


Results of the  2nd Quarter 2019

Jan A. Alfheim
CEO 



Agenda

1. Welcome to 2nd quarter 2019 presentation

2. Status Radspherin development

3. Plans for the clinical development of Radspherin

4. Financials

5. Q&A



Status Radspherin® 
development



Radspherin® 
alpha-emitting microparticles for local applications

SPECIALLY DESIGNED CaCO3 microparticles
• Carriers for the alpha-emitting isotope
• Degradable and non-toxic
• Good regional retention, low systemic exposure

A NEW alpha-emitting radioisotope Ra-224
• High energetic radiation for efficient tumor cell kill
• Local deposition of radiation
• Therapeutic relevant temporal and spatial window
• Low probability of unintended radiation damage
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Product concept

The current indication under development is for treatment of 

peritoneal carcinomatosis (PC) originating from epithelial ovarian 

cancer (including fallopian tube cancer), colorectal cancer or other 

malignancies where PC (including primary PC) is present. It is intended 

to be used after surgical resection with removal of all macroscopic 

visible tumours. 



Summary of Q2 (& Q3 to date) experimentation: 

Radspherin® optimization 

✓ Four new formulations of Radspherin® have been developed and tested

✓ All give an increased survival at the same level as previous discovery formulations

✓ All give a clear improved survival compared to the first intended clinical formulation of 
Radspherin®

✓ All give a good control of the size of the microparticles

One formulation has been selected, the development of a GMP production process is ongoing
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Background for the Radspherin® optimization 

• The first intended clinical formulation of Radspherin®  developed during the 

autumn 2018 showed good product stability and good biodistribution in animal 

models

• A confirmation therapy study with this formulation showed inferior survival data 

in a mouse tumor model in the beginning of 2019 compared to all previous 

Radspherin® test products

• Due to this, clinical start-up was put on hold, and a program for further 

optimization of the Radspherin® formulation was initiated
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Effect of particles on tumor growth in Radspherin® 
preclinical models

• All types of non-radioactive microparticles tested initiated an increased 
tumor cell growth in the immunocompetent animal tumor models. 
• This is most likely due to a foreign body reaction (FBR) in combination with the cancer cells in the 

tumor model

• Test results indicate that Radium-224 is a well suited effector to arrest 
tumor growth regardless of FBR or not in these models
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Tumor hyperproliferation initiated by IP injection of 
all types of microparticles tested

• Injection of different types of microparticles on day 1 after cell 
inoculation
• Calcium carbonates
• Polymers (degradable and non-degradable)
• Other minerals than calcium carbonate

• The median size of the different microparticles tested range 
from 3-21 µm

• Tumor cells measured with bioluminescence on day 14 after 
inoculation
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The observed hyperproliferation in this preclinical model lead to the determination that 
the intended clinical formulation of Radspherin was inferior to earlier formulations of the 
product 
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Survival in two different tumor models – ovarian cancer 
model
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ovarian cancer mouse model

group

Immunodeficient mouse model with 

human ovarian cancer

Median 

Survival

Therapeutic 

Index

A NaCl, control group 17,5 1,00

B Radspherin, previous discovery formulation 27,0 1,54

C Radspherin, previous clinical formulation 22,0 1,26

D Radspherin, new formulation 1 27,0 1,54

E Radspherin, new formulation 2 28,5 1,63

F Radspherin, new formulation 3 28,5 1,63

G Radspherin new formulation 4 27,5 1,57
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The results indicate that the new  Radspherin formulations are superior to the 
previous intended clinical formulation in terms of providing increased survival



Survival in two different tumor models – colorectal cancer 
model
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colon cancer immunocompetent mouse model

group

Immunocompetent mouse model with 

murine colon cancer

Median 

Survival

Therapeutic 

Index

A NaCl, control group 18,0 1,00

B Radspherin, previous discovery formulation 27,0 1,50

C Radspherin, new formulation 1 29,5 1,64

D Radspherin, new formulation 2 33,0 1,83

E Radspherin new formulation 4 32,5 1,81

Days after tumor cell innoculation



Moving to the next stage of development

• Issues related to the intended clinical formulation have been resolved

• There is now even more robust proof of principle data for the Radspherin product 

concept

• The company has a tighter control over important product characteristics

• The company will now concentrate efforts to generate the necessary documents to 

send in a new clinical trial application in Q4



Clinical development of 
Radspherin



First-In-Man dose escalation study – revised 
design with improved time and cost efficiencies

Base case scenario:
- 1 MBq: No DLT- 3 patients
- 2 MBq: No DLT- 3 patients
- 4 MBq: 1 DLT- 3+3 patients
- 7 MBq: 1 DLT- 3+3 patients
Total escalation phase: 18 patients

Total # subjects base case: 18+3+6= 27 patients
Best case: 12+3+6=21 patients
«Worst» case: 4x3x2+3+6= 33 patients

* DLT- Dose Limiting Toxicity
 

The clinical trial design has been revised to eliminate unnecessary cohorts of patients



Additional clinical sites

The company has decided to open two clinical sites in addition to the sites in 
Leuven Belgium and the Radium Hospital in Oslo in order to ensure rapid 
patient recruitment to the trials

• Current sites in Norway and Belgium are prepared to initiate study as soon 
as regulatory acceptance has been received

• Possible additional sites in Sweden and Germany have been identified and 
discussions are ongoing

• Regulatory assessment and filing are ongoing



Presentations in Q2



Ra-224 presentations

• Research Scientist Elisa Napoli held a talk entitled “Ra-224 standardization 

progress at NIST” at the 22nd International Conference on Radionuclide 

Metrology in Salamanca Spain in May.

• Ms. Napoli also presented a poster entitled; “A primary activity standard for the 

alpha-emitting radionuclide Ra-224” at the Society of Nuclear Medicine and 

Molecular Imaging annual conference in Anaheim California in June. 





Financials



Financial figures per 30.06.2019

• Delay in start of clinical 
trial is expected to have 
minor financial 
implications

• Operating expenses 
MNOK 5.5 below planned 




