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beyond

111 Encontro Fani Job de Hematologia — Terapia Celular e além

Lucia M. Silla

Transplant physicians have tried to win the
battle against Graft-versus-Host Disease (GvHD)
since as early as the seventies. Much has been done
since then. Today, the Treatment Related Mortality
(TRM) can be as low as 20%, including all causes,
depending on the cancer center. Acute and chronic
GVHD, however, still poses a major challenge to
both patients and physicians since it carries a
significant morbidity.

The third Fani Job Meeting in Hematology was
programmed to consider the stunning progression
of the cellular and molecular therapies with
hazardous myeloablative and non-myeloablative
Bone Marrow Transplantation (BMT) techniques
for the treatment of hematological cancers.

Recently it has been demonstrated that stem
cells can originate from cardiac, neural, skeletal
muscle, hepatic, and of course, bone marrow
tissues. These tissues can be grown in vitro and
their clinical applications are obvious. Although
the precise mechanisms or the fate determinants
of stem cells as well as their origins are still far
from being defined, there are clinical applications
being tested with some success.'? So, it seems like
we can make stem cells develop to a defined tissue,
in other words, to function in a defined way.

We can select a particular subset of
hematopoietic cells, activate them, and cause them
to proliferate for the treatment of infections or
tumors (viral infected cells or residual tumor cells).
It is also possible to select, in vivo, a desired cell
(or function) and utilize its cytotoxic activity against

the affected target.>* There are several cytokines
available on the market, whose action is to create
an environment for anti-tumor cells to become
activated and attack their targets, breaking down
the acquired immuno-tolerance of the organism to
its resident tumor.’

Stem cell engraftment to form bone marrow
tissue is a common practice. There are many ways
to do this. Different sources of stem cells (and
maybe different types): bone marrow, peripheral
blood or cord blood stem cells, and different
techniques of transplantation are used. Utilizing
bone marrow or cord blood as a source using the
myeloablative approach, requires long
hospitalizations, several intravascular lumen
devices, and the employment of several, very
expensive anti-infection drugs. Chemo- and
radiotherapeutic conditioning adds an
environment where infections and acute GvHD
become very hazardous. The TRM of the BMT is
more common in this transplant modality.

A partially ablative, immunosuppressive,
environment is used for the non-myeloablative
modality. It allows the donor’s stem cell to engraft
and regenerate the bone marrow as full chimera
in recipients,® with early hospital release, low early
TRM, and immune anti-tumor effect.” However,
there still has a long way to go to overcome the
chronic GvHD that is severe in 30% of the patients
submitted to non-myeloablative BMT.?

There are no doubts that Graft-versus-Tumor
(GVT) effect is a byproduct of GvHD. The latter’s
intensity, however, does not correlate with the GvT
effect.”” Separation of the GVHD from the GvT effect
has been attempted for years. Recently, it has been
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shown that this ideal situation can be accomplished
by NK cell mismatch transplants which have a
remarkable result: a long EFS and possible cure of
patients submitted to such transplants.'!

A very low amount of minimal residual
disease, before transplant, has being shown to be
important for its curative effect in the treatment of
childhood high risk LLAY and adult B-LLA.}* A
remarkable tumor shrink can be achieved with new
drugs such as imatinib for CML ¥ and monoclonal
antibodies for the lymphoproliferative diseases. '
Some of these options can probably even cure the
disease without the need for transplants. On the
other hand, several different approaches are being
developed to hasten the autologous immune
system to overcome minimal residual diseases such
as the dendritic cell technology * and the above
mentioned immune modulators.

The translation of these new technical
achievements to the clinical setting, however, has
been comparatively slow. There are several aspects
related to this. The main one is the experimental
nature and the developmental velocity of these
technologies. There has to be a careful transference
of new developments to our patients. They have
to be enrolled in clinical trials controlled by
experimented physicians. On the other hand, drugs
like imatinib, fludarabine, peg interferon’s or
monoclonal antibodies, whose effects are
undoubtedly superior to anything else available
for their indications should be available to the
patient as soon as possible. There are several such
drugs being tested now. They are however,
extremely expensive. Several clinical trials from
good cancer centers are hampered by the amount
of money that has to be spent on diagnosis and
treatment. The costs are high even for developed
countries.

In Brazil, the costs of treatment rely mainly
on the public health system. While there are still
issues like high infant mortality, hunger and the
other consequences of an underdeveloped society,
there is cancer in Brazil too. By our constitution
the individual patient has the right to receive the
best treatment there is. The amount of resources
spent for the treatment of a single patient submitted
to BMT, for instance, who develops GvHD,
cytomegalovirus and a fungal pulmonary infection,
would probably pay for the food and basic
medicines to an entire community. This does not
include the costs for the clinical treatment of
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chronic myeloid leukemia patients throughout the
country."

If cancer is to be treated, or its treatment
developed, a rationalized use of such tools should
be enforced. This issue should not be dealt with
by organizations affected by political or financial
aspects, particularly where the health care system
is entirely dependent on the public budget.
Experienced experts should be consulted for
treatment designs and their application
centralized."” The continental size of Brazil along
with its different cultural backgrounds, however,
calls for regional centralization. It is mandatory
though that medical care tools should become
affordable since human live should not be part of
a profit-making business.

References

1. Alison MR, Poulsom R, Otto WR, Vig P, Brittan M,
Direkze NC, Preston SL, Wright NA. Plastic adult stem
cells: will they graduate from the school of hard knocks?
J Cell Sci 2003 Feb 15;116 (Pt 4):599-603.

2. Alison MR. Stem cell plasticity and its functional
determinants. Rev Clin Exp Hematol 2003. Suppl in
press.

3. Torelli GF, Guarini A, Palmieri G, Breccia M, Vitale A,
Santoni A, Foa R. Expansion of cytotoxic effects with
lytic activity against autologous blasts from acute
myeloid leukaemia patients in complete haematological
remission. Br ] Haematol 2002 Feb;116(2):299-307.

4. Foa R. Dendritic cells: their possible role in hematologic
malignancies. Rev Clin Exp Hematol 2003. Suppl in
press.

5. Ruggeri L, Capanni M, Tosti A, Urbani E, Posati S,
Aversa F, Martelli MF, Velardi A. Innate immunity

against hematological malignancies Cytotherapy 2002;
4(4):343-6.

6. Slavin S. Non-myeloablative stem cell transplantation
for induction of host-versus-graft tolerance for adoptive
immunotherapy of malignant and nonmalignant
diseases and towards transplantation of organ allografts.
Transplant Proc 2002 Dec;34(8):3371-3.

7. Slavin S. HSC engraftment and its tumor effects. Rev
Clin Exp Hematol 2003. Suppl in press.

8. Flowers M. Communication at the VII Congresso da
Sociedade Brasileira de Transplante de Medula Ossea.
Ouro Preto, 2003.

9. Mehta J. Graft-versus-leukemia reactions in clinical bone
marrow transplantation. Leuk Lymphoma 1993 Aug;
10(6):427-32

10. Mehta J. Is it possible to dissect between GVHD and
GVL? Rev Clin Exp Hematol 2003. Suppl in press.

23/12/2003, 12:45



Editoriais.p65

Editoriais/Editorials

Rev. bras. hematol. hemoter. 2003;25(4):193-199

11. Ruggeri L, Capanni M, Urbani E, Perruccio K, Shlomchik

WD, Tosti A, Posati S, Rogaia D, Frassoni F, Aversa F,
Martelli MF, Velardi A. Effectiveness of donor natural
killer cell alloreactivity in mismatched hematopoietic
transplants. Science 2002. Mar 15;295(5562):2097-100.

12. Velardi A. NK cells and its possible role in graft versus

leukemia effect. Rev Clin Exp Hematol 2003. Suppl in
press.

13. Goulden N, Bader P, Van Der Velden V, Moppett ]J,

Schilham M, Masden HO, Krejci O, Kreyenberg H,
Lankester A, Revesz T, Klingebiel T, Van Dongen J.
Minimal residual disease prior to stem cell transplant
for childhood acute lymphoblastic leukaemia. Br J
Haematol 2003 Jul;122(1):24-9.

14. Cimino G, Elia L, Rapanotti MC, Sprovieri T, Mancini

M, Cuneo A, Mecucci C, Fioritoni G, Carotenuto M,
Morra E, Liso V, Annino L, Saglio G, De Rossi G, Foa
R, Mandelli F. A prospective study of residual-disease
monitoring of the ALL1/AF4 transcript in patients with
t(4;11) acute lymphoblastic leukemia. Blood 2000 Jan
1;95(1):96-101.

15. Goldman JM, Melo JV. Chronic myeloid leukemia —

advances in biology and new approaches to treatment.
N Engl J Med 2003 Oct 9;349(15):1.451-64.

16. Mayor S. NICE announces guidelines for use of

rituximab. BMJ 2003 Oct 4; 327(7418):7606.

17. Pasquini R. Socioeconomic implications of the

expanding therapeutical tools in hematologic
malignancies. Rev Clin Exp Hematol 2003. Suppl in
press.

Avaliacéo

O tema abordado foi sugerido e avaliado pelo
editor.

Conflito de interesse: nao declarado

Recebido: 13/11/2003
Aceito: 15/11/2003

199

199

23/12/2003, 12:45



