given 

the long PFS after the 1st-line therapies. In addition, we do not believe the annual 

incidences could be relevant for incorporating into the calculation since most 

patients will receive 1st-line therapy and could enjoy long PFS benefits. As such, 

we estimate the total annual peak sales for ME-401 could reach $400+MM by 

2026 and $550+MM by 2030. We did not incorporate potential revenue from 

Europe and the ROW. We believe MEIP will seek partners in those territories and 

earn milestone and royalty revenues – a value that we have not incorporated into 

our model. 

Figure 8a: ME-401 in r/r FL U.S. revenue model 

  

Source: Laidlaw & Company estimates   

Figure 8b: ME-401 in r/r FL U.S. revenue model 

  

Source: Laidlaw & Company estimates   

 

Strong intellectual property protection of MEIP assets     

MEI Pharma owns a robust portfolio of intellectual properties with multiple 

issued and pending patents covering the U.S. and various international territories. 

Major highlights include: 

• For the pracinostat, it has 4 U.S. and 77 foreign issued patents, and 2 U.S. 

and 8 foreign pending patents. For the composition of matter patent, 

ME-401 in R/R FL Revenue Model
2020 2021 2022 2023 2024 2025 2026 2027 2028 2029 2030 2031

Non-Hodgkin lymphoma prevalence 451,875 456,484 461,140 465,844 470,596 475,396 480,245 485,143 490,092 495,091 500,140 505,242

Follicular lymphoma prevalence 112,969 114,121 115,285 116,461 117,649 118,849 120,061 121,286 122,523 123,773 125,035 126,310

2nd- and advanced line FL patient 24,853 25,107 25,363 25,621 25,883 26,147 26,413 26,683 26,955 27,230 27,508 27,788

MEI-401 penetration % 1% 4% 7% 9% 12% 14% 15% 16% 17% 17% 17%

MEI-401 treated patients 176 888 1,742 2,407 3,111 3,698 4,109 4,313 4,493 4,621 4,724

MEI-401 costs ($) 110,000 111,320 112,656 114,008 115,376 116,760 118,161 119,579 121,014 122,466 123,936

MEI-401 sales (MM$) 19 99 196 274 359 432 486 516 544 566 585
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expiration date in the U.S. is May, 2028 and it could extend into May 

2033 with the five years of patent term restoration in the U.S.;   

• For ME-401, it has 2 U.S. issued patents, and 1 U.S. and 21 foreign 

pending patents. For the composition of matter patent, expiration date in 

the U.S. is December, 2032 and it could extend into December 2037 with 

the five years of patent term restoration in the U.S.; 

• For the voruciclib, it has 2 U.S. and 14 foreign issued patents, and 6 U.S. 

and 11 foreign pending patents. For the composition of matter patent, 

expiration date in the U.S. is September, 2028 and it could extend into 

September 2033 with the five years of patent term restoration in the U.S.; 

and   

• For the ME-344, it has 3 U.S. and 18 foreign issued patents, and 3 U.S. 

and 7 foreign pending patents. For the composition of matter patent, 

expiration date in the U.S. is November, 2031 and it could extend into 

November 2036 with the five years of patent term restoration in the U.S.  
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Pracinostat, a Novel HDAC Inhibitor, Currently is Under 
Helsinn Partnership and is in AML Phase III Development 
After Showing Robust Phase II Trial Efficacy Results  

Pracinostat is a novel HDAC inhibitor 

Pracinostat is an orally available hydroxamic acid-based histone deacetylase 

(HDAC) inhibitor that is under development in acute myeloid leukemia (AML) 

and myelodysplastic syndrome (MDS). Pracinostat is a potent competitive 

inhibitor against Class I, II and IV isoforms of HDAC.  

Pracinostat plus azacitidine in elderly transplantation-illegible AML 

Phase II study showed robust results 

MEIP conducted a Phase II study (MEI-004) evaluating pracinostat plus 

azacitidine in newly diagnose elderly and transplantation-illegible AML patients 

and reported robust topline results initially in 2Q15 and subsequently with full 

data in 4Q15 at the ASH meeting. Figure 9 summaries the most recent matured 

results of the Phase II study.    

Figure 9: The MEI-004 study results; response rate of different cohorts (left) and overall summary (right) 

   

Source: Company presentation 

The study met the primary endpoint of complete response (CR) plus complete 

response with incomplete blood count recovery (CRi) plus morphologic 

leukemia-free state (MLFS). CR, CRi and MLFS figure are 42% (21/50), 4% 

(2/50) and 6% (3/50), respectively with primary endpoint of 52%. The duration 

of response of CR plus CRi is 17.2 months. The median overall survival is 19.1 

months, while one-year survival rate is 62%. 60-day mortality rate was 10%.  

Although the MEI-004 study is a single-arm combination trial, the outcome is 

very robust by comparison with historical azacitidine-alone clinical study results 

of similar AML patient cohort (Figure 10). For instance, in the Phase III study in 

The study met the primary endpoint 

with 52% of complete response 

(CR) plus complete response with 

incomplete blood count recovery 

(CRi) plus morphologic leukemia-

free state (MLFS). 
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AML patients of ≥65 years, azacitidine treatment achieved a CR rate of 19.5%, 

median survival of 10.4 months, and one-year survival of 46.5%. In Figure 10, 

the readout of MEI-004 study regarding the median overall survival (13.3 months) 

and the duration of response (11.2 months) were figures initially reported in 2015.           

Figure 10: Comparing aza alone vs. MEI-004 clinical results 

   

Source: Company presentation 

One of the issues for examining the therapeutic impact in AML from an earlier 

stage clinical study is that despite the compelling response rates, the duration of 

therapeutic effect in many occasions is not long enough and therefore, the follow-

up outcomes have disappointed clinicians, patients, and investors. It is 

encouraging, in our opinion, that the duration of therapeutic effects of pracinostat 

plus azacitidine appear to be more long-lived. Reported at the 2017 ASH meeting 

that from a post-hoc analysis, prolonged exposure to pracinostat treatment in 

patients who have achieved CR is likely to be beneficial in maximizing the 

likelihood of a CR with hematologic recovery. Specifically, the mean time to 

reach CR (by IWG criteria) is approximately five cycles (months), while the mean 

treatment duration of responders were 15 months (Figure 11). Should a similar 

outcome repeat in the ongoing Phase III study, in our opinion, it would bode well 

for potential success of pracinostat as 1st-line AML therapy. 

On the safety side, the pracinostat/aza was generally well tolerated with no 

unexpected toxicities. The most common grade 3/4 treatment-emergent adverse 

events (TEAEs) reported in >10% of all patients included febrile neutropenia, 

thrombocytopenia, anemia and fatigue (Figure 12). 11 patients discontinued the 

treatment due to TEAEs.  

Given the robust efficacy and acceptable safety profile of the Phase II study 

results, FDA in 3Q16 has granted a Breakthrough Therapy designation to the 

combination of pracinostat and azacitidine as a treatment in newly diagnosed 

elderly (>75 years) AML patients unfit for intensive chemotherapy.  

FDA in 3Q16 has granted a 

Breakthrough Therapy designation 

to the combination of pracinostat 

and azacitidine as a treatment in 

newly diagnosed elderly (>75 

years) AML patients unfit for 

intensive chemotherapy.  
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Figure 11: Median time to and duration of treatment who achieved and without CR 

     

Source: Atallah, E., et. al., 2017 ASH presentation 

Figure 12: Safety profile of treatment emergent AEs in >25% of patients 

    

Source: Company presentation 

Pracinostat plus azacitidine in elderly transplantation-illegible AML 

Phase II study design 

The Phase II study is a single arm, open-label trial that evaluates pracinostat plus 

azacitidine in 50 elderly (≥ 65 years) newly diagnosed AML patients unsuitable 

for intensive induction therapy. The primary endpoint is the combined rate by 

CR+CRi+ MLFS. Assessments were carried out at end of Cycle 1 and 2, then 

every other cycle until CR was achieved. Eligible patients are with intermediate 

or unfavorable-risk cytogenetics by SWOG classification, and >20% bone 

marrow blasts. Patients with (FAB M3); t(15;17), t(8;21), t(16;16), del(16q), or 

inv(16) karyotypes were excluded. One treatment cycle consists oral pracinostat 
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60 mg given three days per week for three weeks followed by one week off. 

Azacitidine is administrated based on standard therapy at 75 mg/m2 daily for 7 

days. Dose reduction is permitted of azacitidine for myelosuppression, and of 

pracinostat for non-hematologic toxicity.  

Current development  

A Phase III study that evaluates pracinostat plus azacitidine as 1st-line AML 

therapy in patients unfit to receive induction therapy (due to age, i.e. >75 years or 

with comorbidities) is underway with the first patient dosed in July 2017. It is a 

double-blind, placebo-controlled, 500-patients study with patients evenly 

randomized between the pracinostat plus azacitidine and the azacitidine alone 

groups. The primary endpoint is OS, while secondary endpoints include 

morphologic CR rate, event free survival and duration of CR. Partner, Helsinn 

Group will be responsible for the expense of the study, potential regulatory filing 

and commercialization. We estimate the study could take two and half years for 

patient recruitment and possibly one more year for follow-up. As such, we 

estimate the topline results could potentially be available in early 2021. If 

positive, the FDA decision and possible product launch could be slated to late 

2021 or 2022. In addition, pracinostat also received Orphan Drug Designation by 

the European Medicines Agency (EMA) in 1Q18 for treating AML in 

combination with azacitidine.  

Partnership with Helsinn Group for future pracinostat development  

MEIP formed a partnership with Helsinn Group for the further development of 

pracinostat in 3Q16. Under the terms of the agreement, Helsinn will get exclusive 

worldwide rights and is responsible for funding the global development of 

pracinostat. MEIP is entitled to a $20MM upfront payment ($15MM upfront fee 

and $5MM upon dosing the first Phase III AML patient). MEIP also is eligible to 

receive up to $444MM milestone payments and tiered royalty payments. Helsinn 

also made a $5MM equity investment in MEIP. Helsinn Group is a privately-

owned Lugano, Switzerland-based global healthcare products company that 

comprised of businesses in pharma/biotech, medical devices and nutritional 

supplements. Their pharma products are focusing on cancer supportive care (two 

products sold in the U.S. mainly for preventing nausea and vomiting), pain & 

inflammation and gastroenterology. 

Pracinostat plus azacitidine in 1st-line High and Very High Risk MDS 

Phase II study development  

MEIP and Helsinn Group also are exploring the potential for the pracinostat/ 

azacitidine combination as 1st-line therapy in high and very high risk 

myelodysplastic syndrome (MDS). Both parties will share the initial development 

costs. MEIP has studied the combination in treating MDS (MEI-003, n=102) 

before and experienced a high rate of patient discontinuations due to AEs. 

However, for some patients who were able to tolerate at least four cycles 

compared to azacitidine alone (total n=54) have shown treatment benefits (hazard 

ratio = 0.37 vs. 0.59). MEIP concluded that insufficient treatment exposure may 

We estimate the Phase III study 

could take two and half years for 

patient recruitment and possibly 

one more year for follow-up. As 

such, we estimate the topline 

results could potentially be 

available in early 2021. If positive, 

the FDA decision and possible 

product launch could be slated to 

late 2021 or 2022. 
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have limited the overall efficacy of the combination. A pracinostat/azacitidine in 

higher risk (based on the Revised International Prognostic Scoring System or 

IPSS-R) and hypomethylating agents (HMAs) untreated MDS Phase II dose-

optimization study currently is underway. The initial objective is to identify the 

combination dose that is tolerable, and if successful, expand the study to assess 

its efficacy. 

The Phase II study (n=120) is divided into two stages: The first stage (n=40) is an 

open-label, single arm study to assess whether a lower dose pracinostat (45mg, 

25% lower than that of the MEI-003 study) will result in approximately 10% 

discontinuation rate (the rate observed in the azacitidine alone arm of the MEI-

003 study). We anticipate the readout in 2Q18.  If results from the first stage are 

positive, the second stage will be a randomized and placebo-controlled study with 

expanded enrollment to confirm the discontinuation rate in a blinded setting and 

to provide data on safety and efficacy. Besides the safety and tolerability, the 

primary endpoint is ORR (CR + PR + marrow CR). Secondary endpoints include 

CR rate, overall hematologic improvement (HI) response rate, clinical benefit rate 

(CR+PR+HI+mCR), duration of response, event-free survival, PFS and OS. 

Our take: We are encouraged by the robust outcome from the MEI-004 study, 

despite the trial was an open-label study that without control group and the OS 

was not the study endpoint. We also view the more durable response showed by 

the Phase II study, could potentially bode well for the success of the ongoing 

Phase III study since several prior promising AML developments failed in 

subsequent clinical studies due to the initial robust efficacy is relatively short-

lived. The Breakthrough Therapy designation is encouraging and potentially 

could facilitate the regulatory process. Together, the positive Phase II study 

results and Breakthrough Therapy designation, we believe, have boosted the 

probability of success for the ongoing Phase III study. In addition, pracinostat 

appears to be active across different genetic backgrounds, and therefore, the 

commercial outlook could be more significant and not limited to treating AML 

patients only driven by specific mutations, like IDH1 or FLT3. Further, given very 

measured investor expectations regarding the MDS outlook, the scenario of a 

positive readout in 2Q18 with further advancement shortly thereafter could be an 

upside for MEIP shares.   

Histone deacetylase (HDAC) inhibitor is an established treatment 

modality  

Histone deacetylase (HDAC) is an enzyme that participates in the deacetylation 

of histone lysine residues for chromatin remodeling and plays an important role 

in the epigenetic regulation of gene expression. In normal cells, the balance of 

histone acetylation is controlled by the interplay between HDAC and the enzyme, 

histone acetyltransferase (HAT). The processes of carcinogenesis involve 

alternations both at the genetic and epigenetic level. Given the aberrant and 

elevated HDAC activities are identified in several types of cancer, hence, 

inhibiting HDAC has been considered as a potential anticancer therapy. The 

potential impacts of HDAC inhibition include induction of cancer cell cycle 

Given very measured investor 

expectations regarding the 

MDS outlook, the scenario of a 

positive readout in 2Q18 with 

further advancement shortly 

thereafter could be an upside 

for MEIP shares. 
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arrest, differentiation and cell death, reduction of angiogenesis and modulation of 

immune response (Figure 13). Anticancer effects of HDAC inhibitors vary 

depending on the cancer types. Currently, there are four HDAC inhibitors 

approved as anticancer therapies: Zolinza (vorinostat or SAHA by Merck), 

Istodax (romidepsin by Celgene) and Beleodaq (bellinostat by Spectrum) are 

indicated in T-cell lymphoma, while Farydak (panobinostat by Novartis) is 

indicated in multiple myeloma. 

Figure 13: Mechanism of anticancer effects of HDAC inhibitors 

    

Source: Eckschlager, T., et. al., 2017, Int. J. Mol. Sci. 18: 1414 

Several HDAC inhibitors in clinical development are summarized in Figure 14.  

Figure 14: Selected HDAC-based clinical developments  

  

Source: Company presentation and Laidlaw & Company equity research 

Product Company Ticker Indication Status Inhibitor of HDACDescription 

Vorinostat (Zolinza) Merck MRK CTCL Marketed 1, 2, 3 & 6

Panobinostat (Farydak) Novartis NVS MM Marketed 1, 2, 3 & 6

Romidepsin (Istodax) Celgene CELG CTCL, PTCL Marketed 1, 2, 3 & 6

Bellinostat (Beleodaq)
Spectrum 

Pharmaceuticals
SPPI r/r PTCL Marketed 1, 2, 3 & 6

Pracinostat MEI Pharma MEIP AML Phase III        1, 2 & 5 In combination with Aza as first line therapy

Entinostat Syndax SNDX
Advanced HR+ HER2- 

BC 
Phase III 1 In combination with Exemestane

Givinostat Italfarmaco SpA Private DMD Phase III 1 & 2 A 213-patient trial in the U.S. and EU

Mocetinostat (MGCD103) Mirati Therapeutics MRTX NSCLC Phase II 1 & 4 As a potential IO agent

CUDC-907 Curis CRIS Myc-altered DLBCL Phase II 1 & 2 and PI3Ki

Resminostat 4SC VSC GY CTCL Phase II 1, 2, 4 & 6 As a maintenance therapy

Abexinostat
Xynomic 

Pharmaceuticals
Private r/r DLBCL Phase I/II 1 & 2

Acquired from ABBV in 1Q17. Phase I/II in 

collaboration with Janssen and MSKCC

 Citarinostat (ACY-241) Celgene CELG r/r MM Phase II 6 Accquired from Acetylon in Dec. 2016

Ricolinostat (ACY-1215) 
Regenacy 

Pharmaceuticals
Private DPN Phase I 6 Spin off from Acetylon after CELG acquisition
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Pracinostat in 1st-line AML revenue model. Our model (Figure 15a and b) 

projects that pracinostat could potentially reach the U.S. market in 2022 assuming 

satisfactory Phase III results readout in 2021 and NDA filing shortly thereafter. 

We assume EMEA filing could be one to two quarters after NDA filing.  The U.S. 

product launch could occur in 2022, and Europe in 2023. We also assume Helsinn 

Group will launch the product in both sides of the Atlantic.    

We conservatively priced the annual costs of Pracinostat at $80,000 per patient in 

the U.S. and with 30% discount at Europe. We also assume ~60% of the total 

AML patients are elderly (>70 years old) or unsuitable for SCT. As such, we 

estimate the total global annual peak sales for Pracinostat could exceed $400MM 

by 2028. We further assume MEIP receive a sales-based royalty from the U.S. 

starting at 15% and tired up to 20%; while royalty rate of EU at a high single digit 

(9%).  As such, MEIP could be entitled for $~60MM royalty payment by 2028. 

Figure 15a: Pracinostat in 1st-line AML revenue model 

  

Source: Laidlaw & Company estimates   

Figure 15b: Pracinostat in 1st-line AML revenue model 

  

Source: Laidlaw & Company estimates   

  

2021 2022 2023 2024 2025 2026 2027 2028 2029 2030

AML incidences U.S. 20,720 20,968 21,220 21,475 21,732 21,993 22,257 22,524 22,794 23,068

AML patients not eligible for SCT 12,432 12,581 12,732 12,885 13,039 13,196 13,354 13,514 13,677 13,841

% of Pracinostat penetration 3% 7% 12% 16% 18% 20% 22% 23% 24%

Pracinostat treated patients 377 891 1,546 2,086 2,428 2,671 2,973 3,159 3,349

Annual costs ($) 80,000 81,200 82,418 83,654 84,909 86,183 87,475 88,788 90,119

Total Pracinostat U.S. sales ($MM) 30 72 127 175 206 230 260 281 302

AML incidences, EU 18,937 19,130 19,325 19,522 19,721 19,923 20,126 20,331 20,538 20,748

AML patients not eligible for SCT 11,362 11,478 11,595 11,713 11,833 11,954 12,075 12,199 12,323 12,449

% of Pracinostat penetration 4% 7% 11% 15% 17% 19% 21% 22%

Pracinostat treated patients 464 820 1,302 1,793 2,053 2,318 2,588 2,739

Annual costs ($) 56,840 57,693 58,558 59,436 60,328 61,233 62,151 63,084

Total Pracinostat EU sales ($MM) 26 47 76 107 124 142 161 173

Total Pracinostat global sales ($MM) 30 99 175 251 313 354 402 441 475

Total Pracinostat U.S. sales ($MM) 30 72 127 175 206 230 260 281 302

Total Pracinostat EU sales ($MM) 26 47 76 107 124 142 161 173

Pracinostat revenue to MEIP ($MM) 4.5 13.2 23.4 33.0 40.5 52.6 59.6 65.0 75.9

Pracinostat in 1st-line AML Revenue Model
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Voruciclib, a Selective Oral CDK9 Inhibitor, Could Have 
Potential to Overcome Resistance of Bcl-2-Based Therapies 

In addition to ME-401, MEIP’s second earlier stage development is voruciclib, 

an orally available cyclin dependent kinases (CDK) 9 inhibitor with additional 

activities against CDK4/6 and 1. One of the major therapeutic uses of CDK9 

inhibitor, like voruciclib is to further sustain the Bcl-2 (B-cell lymphoma 2)-based 

cancer therapy by reducing the cellular resistant mechanism. Voruciclib also has 

the potential to synergize proteasome-based treatments. 

Anti-cancer treatment based on the anti-apoptotic Bcl-2 axis 

B-cell lymphoma 2 (Bcl-2) is a member of the Bcl-2 family, which are proteins 

that could either stimulate (pro-apoptotic or death inducing) or inhibiting (anti-

apoptotic or pro-survival) apoptosis. The anti-apoptotic members include Bcl-2, 

Bcl-XL, Bcl-W, Bfl-1, and Mcl-1; while pro-apoptotic members are Bax and Bak. 

The core function of Bcl-2 family members are the regulation of mitochondrial 

outer membrane permeability. Specifically, Bcl-2 inhibits the influx of adenine 

nucleotides through the outer mitochondrial membrane, leading to ATP 

hydrolysis reduction and inhibition of cytochrome-C release. Members of the pro-

apoptotic pathway function through the direct release of cytochrome-C or 

inhibition of Bcl-2. In addition, Bcl-2 also maintains cells in the G0 phase of cell 

cycle in the absence of survival/growth factors – a potent oncogenic mechanism. 

Some cancers over-express anti-apoptotic genes and under-express pro-apoptotic 

genes, resulting in the lack of cell death of cancer cells. Aggressive B-cell 

malignancies also require the over-expression of Bcl-2 and the proto-oncogene 

myc. Further, in normal cells, anti-apoptotic members play a role in promoting 

survival during the development and homeostasis of many normal animal tissues.  

One Bcl-2 inhibitor drug, venetoclax (brand name: Venclexta) is approved as an 

effective treatment of chronic lymphocytic leukemia (CLL) with 17p deletion. 

Multiple clinical studies in various indications are also currently underway, but 

drug resistances have emerged. One of those resistant mechanism is the over-

expression of Mcl-1 (myeloid cell leukemia 1) gene, also an anti-apoptotic gene, 

to promote the survival of cancer cells. Earlier experiences have suggested that 

targeting Mcl-1 directly as therapeutic has been challenging. Recent studies have 

indicated that CDK9 (a member of the CDK family) plays an important role via 

a super-enhancer-mediated transcriptional to regulate the short-lived anti-

apoptotic proteins, like Mcl-1. CDK9 is not typical Cdc2-like kinases, which 

mostly act in cell-cycle regulation processes; rather, CDK9 acts in differentiation 

processes. As such, CDK9 inhibition potentially could play an important role in 

treatments of both hematological and solid tumors.   

One of the major therapeutic 

uses of CDK9 inhibitor, like 

voruciclib is to further sustain 

the Bcl-2 (B-cell lymphoma 2)-

based cancer therapy by 

reducing the cellular resistant 

mechanism. 
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What is voruciclib and how does it work?   

Voruciclib is an orally administrated CDK9 inhibitor with low nM activities 

against CDK 9, 4/6 and 1, and it blocks the transcription of Mcl-1, resulting in 

promoting apoptosis of leukemic cells. The elevation of Mcl-1 expression is a 

counter-reaction of tumor cells to against the Bcl-2-based treatment, such as 

venetoclax (Venclexta) (Figure 16).  

Figure 16: MCL1-driven Bcl-2 drug resistance (left) and how voruciclib overcome resistance (right)  

    

Source: Company presentation 

From preclinical in vitro study, voruciclib could induce apoptosis at 0.5–1µM in 

samples from CLL patients (Figure 17, left). The concentrations of voruciclib that 

suppress Mcl-1 activities are at similar range. Earlier clinical study has showed 

that the MTD of voruciclib is 350mg with half-life (t1/2) of >24 hours. In addition, 

the steady state levels of voruciclib >1.5µM can be achieved from a 150mg daily 

dosing.  

Figure 17: Voruciclib showed apoptosis (left) and synergy with Venetoclax (right)  

    

Source: Company presentation 

Voruciclib is an orally administrated 

CDK9 inhibitor that blocks the 

transcription of Mcl-1, resulting in 

promoting apoptosis of leukemic 

cells. 
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In addition, in vivo analysis also demonstrated voruciclib-venetoclax synergy in 

tumor volume reduction (Figure 17, right). Figure 18 illustrates the Mcl-1 

inhibition and induced cell death.  

Figure 18: Voruciclib showed inhibition of MCL1 and syngegistic cell death  

    

Source: Company presentation 

In addition to the CLL, preclinical study also suggested that voruciclib could 

reduce Mcl-1 expression in subset of DLBCL characterized by rearranged Myc 

and Bcl-2 (due to translocation).  

Preclinical study also indicated that voruciclib could also potentially synergize 

with proteosome inhibitor as cancer treatment. Proteosome inhibitors, such as 

bortezomib, could stimulate NOXA and ultimately the activation of pro-apoptotic 

Bak to create apoptosis in cancer cell. Proteosome inhibitors could also increase 

the expression of Mcl-1 (an anti-apoptotic member) and potentially offset the 

apoptotic effects (Figure 19). As such, a Mcl-1 inhibitor, such as CKD9 inhibitor, 

could mitigate such impact and further potentiate the treatment effect of 

proteosome inhibitor. 

Figure 19: Relationship between proteosome inhibitor and apoptotic cascade 

  

Source: Chari, A., et. al., 2010, Biologics. 4: 273–287  
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Preclinical study also showed that in a TNBC xenograft model, voruciclib 

demonstrated a synergistic effect in combination with bortezomib vs. voruciclib 

and bortezomib alone (Figure 20). Other proteosome inhibitor (ixazomib) also 

has similar synergistic impact. Other types of CDK inhibitor (such as palbociclib, 

a CDK4/6 inhibitor) dose not show synergy with borteomib.  

Figure 20: Voruciclib showed synergy with proteosome inhibitor  

    

Source: Company presentation 

MEIP acquired voruciclib from privately owned Presage Biosciences in 3Q17 

with $2.9MM front and up to $181MM milestone payments. Presage Biosciences 

also is entitled for mid-single-digit tiered sales-based royalties.  

Current development  

MEIP is scheduled to commence a Phase Ib dose-finding study evaluate 

voruciclib and voruciclib plus venetoclax in relapsed and refractory B cell 

malignancies (Figure 21) with initiation in 2Q18. The study is designed with 

standard 3+3 per dose cohort. The endpoints of the trial include 1) safety and 

tolerability; 2) PK; 3) biologic correlations; and 4) ORR and MRD negativity. We 

anticipate data readouts later in 2018 and 2019.  

Figure 21: Voruciclib I  r/r B cell malignancies Phase I study design 

  

Source: Company presentation 

MEIP is scheduled to commence 

a Phase Ib dose-finding study in 

2Q18 evaluate voruciclib and 

voruciclib plus venetoclax in 

relapsed and refractory B cell 

malignancies.  
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Cyclin dependent kinases (CDKs) in drug development 

In addition to CDK9 inhibitor, several other CDK inhibitors have recently gained 

great recognition due to the approvals of several drugs (CDK 4/6) that have 

exhibited substantial therapeutic benefits in breast cancer. CDKs are serine/ 

threonine kinases that regulate the G1/S transition of the cell cycle. Dysregulation 

of the CDK4/6 pathway resulting in uncontrolled cellular proliferation have been 

observed in many types of cancers. CDK 4/6 inhibitor in combination with other 

therapies, such as endocrine therapy in breast cancers, have generated highly 

compelling results. Such a regimen is expected to potentially transform the 

treatment of hormone receptor (HR +) breast cancer. Currently, three CDK 4/6 

inhibitors have been approved: palbociclib (Ibrance by Pfizer-2015-02; ribociclib 

(Kisqali by Novartis-2017-03) and abemaciclib (Verzenio by Eli Lilly-2017-09). 

Multiple clinical studies are underway regarding different treatment setup, such 

as adjuvant, and in many different oncological indications. One major distinction 

between CDK9 and other CDKs is CDK9 acts on transcription impacting on the 

differentiation processes while other CDKs regulate the cell cycle processes.   

CDK9 and other Bcl-2 centered drug developments 

The pro- and anti-apoptotic-focused anticancer drug pipeline is led by venetoclax 

(brand name: Venclexta by Roche), which was approved in 2015 in combination 

with rituxan in relapsed/ refractory chronic lymphocytic leukemia (CLL) with 17p 

deletion – accounted for 10% of all CLL. Roche/AbbVie are conducting multiple 

clinical studies evaluating Venclexta in more than a half dozen of indications 

(Figure 22). The recently reported data include the robust outcome from the 

MURANO trial (n=389) that evaluates venetoclax/rituxan vs. bendamustine/ 

rituxan in r/r CLL at the 2017 ASH meeting. The primary endpoint is PFS. The 

results showed a very favorable hazard ratio of 0.17.  The PFS in 2-years is 85% 

vs. 36% in favor of the venetoclax/rituxan arm. MRD in 2 years is 83% vs. 23%, 

suggesting the treatment could be stopped in 2 years with low risk of recurrence.  

Figure 22: Selected apoptotic related clinical developments  

 

Source: Laidlaw & Company equity research 

Name Company Stage Target Indication CDK Subtypes

Alvocidib (flavopiridol) Sumitomo Dainippon Phase II CDK9 inhibitor AML 9

CYC065 Cyclacel Pharmaceuticals Phase II CDK9 inhibitor r/r CLL 2, 9

Seliciclib (CYC202) Cyclacel Pharmaceuticals Phase I/II CDK9 inhibitor 2, 7, 9

Voruciclib MEI Pharma Phase I CDK9 inhibitor B cell malignancies 9, 4/6. 1

MCL-1 inhibitor Servier Phase I MCL-1 inhibitor r/r AML, r/r MM

AZD5991 Astrazeneca Phase I MCL-1 inhibitor

Venetoclax (RG7601) Roche / AbbVie Phase III Bcl-2 inhibitor CLL

Venetoclax (RG7601) Roche / AbbVie Phase III Bcl-2 inhibitor r/r MM

Venetoclax (RG7601) Roche / AbbVie Phase III Bcl-2 inhibitor AML (1st-line) +Aza

Venetoclax (RG7601) Roche / AbbVie Phase III Bcl-2 inhibitor AML (1st-line) +cytarabine

Venetoclax (RG7601) Roche / AbbVie Phase II Bcl-2 inhibitor r/r FL (+Rituxan)

Venetoclax (RG7601) Roche / AbbVie Phase II Bcl-2 inhibitor DLBCL (1st-line)

Venetoclax (RG7601) Roche / AbbVie Phase II Bcl-2 inhibitor MDS (1st-line) +Aza

Navitoclax (ABT-263) AbbVie Phase II Bcl-2 inhibitor Myelofibrosis

Apg-1252 Ascentage Pharma Phase I Bcl-2 inhibitor SCLC

S55746 Vernalis Therapeutics / Servier Phase I Bcl-2 inhibitor r/r AML/MDS, CLL/NHL
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For CKD9 inhibitor development, clinically, the most advanced one is alvocidib 

developed by Sumitomo Dainippon Pharma (4506 – NR).  Alvocidib was 

originally developed by privately owned Tolero Pharmaceuticals in 4Q16 and was 

acquired by Sumitomo for $200MM upfront and up to $580MM milestone 

payments. Alvocidib completed Phase II study in AML and is currently 

undergoing a Phase II study in AML with biomarker.  
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ME-344, a Novel Mitochondrial Inhibitor with Potential That 
Reverses Antiangiogenics Resistance 

ME-344, a novel mitochondrial inhibitor, is one of MEIP’s legacy in-

development products.  It is undergoing an investigator-sponsored Phase II study 

in combination with Avastin in HER2-negative breast cancer.  

What is ME-344   

ME-344 is a novel, tumor selective, isoflavone-derived mitochondrial inhibitor 

that directly targets the OXPHOS complex pathway, which involved in the 

production of ATP in the mitochondria. The MOA of ME-344 is causing rapid 

loss of energy source (ATP), resulting in cancer cell death. Earlier reported ME-

344 as a single agent in refractory solid tumors Phase I study demonstrated 

preliminary clinical activities (one PR and 10 SD) based on 21 patients who have 

completed at least three cycles of treatment. On the safety side, the once-weekly 

administration of ME-344 was generally well tolerated. The drug showed DLT of 

neuropathy and the MTD was found at 10 mg/kg. 

ME-344 is currently under an investigator-sponsored Phase II study in 

combination with Avastin in HER2-negative breast cancer. The rationale behind 

this study is that when tumor is under antiangiogenetic therapy, like Avastin, 

cancer cells develop metabolic plasticity by downregulating aerobic glycolysis 

and switching to mitochondrial metabolism for evading the treatment effect. This 

process is mediated by AMPK, PKA, and PPAR. As such, by adding a 

mitochondrial inhibitor, like ME-344, could potentially further starve cancer cells 

and cause their death.  

Figure 23: ME-344  in HER2-negative breat cancer Phase I/II study design 

  

Source: Company presentation 

The ongoing trial (Figure 23) expects to enroll a total of 40 patients and is a 

randomized study being conducted at 8 sites in Madrid, Spain. The objectives of 

the trial are assessing 1) Avastin’s ability to shift tumor reliance from glycolysis 

to mitochondrial metabolism; and 2) ability of ME-344/Avastin inhibiting tumor 

proliferation vs. Avastin/placebo. An interim data readout is expected in 2Q18. 

ME-344 is currently under an 

investigator-sponsored Phase 

II study in combination with 

Avastin in HER2-negative 

breast cancer. An interim data 

readout is expected in 2Q18. 
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An earlier interim data review (Feb. 2018) have suggested that ME-344 was 

generally well-tolerated and has the potential to reverse resistance to 

antiangiogenic therapy. As such, MEIP believe that completion of patient 

enrollment of the study is warranted. 
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Financial Projections and Valuation 

MEIP ended 2017 with cash of ~$42MM and we estimate that will afford the 

operation into 2019.  Although we anticipate the company will raise more capital 

from both dilutive and non-dilutive means to fuel their future developments, we 

believe more visibility of their clinical advancements and possible future positive 

data readouts could afford MEIP more favorable terms in their future financing 

endeavors.   

Our probability-adjusted DCF analysis suggested a one-year target value for 

MEIP of $7.05 based on cash flow until 2030 with an assumed terminal value 

multiple of two and a probability adjustment of 52%.  

Probability-adjusted DCF analysis 

  

 

Source: Laidlaw & Company estimates 

Our probability-adjusted-PV-driven, sum-of-the-parts analysis illustrates a 

breakdown of value for each potential value driver, with ME-401, pracinostat, 

voruciclib and ME-344 in the pipeline accounting for 58%, 30%, 6% and 3% of 

the total value, respectively. This analysis suggested a 12-month target price of 

$7.08. 

For the peer comparable analysis, we have chosen small groups of oncology-

focused companies with Phase III or Phase II/III developments underway. As 

such, our peer comparable analysis suggested a 12-month target price for MEIP 

of $7.18. 

Cash driven NPV 2019 2020 2021 2022 2023 2024 2025 2026 2027 2028 2029 2030

Revenue 1,280 1,318 20,690 104,746 210,944 299,284 393,555 473,856 539,744 576,980 610,398 643,645

R&D 18,853 21,493 21,707 22,576 23,479 24,418 25,395 26,156 26,941 27,749 28,582 29,439

SG&A 10,159 10,667 29,094 33,071 34,109 35,180 36,285 37,373 38,494 39,399 40,325 41,2750

Operating income (30,421) (33,610) (34,896) 36,280 130,703 209,127 292,767 363,844 422,349 454,752 483,507 512,615

Net income (27,562) (33,470) (34,735) 23,822 85,249 136,290 190,702 236,918 274,963 296,042 314,751 333,690

Period 0.7 1.7 2.7 3.7 4.7 5.7 6.7 7.7 8.7 9.7 10.7 11.7

NPV (24,505) (25,327) (22,369) 13,057 39,765 54,104 64,430 68,123 67,287 61,655 55,789 50,337

Total DCF 426,850

Terminal value 147,973

Cash (2Q19) 20,000

Total valuation ($ '000) 594,823

Probability adjustment 52%

Value per share $7.05

Shares outstanding (Mid-19) 44,191

Discount rate 18%

Terminal value multiple 2
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NPV driven sum-of-the-parts analysis 

  

Source: Laidlaw & Company estimates 

Comparable analysis 

  

Source: Company reports and Laidlaw & Company estimates 

Together, we assigned our blended 12-month target price for MEIP at $7.00. We 

view our potential valuation of ~$300MM for MEIP shares a year from now 

reasonable given the company should have two Phase III programs underway and 

two Phase I and Phase II programs in development.    

 

  

Pracinostat AML

Total NPV = 206

Risk-adjusted total NPV = 93

Value per share = $2.11 30%

ME-401  r/r FL

Total NPV = 789

Risk-adjusted total NPV = 181

Value per share = $4.11 58%

Voruciclib CLL del(17p)

Total NPV = 150

Risk-adjusted total NPV = 18

Value per share = $0.41 6%

ME-344 Breast cancer

Total NPV = 100

Risk-adjusted total NPV = 8

Value per share = $0.18 3%

Debt-free cash

Value in Mid-2019 = 20

Value per share = $0.45 6%

Total = $7.08 100%

Verastem VSTM NR NA 3.23 51 164 87 0 77

TG Therapeutics TGTX NR NA 12.91 76 976 85 0 891

Sunesis Pharmaceuticals SNSS NR NA 2.66 34 91 32 0 59

Syndax Pharmaceuticals SNDX NR NA 10.94 25 270 130 0 141

Syros Pharmaceuticals SYRS NR NA 12.82 32 413 72 0 341

Curis CRIS NR NA 0.52 166 86 38 0 48

Onconova Therapeutics ONTX Buy 10.00 0.83 19 16 4 0 12

Average 288 64 0 224

MEI Pharma MEIP Buy 7.00 1.91 37 71 42 0 29

MEIP share fair value matching its cell therapy peers = $7.18

Potential upside = 276%

Target 

Price ($)

Enterprise Value                 

($ MM)
Company Ticker Rating

Price ($) 

(4/9/18)

Shares 

Outstanding 

(MM)

Market Cap            

($ MM)

Cash       

($ MM)

Debt         

($ MM)
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Major Risks 

Clinical study failure could have a major impact on MEIP share value. 

Despite the robust Phase II study results of pracinostat in AML, it remains 

difficult to fully handicap the outcome of the Phase III study given the differences 

in study design.  In addition, it would be difficult to further assess the potential 

outcome of the proposed pivotal trial of ME-401 in follicular lymphoma due to 

limited earlier clinical data.  Should any of these studies fail to successfully meet 

the primary endpoint of their respective clinical study, MEIP share value could 

be substantially impacted. Failures in clinical development of other pipeline 

products could have similar negative impact on share price as well. 

Failure or substantial delay of regulatory approval could have a major 

negative impact on MEIP share value. Even if MEIP’s pipeline products 

complete clinical studies successfully, risks remain as whether the regulatory 

agencies could approve the regulatory filing. If unsuccessful or with substantial 

delaying due to various factors, such as requirement for additional studies, the 

MEIP shareholder value could also be significantly impaired.    

Commercial risks remain difficult to handicap. Despite MEIP’s drugs could 

be approved, it may be difficult to more precisely forecast the commercial value 

of the drug due to various reasons.  Multiple factors that could affect the future 

sales of a drug include: 1) change of competitive landscape, possibly due to 

entrance of new and better drugs of the same drug class; 2) the pace of physician 

adoption for the drug use; 3) pricing flexibility; 4) level or acceptance of 

reimbursement by third party insurers, and 5) potential change of the treatment 

paradigm and render some drug obsolete. In short, if the company’s sales 

substantially fall short, we believe shareholder disappointment could negatively 

impact the company’s valuation. 

Additional financings could dilute shareholder value. The company currently 

has ~$42MM total cash as of the end of 2017. As such, MEIP would most likely 

need more financial resources going forward if they want to conduct more later 

stage clinical studies and potentially participate in the commercialization of 

approved drug. Unless the company can successfully explore non-dilutive 

financial sources, the value of current shareholder might be reduced with 

additional equity offerings, unless the share price increase if the upsides created 

due to greater financial source could offset the dilution of current shareholders.  

Limited trading liquidity limits shareholder options. Given daily trading 

volume of MEIP shares are relatively modest, some investor could be hesitating 

to own the shares as relatively illiquid trading volume could face constraints if 

they want to increase or reduce their positions in a volatile stock market.  
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Management 
 

Daniel Gold, PhD – CEO. Dr. Gold has served as President & CEO of MEI 

Pharma since 2010. Prior to joining MEIP, Dr. Gold served as CEO of Prospect 

Therapeutics from 2008 till 2009.  Prior to Prospect, he served as co-founder and 

Chief Scientific Director of Favrille from 2000 to 2008.  Prior to Favrille and 

between 1991 and 2001, he has served as associate professor at Sidney Kimmel 

Cancer Center at Philadelphia, PA.  Dr. Gold received a PhD. from the Tufts 

University.  

Brian Drazba – CFO. Mr. Drazba has served as CFO of MEI Pharma since 2017. 

Prior to joining MEIP, Mr. Drazba has served as Vice President of Finance and 

CFO of Heron Therapeutics from 2013 to 2017. Prior to join Heron, Mr. Drazba 

also has been VP of Finance and Chief Accounting Officer of ISTA 

Pharmaceuticals from 2009 to 2012 prior to ISTA being acquired by Bausch 

Lomb. Prior to ISTA, he was with From Insight Health Corp from 1992 to 2009 

with various positions with the most recently as Senior VP and Chief Accounting 

Officer. He began his career at Arthur Andersen & Co. Mr. Drazba received a BA 

degree from University of San Diego. 

Robert Mass, MD – Chief Medical Officer.  Dr. Mass serves as Chief Medical 

Officer of MEI Pharma since 2011. Prior to joining MEIP in 2010, Dr. Mass 

served as Consultant. Prior, Dr. Mass has worked at Genentech from 1998 to 

2009, most recently as Head of Medical Affairs, BioOncology. At Genentech, he 

served as clinical science leader for Herceptin from 1999 to 2002, Tarceva from 

2002 to 2003, and Avastin, from 2003 to 2007. Prior to joining Genentech, he 

practiced Hematology and Medical Oncology from 1988 to 1998. Dr. Mass 

received a MD degree from Oregon Health & Science University. 

David Urso – Senior VP, Corporate Development & General Counsel.  Mr. 

Urso serves as Senior VP, Corporate Development & General Counsel of MEI 

Pharma since 2014. Prior to joining MEIP since 2005, Mr. Urso co-founded and 

served as Chief Operating Officer and General Counsel of Tioga Pharmaceuticals. 

Prior to Tioga, Mr. Urso has served as Principal at Forward Ventures from 2002 

till 2005. Prior, he has served as Director of Corporate Development and Legal 

Affairs at DNA Sciences. Prior, he worked as an attorney at Wilson Sonsini 

Goodrich & Rosati LLP and Cooley Godward LLP. Prior, he worked at 

SmithKline Beecham and the University of Pennsylvania Medical School. Mr. 

Urso received a JD degree from Harvard Law School. 

Karen Potts, PhD – Senior VP, Regulatory Affairs.  Dr. Potts serves as SVP, 

Regulatory Affairs of MEI Pharma since 2014. Prior to joining MEIP, Dr. Potts 

served as Senior Vice President of Regulatory Affairs at Trius Therapeutics from 

2009 to 2013 until its acquisition by Cubist Pharmaceuticals. Prior, Dr. Potts has 

served as Senior Director, Regulatory Policy at Allergan from 2006 till 2009. 

Prior, she also has served as Director, Regulatory Affair for Isis Pharmaceuticals 

from 2003 till 2006. Prior, she was an associate director of regulatory strategy ad 

registration at Pfizer from 1998 till 2003.  Dr. Potts received a PhD degree from 

Emory University. 
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Income Statement 

  

Source: Bloomberg LP; Company reports; Laidlaw & Company estimates 

  

MEI Pharma, Inc.  –  Income Statement

('000 $)

1Q18 2Q18 3Q18E 4Q18E 1Q19E 2Q19E 3Q19E 4Q19E

2Q15 2Q16 3Q17 4Q17 1Q18 2Q18 3Q18 4Q18 1Q19 2Q19 2Q20 2Q21 2Q21 2Q22 2Q23 3Q24

Revenues

Product revenues 0 0 0 -          -          -          -          0 -          -          -          -          0 0 19,332 103,347 209,503 297,800 392,027

ME-401 revenue 19,332 98,818 196,275 274,428 358,988

Pracinostat royalties 4,529 13,228 23,372 33,039

License revenue 0 0 20,880 -          -          -          -          0 -          -          -          -          0 0 0 0 0 0 0

Research and development revenue 0 0 2,369 283         358         306         360         1,307 306         328         310         336         1,280 1,318 1,358 1,399 1,441 1,484 1,528

Total Revenue 0 0 23,249 283         358         306         360         1,307 306         328         310         336         1,280 1,318 20,690 104,746 210,944 299,284 393,555

COGS 1,933 9,882 19,628 27,443 35,899

Cost of research and development revenue 0 0 5,000 618         728         643         756         2,745 643         689         651         706         2,688 2,769 2,852 2,937 3,025 3,116 3,210

Research and development 23,823 13,403 7,237 6,064 3,444 3,004 3,100 15,612 3,131 5,137 5,240 5,345 18,853 21,493 21,707 22,576 23,479 24,418 25,395

General and administrative 8,948 7,601 8,628 2,488 2,358 2,405 2,477 9,728 2,502 2,527 2,552 2,578 10,159 10,667 11,094 11,471 11,861 12,265 12,682

Marketing and sales 0 0 -          -          18,000 21,600 22,248 22,915 23,603

Operaing expense 32,771 21,004 20,865 9,170 6,530 6,052 6,333 28,085 5,633 7,664 7,792 7,923 31,701 34,929 53,653 58,584 60,614 62,714 64,889-           

Operating income (32,771) (21,004) 2,384 (8,887) (6,172) (5,746) (5,973) (26,778) (5,327) (7,336) (7,482) (7,587) (30,421) (33,610) (34,896) 36,280 130,703 209,127 292,767

Interest and dividend income 77 142 286 100         93           55           49           297 47           45           41           38           171 140 161 370 450 550 620

Income (loss) before taxes (32,694) (20,862) 2,670 (8,787) (6,079) (5,691) (5,924) (26,481) (5,280) (7,291) (7,441) (7,549) (30,250) (33,470) (34,735) 36,650 131,153 209,677 293,387

Income tax expense -           -           -           (1)            -          -          -          (1) -          -          -          -          -           -           -           (12,827) (45,903) (73,387) (102,686)

Net income (32,694) (20,862) 2,670 (8,788) (6,079) (5,691) (5,924) (26,482) (5,280) (7,291) (7,441) (7,549) (27,562) (33,470) (34,735) 23,822 85,249 136,290 190,702

Net income attributable to common shareholders ($32,694) ($21,523) $2,670 ($8,788) ($6,079) ($5,691) ($5,924) ($26,482) ($5,280) ($7,291) ($7,441) ($7,549) ($27,562) ($33,470) ($34,735) $23,822 $85,249 $136,290 $190,702

Net Earnings (Losses) Per Share—Basic ($1.16) ($0.62) $0.07 ($0.24) ($0.16) ($0.16) ($0.17) ($0.73) ($0.13) ($0.17) ($0.17) ($0.17) ($0.64) ($0.70) ($0.67) $0.45 $1.61 $2.55 $3.53

Net Earnings (Losses) Per Share—Diluted ($1.16) ($0.62) $0.07 ($0.24) ($0.16) ($0.16) ($0.17) ($0.73) ($0.13) ($0.17) ($0.17) ($0.17) ($0.64) ($0.70) ($0.67) $0.45 $1.61 $2.55 $3.53

Shares outstanding—basic 28,204 34,400 36,813 37,245 37,414 34,491 35,291 36,110 41,791 42,591 43,391 44,191 42,991 47,991 51,991 52,491 52,991 53,491 53,991

Shares outstanding—diluted 28,204 34,400 36,938 37,245 37,414 34,491 35,291 36,110 41,791 42,591 43,391 44,191 42,991 47,991 51,991 52,491 52,991 53,491 53,991

Margin Analysis (% of Sales/Revenue)

COGS 10% 10% 10% 10% 10%

Costs of R&D NA NA 211% 218% 203% 210% 210% 210% 210% 210% 210% 210% 210% 210% 210% 210% 210% 210% 210%

R&D NA NA 31% 2143% 962% 982% 861% 1194% 1023% 1566% 1690% 1591% 1473% 1630% 105% 22% 11% 8% 6%

G&A NA NA 37% 879% 659% 786% 688% 744% 818% 770% 823% 767% 794% 809% 54% 11% 6% 4% 3%

Operating Income (loss) NA NA 10% -3140% -1724% -1878% -1659% -2049% -1741% -2237% -2414% -2258% -2377% -2549% -169% 35% 62% 70% 74%

Pretax NA NA 11% -3105% -1698% -1860% -1646% -2026% -1726% -2223% -2400% -2247% -2363% -2539% -168% 35% 62% 70% 75%

Tax Rate NA NA 98790% NA NA NA NA NA NA NA NA NA NA NA NA 35% 35% 35% 35%

Net Income NA NA 11% -3105% -1698% -1860% -1646% -2026% -1726% -2223% -2400% -2247% -2153% -2539% -168% 23% 40% 46% 48%

Financial Indicator Growth Analysis (YoY%)

Total Revenue N.A. N.A. N.A. -74% -98% -93% -20% -94% 8% -8% 1% -7% -2% 3% 1469% 406% 101% 42% 31%

Costs of R&D N.A. N.A. N.A. -44% -59% -44% -23% -45% 4% -5% 1% -7% -2% 3% 3% 3% 3% 3% 3%

R&D expenses N.A. -44% -46% 268% 110% 60% 50% 116% -48% 49% 74% 72% 21% 14% 1% 4% 4% 4% 4%

General and administrative N.A. -15% 14% -7% 20% 12% 36% 13% 1% 7% 6% 4% 4% 5% 4% 3% 3% 3% 3%

Sales and marketing 20% 3% 3% 3%

Operaing expense N.A. -36% -1% 69% 21% 17% 30% 35% -39% 17% 29% 25% 13% 10% 54% 9% 3% 3% 3%

Operating Incomes (Losses) N.A. -36% -111% 106% -152% 758% 35% -1223% -40% 19% 30% 27% 14% 10% 4% -204% 260% 60% 40%

Pretax Income N.A. -36% -113% 106% -151% 845% 36% -1092% -40% 20% 31% 27% 14% 11% 4% -206% 258% 60% 40%

Net Income N.A. -36% -113% 106% -151% 845% 36% -1092% -40% 20% 31% 27% 4% 21% 4% -169% 258% 60% 40%

EPS - Basic N.A. -47% -112% 98% -151% 919% 44% -1111% -46% 5% 4% 2% -13% 9% -4% -168% 254% 58% 39%

EPS - Diluted N.A. -47% -112% 98% -151% 919% 46% -1115% -46% 5% 4% 2% -13% 9% -4% -168% 254% 58% 39%

Yale Jen, Ph.D.  212-953-4978

Source: Laidlaw and Co. Research and Cytori Therapeutics' SEC filings
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Balance Sheet 

  

Source: Bloomberg LP; Company reports; Laidlaw & Company estimates 

  

MEI Pharma, Inc.  –  Balance Sheet
(000 $)

1Q18 2Q18 3Q18E 4Q18E 1Q19E 2Q19E 3Q19E 4Q19E

3Q17 4Q17 1Q18 2Q18 3Q18 4Q18 1Q19 2Q19

Assets

Cash and cash equivalents 63,779 45,918 53,565 47,023 42,441 36,773 30,933 30,933 46,666 39,789 32,593 25,345 25,345 18,047

Cash and cash equivalents 18,722 10,837 8,458 6,958 7,339 8,445 8,575 8,575 8,103 8,625 8,546 8,273 8,273 9,151

Short term investments 45,057 35,081 45,107 40,065 35,102 28,328 22,358 22,358 38,563 31,164 24,047 17,072 17,072 8,896

Prepaid expenses and other current assets 502 831 1,758 641 772 722 752 752 712 734 765 772 772 785

Total Current Assets 64,281 46,749 55,323 47,664 43,213 37,495 31,685 31,685 47,378 40,523 33,358 26,117 26,117 18,832

Property and equipment, net 401 366 50 322 40 340 327 327 329 319 330 333 333 351

Intangible assets, net 68 49 331 45 314 30 45 45 47 53 49 47 47 44

Total Assets 64,750 47,164 55,704 48,031 43,567 37,865 32,057 32,057 47,754 40,895 33,737 26,497 26,497 19,227

Liabilities and Stockholders’ Equity

Accounts payable 863 1,079 585 751 1,089 1,066 1,095 1,095 1,105 1,194 1,234 1,277 1,277 1,646

Accrued liabilities 4,096 4,433 3,285 2,767 3,230 3,170 3,061 3,061 2,970 3,159 3,263 3,336 3,336 3,531

Deferred revenues 0 996 947 890 852 927 927 884 914 932 928 928 966

Total Current Liabilities 4,959 5,512 4,866 4,465 5,209 5,088 5,083 5,083 4,959 5,267 5,430 5,541 5,541 6,143

Total long-term Liabilities 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Total Liabilities 4,959 5,512 4,866 4,465 5,209 5,088 5,083 5,083 4,959 5,267 5,430 5,541 5,541 6,143

Preferred stock 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Common stock 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Additional paid-in capital 215,930 218,653 225,169 226,685 227,556 227,666 227,787 227,787 248,888 249,012 249,133 249,330 249,330 274,929

Accumulated deficit (156,139) (177,001) (174,331) (183,119) (189,198) (194,889) (200,813) (200,813) (206,093) (213,385) (220,826) (228,375) (228,375) (261,845)

Total Stockholders’ Equity (Deficits) 59,791 41,652 50,838 43,566 38,358 32,777 26,974 26,974 42,795 35,627 28,307 20,955 20,955 13,084

Total Liabilities and Stockholders’ Deficit 64,750 47,164 55,704 48,031 43,567 37,865 32,057 32,057 47,754 40,895 33,737 26,497 26,497 19,227

Yale Jen, Ph.D.  212-953-4978

Source: Laidlaw and Co. Research and Cytori Therapeutics' SEC filings
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Cash flow Statement 

  

Source: Bloomberg LP; Company reports; Laidlaw & Company estimates. 

  

MEI Pharma, Inc.  –  Cash Flow Statement
(000 $)

Cash Flows From Operating Activities: 1Q18 2Q18 3Q18E 4Q18E 1Q19E 2Q19E 3Q19E 4Q19E

3Q17 4Q17 1Q18 2Q18 3Q18 4Q18 1Q19 2Q19

Net profit (loss) (23,216) (32,694) (20,862) 2,670 (8,788) (6,079) (5,691) (5,924) (26,482) (5,280) (7,291) (7,441) (7,549) (27,562) (33,470)

Adjustments to reconcile net loss to net cash used in operating activities:

Share-based compensation expense 2,649 4,223 2,723 2,304 996 702 813 971 3,482 1,010 812 776 987 3,585 1,124

Depreciation and amortization 64 58 85 14 13 13 13 53 13 13 13 13 52 55

Changes in operating assets and liabilities:

Prepaid expenses and other current assets (986) (5) (329) (927) 1,117 (131) 50 (30) 1,006 40 (22) (31) (7) (20) (13)

Accounts payable (446) (845) 216 (494) 166 338 (23) 30 510 9 90 40 43 181 369

Accrued liabilities 41 1,188 337 (1,148) (18) 463 (60) (109) 276 (91) 189 104 73 275 195

Deferred revenues 75 0 0 996 (49) (57) (38) 74 (69) (43) 31 18 (4) 2 38

Net Cash Used In Operating Activities (21,883) (28,069) (17,857) 3,486 (6,562) (4,751) (4,936) (4,975) (21,224) (4,342) (6,180) (6,521) (6,444) (23,487) (31,702)

Cash Flows From Investing Activities:

Purchases of property and equipment (221) (15) (4) (51) 0 0 0 (18) (18) 0 0 0 (25) (25) (28)

Purchases of short-term investments (70,077) (55,238) (60,123) (4,999) (10,039) (10,111) (11,200) (36,349) (28,099) (16,500) (11,000) (9,099) (64,698) (55,100)

Proceeds from maturity of short-term investments 60,036 65,214 50,097 10,041 15,002 16,043 16,202 57,288 10,867 23,078 17,321 15,098 66,364 62,110

Net Cash Used in Investing Activities (221) (10,056) 9,972 (10,077) 5,042 4,963 5,932 4,984 20,921 (17,232) 6,578 6,321 5,974 1,641 6,982

Cash Flows From Financing Activities:

Proceeds from exercise of stock options (2,053) 0 0 0 20 169 110 121 420 101 124 121 197 543 599

Proceeds from issuance of common stock 0 43,070 0 4,212 0 0 0 0 0 21,000 0 0 0 21,000 25,000

Net Cash Provided by Financing Activities (2,053) 43,070 0 4,212 20 169 110 121 420 21,101 124 121 197 21,543 25,599

Net increase (decrease) in cash (24,157) 4,945 (7,885) (2,379) (1,500) 381 1,106 130 117 (473) 522 (79) (273) (303) 879

Cash at beginning of period 12,611 13,777 18,722 10,837 8,458 6,958 7,339 8,445 8,458 8,575 8,103 8,625 8,546 8,575 8,273

Cash at end of period 13,777 18,722 10,837 8,458 6,958 7,339 8,445 8,575 8,575 8,103 8,625 8,546 8,273 8,273 9,151

Yale Jen, Ph.D. 212-953-4978

Source: Laidlaw and Co. Research and Cytori Therapeutics' SEC filings
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his personal views and that no direct or indirect compensation is to be received by the analyst for any specific recommendation or views contained in this report.  Neither 
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Johnson & Johnson (JNJ – Not Rated)  

Merck (MRK – Not Rated)  
Celgene (CELG – Not Rated)  

Spectrum Pharmaceuticals (SPPI – Not Rated)  

Novartis AG (NVS – Not Rated)  
Syndax Pharmaceuticals (SNDX – Not Rated)  

Mirati Therapeutics (MRTX – Not Rated)  

Infinity Pharmaceuticals (INFI – Not Rated) 
Curis (CRIS – Not Rated)  

4SC AG (VSC GY – Not Rated)  
Pfizer (PFE – Not Rated)  

Eli Lilly (LLY – Not Rated)  

Cyclacel Pharmaceuticals (CYCC – Not Rated)  
Sumitomo Dainippon Pharma (4506 JT – Not Rated)  

Sunesis Pharmaceuticals (SNSS – Not Rated)  

Syros Pharmaceuticals (SYRS – Not Rated)  
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