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ÅChronicmyelomonocyticleukemia(CMML)is a rare,aggressivecancerandclonalstem
cell disorder with limited targeted therapy and a propensity to develop into acute
myeloidleukemia.

ÅStandardof care(SOC)includesazacitidine(AZA),with completeand partial response
(CRandPR)ratesrangingbetween10-17%.

ÅThe pro-inflammatory cytokine granulocyte-macrophage colony-stimulating factor
(GM-CSF)playsa centralrole in leukemicmonocyteproliferation.

ÅMore than 90%of casesof CMMLcarryrecurrent somaticmutationsthat are believed
to drive leukemia.
ÅTET2 mutationsoccurin 46-60%of CMMLcases.
ÅRASpathwaymutations(KRAS,NRAS,or CBL) occurin 30-40%of cases.

ÅRASpathwaymutations
ÅAssociatedwith hyper-proliferativefeaturesandaggressivedisease
ÅSensitiveto GM-CSFblockadein vitro andin preclinicalin vivomodels
ÅGM-CSFiscentralin promotingthe survivalandproliferationof CMML

ÅLenzilumab(LENZ)is a proprietary Humaneered® first-in-classmonoclonalantibody
with best-in-classspecificityand affinity that neutralizesGM-CSFto prevent signaling
throughits receptor.

INTRODUCTION

METHODS
Å PREACH-M is a phase 2/3, non-randomized open-label study

Å Number of participants: 72

Å Duration: 2 years of active treatment, followed by 2 years of follow-up (Figure 1)

Å Treatments: 

Å Subjects exhibiting RAS pathway mutations(high risk disease)

o 24 cycles

o AZA (SC 75 mg/ m2 ; d1-5, 8-9, or d1-7)

o LENZ (IV; 552 mg; d1 & d15 of Cycle 1. d1 only for all subsequent cycles)

Å Subjects exhibiting only TET2 mutations(low risk disease)

o 24 cycles

o AZA (SC 75 mg/ m2 ; d1-5, 8-9, or d1-7)

o Sodium Ascorbate IV 30g d1-5, 8-9, or d107 (15g for 1st dose only, 30g thereafter if no evidence of 
Tumor Lysis Syndrome)

o Sodium Ascorbate PO 1.1g on days where IV Sodium Ascorbate is not scheduled

Å FOLLOW-UP

o Subjects who complete 24 cycles of treatment are followed every 6 months for 24 months for survival, 
disease status, and CMML-related therapy
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Å Baselinedatafor 11subjectstreatedwith AZAandLENZarereported in Table1

Å 5 males,6 females,

Å meanage68years

Å All subjectswho beganAZAandLENZ,remainedon treatment at the censusdate of December
31, 2023

Å TET2 mutationsweremostcommonandmostoften associatedBCOR2 mutations(Figure2)

Å RASpathwaymutations CBLand KRASwere heterogeneouslyassociatedwith other non-RAS
mutations while the single NRASmutation was singularly associatedwith PHF6 mutation
(Figure2)

Å As of December31, 2022, 6 subjectswere evaluablebasedon at least 3 months of follow-
up. Clinicalresponsesincluding CR,PRand hematologicalresponseswere observedin all
evaluablepatients including 2 with high risk based on molecular profiling. Bone marrow
remainedhypercellularin somepatients.

Å Ten grade 3/4 SeriousAdverseEvents were observed of which 2 were assessedby the
investigatoraspossiblyrelatedto LENZ.

The ongoing PREACH-M trial evaluates GM-CSF neutralization with lenzilumabin addition to 
SOC, in the treatment of CMML with RAS pathway mutations.

RESULTS

AIMS / OBJECTIVES

KEY INCLUSION CRITERIA

Å Confirmed diagnosis of CMML, satisfying WHO 2016 criteria

Å Aged 18 or older

Å Cytopenia

o hemoglobin < 100 g/L

o platelets < 100 x 109/L or absolute neutrophil count
< 1.8 x 109/L

o ²./ Ŏƻǳƴǘ җ мо Ȅмл9/L (constitutional symptoms or 
proliferative CMML)

Å Detection of TET2 and/or RAS pathway (NRAS/KRAS/CBL) 
mutations at ŀ ǾŀǊƛŀƴǘ ŀƭƭŜƭŜ ŦǊŜǉǳŜƴŎȅ ƻŦ җо҈

KEY EXCLUSION CRITERIA

Å Prior treatment with investigational agents

Å Radiotherapy within 28 days before treatment

Å Treatment with G-CSF within 7 days of 
screeningor GM-CSF within 28 days of screening

Å Uncontrolled medical conditions

Å Myocardial infarction or clinically significant 
pericardial effusion within the past month

Å Another primary malignant disease that requires 
active treatment

Å Prior allogeneic stem cell transplantation

The PREcisionApproach to CHronicMyelomonocytic Leukemia (PREACH-M) trial 
(ACTRN12621000223831p) assesses the efficacy of LENZ in addition to standard of care 
(SOC) in CMML subjects with specific molecular markers.

PRIMARYOBJECTIVES

Å To assessresponserates in participants with CMML through a precision medicine
approach,usingazacitidinecombinedwith LENZdirectedby the presenceof somatic
variantsin the RASpathway(NRAS/KRAS/CBL).

SECONDARYOBJECTIVES

Å To compareclinicalbenefit, overall and progressionfree survival,toxicity and impact
on frailty and quality of life in CMMLpatientsmanagedthrough a precisionmedicine
approach.

PRIMARY ENDPOINT

Å The frequency of complete response (CR) and 
partial response (PR) at any point during the first 
12 cycles of active therapy (Savona Criteria)

SECONDARY ENDPOINTS

Å Proportion of subjects with clinical benefits at 
any point during the 24 cycles of active therapy 
according to Savona Criteria

Å Overall survival and progression-free at 2 years

Å Impact on physical and functional capacity

Å Quality of Life(EORTC QLQ-C30 PGIC0) 

Å Social well-being by Multidimensional Geriatric 
Assessment (MGA)

WBC
(x109/L)

Monocytes
(x109/L)

Bone Marrow
Blasts (%)

Spleen Size
(cm)

Hgb
(g/L)

25.0 ±5.7 5.8 ±5.9 10.8 ±1.1 14.3 ±1.0 119.1 ±5.9

Values represent mean ± sem

CPSS-Mol Constitutional Symptoms

Intermediate 2 (n=6) Fatigue (n=6)

Intermediate 3 (n=1) Weight Loss (n=5)

High-Risk4-6 (n=3) Night Sweats (n=4)

Table 1.  Baseline demographics of 11 CMML subjects (5 males and  6 females)
with mean age of 68 years

Poster number CT085

SAFETY ASSESSMENTS

ÅHematological and non-hematological toxicity

ÅIncidence of adverse events and serious adverse events 
(National Cancer Institute Common Terminology Criteria 
for Adverse Events, CTCAE)

ÅRegular physical exams, vital signs, and laboratory 
assessments

INCLUSION / EXCLUSION CRITERIA

ENDPOINTS
Figure 2. CIRCOS plot of co-occurring somatic mutations detected at variant alleles with 
greater than 3% frequency, in all patients enrolled in the study to date.

ÅAZA(SC; 75mg/m2 for 7 days)

ÅLENZ(IV; 552mg; d1 & d15of cycle1 andd1 only for all subsequentcycles)

Å24cycles(28days,each)

Ras mutations (NRAS, KRAS, CBL) 
with or without TET2 mutations

TET2 mutations only 

ÅAZA (SC; 75 mg/m2 for 7 days)
ÅSodium ascorbate (IV; 30 g for 7 days)
Å15 g for 1st dose only
Å30 g thereafter if no evidence of tumor lysis syndrome
ÅPO; 1.1g on all other days)
Å24 cycles (28 days, each)

Newly
Diagnosed

CMML

PRIMARY ENDPOINT
(12 months treatment)

Percentageof Completeand Partial
Responsefollowing12cycles

24 MONTH COMPLETION

ÅPercentage of Complete, Partial, and Durable 
Responses from 12 cycles

ÅOther secondary endpoints

ÅSafety following 24 Cycles

24 MONTH FOLLOWUP

ÅPercentage of Complete, Partial, and 
Durable Responses from 24 cycles

ÅOther secondary endpoints

ÅSafety following 24 Cycles

Figure 1. PREACHςM Study Schematic 

CONCLUSION
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