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Vaccination with RNA-loaded DC induces a protective
antitumor immune response in vivo
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HGG-IMMUNO-2003
Cohort comparison study
Cohort A - E

induction vaccines boost vaccines DC maturation adjuvans

TNFa, IL-1b,

CohortA| DCweek1and3 DC monthly PGE2 none
TNFa, IL-1b,

Cohort B| DCweek 1,3,5and 7  DC monthly PGE2 none
TNFa, IL-1b,

CohortC| DCweek1,2,3,4 Lysate monthly PGE2 none

CohortD| DCweek1,2,3,4 Lysate monthly ~ TNFa, IL-1b  imiquimod

ElutraDC week
Cohort E 1,2,3,4 Lysate monthly ~ TNFa, IL-1b  Imiquimod
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FITC-labelled PE-labelled anti-MHC class I PE-labelled anti-MHC class 1T
tumor proteins

B. Loaded mature
DC after 24 hours

De Vieeschouwer, et al. Uptake and presentation of malignant glioma tumor cell lysates
by monocyte-derived dendritic cells. Cancer Immunol Immunother 2005,;54:372-382

De Vieeschouwer et al. Persistent IL-10 production is required for glioma growth
suppressive activity by Thl-directed effector cells after stimulation with tumor lysate-loaded
dendpritic cells. J Neurooncol 2007;84.:131-140
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Medicinal product: Dir 2001/83/EC, Dir 20

ATMP: defined in Part VI Annex I to Dir 2001/83

Investigational ATMP: Clinical trials Dir 2001/20/EC

GCP Dir 2005/28/EC; all IMP in GMP

Non-commercial trials; member state authorisation

Regulation 2007/1394/EC; Hospital exemption; implicit no clinical trial
Dir 2004/23/EC includes Clinical trial material; member state; (

Inclusion criteria HGG-IMMUNO-2003 for Relapsed High Grade Glioma
Age: > 3 years

recurrent diagnosis of high grade glioma (grade III or IV, or malignant
progression of former low grade glioma), histologically proven

Total or subtotal resection of tumor mass, confirmed by assessment by the
neurosurgeon and by postoperative MRI scan within 72 hours (-/+ Gd).

Availability of enough tumor tissue (<3cc), kept dry in a sterile vial at -80°C

Possibility to send the sterile tumor specimen on enough dry ice to the
vaccination center (Leuven).

‘ \ “ Perioperative administration of corticosteroids tapered within 7 days

postoperatively: no ongoing need for steroids.

“estimated” life expectancy > 3 months

Relapsed GBM; Injection at 17-12-2003; still alive

Informed consent by patient




GBM: Cohort A/B/C/D

Maintenance chemotherapy + HGG-L

Life expectancy > 3 months

Informed consent by patient
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Adverse Events No. of patients _ Grade according to 2
NCI CTCAE (version 3.0} L b
Fatigue 34 I
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Inclusion criteria HGG-2010
Age: > 18 years and < 70 years

First diagnosis of high grade glioma (glioblastoma multiforme WHO grade IV),
histologically proven

Diagnosis confirmed by the reference pathology

Total or subtotal resection of tumor mass (<2 cc), confirmed by assessment by the
neurosurgeon and by postoperative MRI scan within 72 hours.

Availibility of enough tumor tissue, kept dry in a sterile vial at -80°C

Postoperative radiological assessment by the reference radiology

Perioperative administration of corticosteroids tapered within 5 days postoperatively
Life expectancy > 3 months

Informed consent by patient
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Ongoing trials in Leuven: ‘Mijn ziekte heeft rust gebracht’ ™

platformleuver

* HGG-IMMUNO-2003: cohort E: towards
GMP-DCm-HGG-L

HGG-IMMUNO-2003: cohort D: Leuven
method if needed (e.g. children) www.itpl.be

L. i . Other types of cancer: HGG-IMMUNO-Group
HGG-2010: Slngle centre double blind * WT1+ uterine tumors ~ * Global clinical strategies

placebo-controlled phase IIb randomised *92RCC? * Methodologies and SOPs
clinical trial * ? pancreatic cancer ? * Science/economics
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