Development Of Leukimia Vaccines
Collaboration Between MAKNA and HUKM

By: Prof SK Cheong

Introduction:

Despile progress in chemotheraphy and iransplantation, a considerable number of leukemias remaing incurable, It i thus meceisary to
develop aliernative stralegies, in particular anti-tusnor immunotheraphy. [ncreasing the capacity of the Immume system w0 mediate
tEmor regression has been a major goal in tumor immumology. Progress towands this goal has been recently aided by the
identification of immunogenic cancer anligens, and a betier understanding of the mechanisms of umor-spesific T-cell immune
responses and tumor escape from these responses. Our research proposal is targeted to develop leukemia vaccines that are based on

dendrnitic cells,

Objectives of The Rescarch:

We propose 1o gencrate DM pulsed with tumor cells from peripheral blood or bone marrow of patients with leukemias, and then use
these DO for the generation of anti-tumor T cells against the wmor cells. This stady will firsily, address the Bsue of uwsing dendritie
cell-based vaccine for immunotheraphy of patients with refiaciory leukemias of relapsed leukemias afler stem ecll transplant, and

secondly kdentify novel leukemia antigens.

What Are Dendritic Cells?

® Can be made from monocytes or stem cells.

# [ exposed to tumour extract, can caplure lumour-specific antigens
# Had since been shown in animals 10 cause fumour regression.
* Also inhibit growth of human fumour ccll lines.

Climical Studies of Anti-Tumor Yaccimation With DC:

Simce 1999, many of seccessfi] use of DC vaccines in B cell
Lymphoma, Melanoma, Myeloma, Reral cell Carcinoma,
Prostate cancer. Currently, this simtepy is sctively being

parsoed 10 certain centnes in Japan, Australia, LEKand USA

Preclinical Studies of Anti-Tumor Vaccination With DdC;

Several studies in mouse tamor models indicate thet infusion of
D wthsoust Il;l.ding specific antigens can also decrease growth

of tumors o & certain degrec.

Expected Ouicames OF The Stady:

1. Dendritic cell hased vaccines can be swocessfully applied o
treal selecied patients with refmclory leukimias and patients
whay T:].I.Fﬂ.l: fn]hv.'ing stemn cell transplantation for aoute
leukemias,

2. identification of movel leukemic specific antigens which ane
pabentable and of commercial valoe.

o

MAKNA

__ Majhs Kamer Nasionad
Mamord Casoer Couneil

1

[

ra

Justification of the Research:

Current treatment of beukemiss is still unsatis{actony
Immune tolerance -~ Tumor immunity s not efficiendly
induced 10 tumor-beanng host.

. Lack aof turmor antigen presentation by dendrtic cell in vive

is a mapos problem that can be bypassed by delivery of
nemeor o auiologous dendritic cells ex vivo.,

. Potential commercial valoe:

Development of autclogoos leukemia DO vaccines for
treabment,
Identificationof novel leukemia antigens which elicit strong
cytotoxic T cell responses and these nowel antigens are
patentshle.

Investigation Sctting:

Clinical trial of B vaccine

The climical trial would be conducted at the Haematology
Day Care Center at Hospral KM, Writien consent wall be
ohiaimed from all patients parbcipating in i thal, regarndsng
the use of leukemic cells 1o penerate [ vaccing  from
trestrnent and for dentification of leukemia specific antigens

D waccine generation and identification of leukemic
specific antigens.

Preparation of the X vaccines and also identificabon of
beukemic specific antigens would be carried out in ihe
rescarch laboratories located within tse stem cell transplant
laboratories, HUKM



