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Disclaimer and Safe Harbor

Someof the informationpresentedhereinmaycontainprojectionsor other forward-lookingstatementsregardingfuture eventsor the future

financialperformanceof the Companywhich the Companyundertakesno obligationto update. Thesestatementsarebasedonmanagementõs

currentexpectationsandaresubjectto risksanduncertaintiesthat maycauseactualresultsto differ materiallyfrom the anticipatedor estimated

futureresults,includingtherisksanduncertaintiesassociatedwith preliminarystudyresultsvaryingfrom final results,estimatesof potentialmarkets

for drugsunderdevelopment,clinicaltrials,actionsby the FDA andothergovernmentalagencies,regulatoryclearances,responsesto regulatory

matters,themarketdemandfor andacceptanceofActiniumõsproductsandservices,performanceof clinicalresearchorganizationsandotherrisks

detailedfrom time to time in Actinium'sfilingswith the SecuritiesandExchangeCommission(theòSECó),includingwithout limitationits most

recentannualreporton form 10-K, subsequentquarterlyreportson Forms10-Q andForms8-K, eachasamendedandsupplementedfrom timeto

time.

Thispresentationdoesnot constituteanoffer to sellsecuritiesincludingbut not limitedto withinanyjurisdictionin whichthesaleof suchsecurities

wouldbeunlawful. Thispresentationdoesnot constituteasolicitationor offer to sellsecurities. Suchoffer and the information set forth herein

have not been reviewed,approvedor disapproved,nor hastheaccuracyor adequacyof the informationsetforth hereinbeenpassedupon,by

theSECor anystatesecuritiesadministrator. Any representationto thecontraryisacriminaloffense. An investmentin thesecuritiesofferedby the

companyis speculativeandinvolvesa high degreeof risk. Investmentin the securitiesofferedherebyis suitableonly for personsof substantial

financialmeanswhocanaffordatotal lossof their investment.
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Todayõs Featured Speakers

Dr. Tapan M. Kadia

Dr. Mark Berger
Chief  Medical Officer

Sandesh Seth
Chairman & CEO

Assistant Professor 

Department of  Leukemia

Dr. Gary Schiller
Professor, Hematology-Oncology

Director, Hematologic Malignancy/Stem Cell 

Transplant Program

Dr. Hagop Kantarjian
Professor & Chair

Department of  Leukemia
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Progressing and Expanding Actimab CD33 Program

Actimab-A

Phase 2 trial as 

single agent 

supported by strong 

interim overall 

response rate

Actimab-M

First trial studying 

a CD33 targeting 

agent in multiple 

myeloma

Actimab-MDS

First trial using an 

ARC targeting 

CD33 as a targeted 

conditioning agent 

in high-risk MDS 

patients 

ˊ Onlymulti-disease,multi-indicationCD33program- 5 trialsin 3 diseaseswith Ac-225- Lintuzumab

ˊ ExpansionenabledbyhighlydifferentiatedAntibodyRadiationConjugate(ARC)technology

ˊ Broadeningof programdrivenby interestfrom andin collaborationwith keyopinionleaders

Actimab-A 

CLAG-M

Novel combo trial 

for therapeutic and 

targeted 

conditioning 

outcomes

Actimab-A MRD

Significant 

expansion of  

addressable patient 

population with 

high unmet need

CD33 Program BuildingStrategically to Maximize Value
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Continued Momentum to Advance Actimab CD33 Footprint

Actimab-A

Phase 2 trial as 

single agent 

supported by strong 

interim overall 

response rate

Actimab-M

First trial studying 

a CD33 targeting 

agent in multiple 

myeloma

Actimab-MDS

First trial using an 

ARC targeting 

CD33 as a targeted 

conditioning agent 

in high-risk MDS 

patients 

ˊ Continuedexpansiondrivenbystronginvestigatorinterest

ˊ Buildson cornerstonecombinationstrategy

Actimab-A 

CLAG-M

Novel combo 

trial for 

therapeutic 

and targeted 

conditioning 

outcomes

Actimab-A 

MRD

Significant 

expansion of  

addressable 

patient 

population with 

high unmet need
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Actimab-A 

Venetoclax

Establish a 

backbone 

combination therapy 

for older 

relapsed/refractory 

AML patients 

1 2 3 4 5 6

Latest initiative leverages targeted radiation via a potentially highly synergistic 
combination for patients with high unmet needs

2017

2018
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II.  CD33 Program Update
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Actimab CD33 Program ðKey Learnings

Significant clinical experience informs novel CD33 program strategy with several 
first in class trials and indications that build on strengths of  ARC modality

4 

Clinical Trials

100+ 

Patients

CD33 Program 

Clinical Experience 

Therapeutic Effects 

at Multiple Doses 

ˊ ARC mechanism of  action implies broad potential

ˊ Single infusion, outpatient administration

ˊ Strong myelosuppressive ability

ˊ Minimal extramedullary toxicities

Targeted Conditioning Therapeutic
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AWE Technology Powers CD33 Program

Mechanistic benefits of  Antibody Radiation Conjugate enables a broader development 
approach with multiple trials in targeted conditioning and therapeutic indications

High Dose - Targeted Conditioning 

Actinium-225
Range: .06mm1

Energy: 6 MeV1

1) Sgouros et al. Radiobiology and Dosimetry of a-Particle Emitters for Targeted Radionuclide Therapy. The Journal of Nuclear Medicine 2010; 51:311ð328

2) Neti et al. Log Normal Distribution of Cellular Updake of Radioactivity. Implications for Biologic Responses to Radiopharmaceuticals. J Nucl Med. 2006; 

47:1049-1058. Autoradiographs of cells within a population exposed to media containing 67 kBq/mL of 210Po-citrate

+

Lintuzumab

Extensivelystudied

CD33mAb

AWE Technology Program Highlights

ˊ 75issuedandpendingpatents

ˊ Antibodyconjugateswith DOTA chelators

ˊ Actinium-225labeling,manufacturein cyclotron

ˊ Validatingpartnershipwith Astellas

Low Dose ðTherapeutics/Combinations

ˊActimab-MDS

ˊActimab-A + CLAG-M

ˊActimab-A + Venetoclax

ˊActimab-A MRD

ˊActimab-A + CLAG-M

ˊActimab-M

Alpha Particles

ˊHigh linear energy transfer2 = potency

ˊShort path length = safety

ˊNo known resistance mechanism 

ARC
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Clinical data demonstrating combination of  broad myelosuppression coupled with low 
extramedullary toxicity supports development as a safer targeted conditioning agent prior to 

a bone marrow transplant

Phase 2 Trial1

Ac-225 - Lintuzumab

Myelosuppression

Minimal extramedullary toxicities

No occurrence of  Veno-occlusive disease of  any grade

Clinical Evidence Supporting Actimab-MDS Trial 

1) Finn et al. Phase 2 Study of Ac-225-Lintuzumab in Older Patients with Previously Untreated AML Unfit for Intensive Chemotherapy.ASH 2017 Poster

2) 2.0ǪCi/kg/fraction of Ac-225-Lintuzumabon days 1 and 8

Patients with prior 

MDS
Myelosuppression

Extramedullary 

Toxicities

5 (38%)
100% of  patients had 

Grade 4 laboratory 

values

Dose

4.0ǪCi/kg 2 Minimal Grade 3-5 

events

Related/Possibly Related Non-Hematologic Adverse 

Events Grade 3/4/5 (N=13)

Epistaxis 1

Fatigue 1

Febrile Neutropenia 1

Pneumonia 2

Pneumonia fungal 2

Sepsis 1

Septic Shock 2

ˊMany patients treated with Ac-

225-Lintuzumab had 

previously  progressed from 

MDS to AML

ˊAc-225-Lintuzumab generated 

responses in these difficult to 

treat, heavily pre-treated 

patients

ˊGenerally well tolerated

ˊMyelosuppression an issue
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Value Proposition of  the Actimab-MDS Trial

ˊDr. Roboz (Cornell) conceptualized Actimab-MDS trial based on clinical experience with Actimab-A 

ð Ac-225-Lintuzumab to eliminate MDS and myeloid lineage cells

ð Reduced Intensity Conditioning or RIC to deplete lymphoid lineage cells

Actimab-MDS trial combines Ac-225-Lintuzumab with Reduced Intensity Conditioning to 
achieve safer, more effective myeloablation with potentially superior outcomes

1) Reduced Intensity Conditioning comprised of Melphalan and Fludarabine

Progenitor Cells

Lymphoid Lineage Cells

RIC1

MDS & Myeloid Lineage Cells 

Ac-225

Lintuzumab

Bone Marrow
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ProposedDevelopmentPathway:

ˊ Phase2, Open-label,60-80Patients

ˊ Pivotaltrial to follow Phase2

ProposedPatient Population:

ˊ Diagnosisof MDS,prior treatmentwith HMAs isallowed

ˊ TP53mutated

ˊ Age18andabove

Actimab-MDS Development Pathway Proposed to FDA

Gail J. Roboz, M.D
Principal Investigator

Phase 2 MDS Trial Consortium

1) Lindsley, Saveer, Mar, et al, Prognostic Mutations in Myelodysplastic Syndrome after Stem-Cell Transplantation, The New England Journal of 

Medicine 376:536-47, 2017

Targeted Conditioning PoC Trial for High-Risk MDS Patients with TP53 Mutation
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Actimab-MDS Regulatory and Clinical Update 

Accelerated pathway to pivotal trial 

- Small phase 1 dose finding trial needed before moving to pivotal trial 

Phase 1 Pivotal Trial

Phase 2: 60 80 patients

Initial RegulatoryPathway

Positive FDA interactions have yielded an accelerated pathway to a pivotal 
trial in a larger addressable patient population

Pivotal Trial

Accelerated RegulatoryPathway

1) Detlef Haase. Cytogenetic features in myelodysplastic syndromes. Ann Hematol. 2008 Jul; 87(7) 515-526

Broader patient population 

- All patients with complex cytogenetics, not limited to TP53+

- Up to 50% of  MDS patients have complex cytogenetics vs. 20% with TP53 mutation1
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Actimab-A Clinical Update

Full Phase 2 data to be presented at ASH 2018 Annual Meeting

ˊ Difficult to treat patient population with poor prognoses

Ĭ Age 60+ who are unfit for intensive chemotherapy 

Ĭ Median age of  75 years old

Ĭ Initial data presented at ASH 2017, 6 (67%) patients had prior hematologic 
disease - 5 (MDS) & 1 (tCML)

Actimab-A Phase 2 Trial

Trialenrollmentcomplete,strongevidenceto supportnextstageof development

As a resultof the trial thereis significantinvestigatorinterestto studyActimab-A in a
widerangeof patientpopulationsandin combination

Basedon solidPhase2 resultsandstrongclinicalexperiencewith Actimab-A, a exciting
developmentpathwayhasbeenestablishedwithKOLõs

1) Detlef Haase. Cytogenetic features in myelodysplastic syndromes. Ann Hematol. 2008 Jul; 87(7) 515-526
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III.  Actimab -A in Combination with Venetoclax
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Dr. Gary Schiller

ˊ Professor, Hematology ðOncology at UCLA

ˊ Director, Hematologic Malignancy/Stem Cell Transplant Program

ˊ Over 20 years of  clinical experience

ˊ Over 85 peer-reviewed publications

ˊ Research efforts focused on clinical trials of  new drugs, therapies and bone 

marrow transplant for patients with leukemia, lymphoma and multiple 

myeloma

ˊ MD Keck School of  Medicine of  USC

ˊ Internship and Residency in Internal Medicine at UCLA School of  Medicine

ˊ Fellowship in Hematology-Oncology at UCLA School of  Medicine
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Dismal Prognosis for Older AML Patients

Median 

Survival3
% of  Older Patients 

Treated with 

Intensive Therapy4

% of  Older  Patients 

Achieving Durable 

Complete Remission2

Relapse 

Rate3

68%

84%

68%

27%

CML

Acute Lymphoblastic Leukemia 

Chronic Myelogenous Leukemia 

Chronic Lymphocytic Leukemia

AML

5-10 

months
>90%<30% <10%

5-year OS shows need for better AML treatment  

AML has among the lowest 5-year survival rate of  blood cancers
Most AML patients will  relapse

1) WHO, SEER AML Factsheet

2) Medeiros, Big data analysis of treatment patterns and outcomes among elderly acute myeloid leukemia patients in the United States. Ann Hematol (2015) 

3) Median survival in older patients unfit for intensive therapy.  Döhner H, et al. Acute myeloid leukemia. N Engl J Med. 2015;373(12):1136-1152.

4) Texas Oncology (2018). Acute Myeloid Leukemia Consolidation. 

2018 Est. New   

Cases (US) 

Average Age of  

AML Patient2

~19,000 68
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Introduction to Venetoclax, BCL-2 Inhibitor 

ˊB-Cell Lymphoma 2 (BCL-2) is one of  several proteins encoded by the BCL2 gene family that 
regulates apoptosis or programed cell death 

ˊ BCL-2 is overexpressed in certain cancers and enables cancer cells to evade apoptosis

ˊVenetoclax binds to BCL-2 family proteins and frees apoptotic proteins to initiate programmed 
death of  cancer cells

ˊVenetoclax does not bind to MCL-1, a member of  the BCL-2 family

1) Roche https://www.roche.com/dam/jcr:cd8b9047-a812-4bc5-9473-ed74fccc46bb/en/ASH_2016_Reema_Mewar_FINAL.pdf

1




