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Trabedersen shows good safety, tolerability and promising
survival in patients with pancreatic carcinoma, malignant
melanoma and colorectoral carcinoma
Antisense Pharma announces new data on its lead compound at ASCO 2009, including the design of the
Phase III SAPPHIRE study currently ongoing in high-grade glioma

ORLANDO � June 2nd 2009 � Trabedersen (AP 12009), a � rst in 

class investigational therapy for the treatment of aggressive tumors, 

showed a good safety and tolerability pro� le and encouraging survival 

data in patients with pancreatic carcinoma, malignant melanoma and 

colorectal carcinoma. Data from a Phase I/II study, announced at 

the American Society of Clinical Oncology (ASCO) 2009, will lead 

to further clinical studies. Currently an additional 24 patients with 

pancreatic carcinoma or malignant melanoma are being recruited to 

con� rm the promising ef� cacy and safety results with trabedersen. 

(Abstract 4619)

Additional details concerning the design of the ongoing SAPPHIRE 

Phase III study were also announced at the meeting. SAPPHIRE is 

a randomized, active-controlled, clinical Phase III trial to con� rm the 

ef� cacy and safety of trabedersen in recurrent or refractory anaplastic 

astrocytoma (AA, brain tumor, WHO grade III).

Trabedersen has already shown a clear survival bene� t in a randomized, 

active-controlled clinical Phase IIb study in high-grade glioma (HGG) 

patients, compared to standard chemotherapy. (Abstract 2037)

Interim results of Phase I/II study
In the trial, 33 patients with advanced pancreatic carcinoma, malignant 

melanoma or colorectal carcinoma were treated intravenously with 

trabedersen in two different treatment schedules. The primary 

objective of the study was to determine the maximum tolerated dose 

(MTD) and the secondary objectives were to investigate the safety 

and tolerability of trabedersen, its pharmacokinetics and antitumor 

activity.

Very good safety and tolerability of trabedersen was observed in 

the study, with moderate self-limiting thrombocytopenia the main 

adverse event seen. The MTD was established as 160 mg/m2/d in 

the � rst treatment schedule; MTD has not yet been reached in the 

second treatment schedule.

Survival data were encouraging. Of the � ve malignant melanoma 

patients treated with trabedersen, one from the � rst schedule 

showed stable disease and lived for 13.8 months, three patients from 

the second schedule are still alive.

Median overall survival (mOS) for advanced pancreatic carcinoma 

patients in the � rst schedule was 6.8 months; one patient showed 

a complete response and is still alive 41 months (as of Jan 2009) 

after receiving trabedersen therapy. The current mOS for pancreatic 

carcinoma patients in the � rst cohort of � ve patients in the second 

schedule is 13.4 months (as of Feb 2009); one patient is still alive 

with stable disease 15.6 months (as of Feb 2009) after start of study 

treatment.

Need for new therapies in oncology
�Despite some big leaps forward in oncology therapy, many cancers 

remain dif� cult to treat with a very poor prognosis. New therapeutic 

approaches are desperately needed and trabedersen shows huge 

potential to treat a wide range of aggressive cancers. The results 

of the Phase I/II study announced show that trabedersen has a 

good safety and tolerability pro� le and potential survival bene� ts. 

Trabedersen could make a real difference to patients� lives,� said

Dr. Helmut Oettle, Coordinating Investigator, Campus Virchow-

Klinikum, CharitØ Medical Faculty of the Humboldt University of Berlin.

Study design of Phase III SAPPHIRE trial
The SAPPHIRE study, in which 

the � rst patients with recurrent or 

refractory anaplastic astrocytoma 

have now been recruited, has a primary ef� cacy endpoint of survival 

rate at 24 months. Further ef� cacy endpoints include the overall 

survival and time to death. The 14-month progression rate is the 

surrogate endpoint for an interim analysis. Safety parameters will 

include adverse events, serious adverse events, electrocardiogram 

(ECG) parameters, neurological examination and vital signs. Patient 

quality of life is an additional important parameter of the study.

The design of the Phase III SAPPHIRE study is based on results from 

clinical Phase IIb study AP 12009-G004, a randomized and active-

controlled dose-� nding study. In this Phase IIb trial, 134 patients 

with HGG were randomized and trabedersen was administered 

intratumorally by convection-enhanced delivery. A survival bene� t of 

17.4 months was seen for patients receiving trabedersen vs. standard 

chemotherapy (patients suffering from recurrent or refractory 

anaplastic astrocytoma, WHO grade III). In recurrent or refractory 

anaplastic astrocytoma, twice as many patients (83.3%) treated with 

trabedersen 10 µM survived two years or more, compared to the 

control arm with standard chemotherapy (41.7%).




