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O Tratamento Quimioterapico

Até o século XIX os tratamentos eram totalmente empiricos;

Alguns medicamentos eram efetivos e outros eram
puramente placebos ou mesmo substancias que causavam
apenas toxicidade;

Poucas drogas utilizadas nesse tempo ainda séo usadas hoje
em dia;

As poucas excecOes sédo 0 trioxido de arsénico e 0 acido
acetilsalicilico;



Historia das Primeiras Quimioterapias

u Todo remédio, disse Paracelso no Século XVI, € um veneno
disfarcado;

u A quimioterapia tem uma légica inversa, de que todo o veneno
pode ser um remedio disfarcado;

u Em dezembro de 1943 a Luftwaffe bombardeou o porto de Bari no
sul da Italia;

u A despeito do Protocolo de Genebra de 1925, um navio americano
chamado John Harvey carregava 70 toneladas de gas mostarda.

u O incidente foi uma vergonha e matou 83 pessoas somente na
primeira semana,;

O Imperador de Todos os Males 0 Siddartha Mukherjee 2010



Historia das Primeiras Quimioterapias

u Os marinheiros sobreviventes foram levados para os EUA;

u Dois investigadores, nao se focaram nas caracteristicas do gas de
gueimar pele e membranas;

u Goodman e Gilman (autores de um dos livros mais famosos de
Farmacologia hoje em sua 132 edicéo) observaram que o gas
mostarda tambéem afetava os globulos brancos;

u Por conta disso experimentaram a droga em um paciente com
linfoma, que a despeito da toxicidade, teve um desaparecimento
transitorio de sua doenca;

u Posteriormente o teste foi estendido a outros pacientes.

O imperador de Todos os Males 9 Siddartha Mukherjee 2010



Landmark Article

Sept 21, 1946
(JAMA 1946;132:126-132)

Nitrogen Mustard Therapy

Use of Methyl-Bis(Beta-Chloroethyl)amine Hydrochloride and
Tris(Beta-Chloroethyl)amine Hydrochloride for Hodgkin’s
Disease, Lymphosarcoma, Leukemia and Certain Allied and
Miscellaneous Disorders

Louis S. Goodman, M.D., Salt Lake City
Maxwell M. Wintrobe, M.D., Salt Lake City
William Dameshek, M.D., Boston
Morton J. Goodman, M.D., Portland, Ore.

Major Alfred Gilman
Medical Corps, Army of the United States

and

Margaret T. McLennan, M.D.| Salt Lake City




Sidney Farber

u Estudando a Aminopeterina , gue age sobre a
dihidrofolato redutase , Sidney Farber, colocou
pacientes em remissao usando esse medicamento

u A Aminopeterina foi posteriormente substituida pelo
metotrexato , com as mesmas propriedades
farmacologicas, medicamento que esta até hoje
em uso clinico no tratamento das LLAS
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TEMPORARY REMISSIONS IN ACUTE LEUKEMIA IN CHILDREN PRODUCED BY
- FOLIC ACID ANTAGONIST, 4-AMINOPTEROYL-GLUTAMIC ACID (AMINOPTERIN)*

Sipney Fareer, M.D.,j Louis K. Diamonp, M.D.,} Rogert D. MEercer, M.D.§
Roeert F. SyLvestTer, Jr., MDY anp James A. Worrr, M.D.||

BOSTON

This child is known to have had acute leukemia
since early in August, 1947. Her course was rapidly
and progressively downhill until December, when
she had a fulminating generalized infection with
bacteremia. After this she had clinical and hema-
tologic evidence of remission. In the middle of
January a relapse was taking place, as evidenced
by massive generalized adenopathy although the
blood and bone-marrow picture remained the same.
After aminopterin therapy the adenopathy dis-
appeared. 'The patient has remained clinically
well for forty-three days without treatment and
shows an essentially normal hematologic picture
at the time of writing. The course is shown in
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Die akute lymphoblastische Leukimie im
Séuglingsalter: Ergebnisse aus fiinf
multizentrischen Therapiestudien ALL-BFM

1970-1986

P. Bucsky', A. Reiter’, J. Ritter’, R. Dopfer' und H. Riehm' fir die
BFM-Studiengruppe
'Kinderklinik der Medizinischen Hochschule Hannover, “Minster, *Tiibingen

Five consecutive clinical trials ALLBFM 1970 -1986, both clinical characteristics
and biological features for one hundred and ninety -SiX patients aged two
years and less have been evaluated retrospectively (forty -two infants under
one year of age);

The observations illustrate, that less favorable subtypes of childhood ALL are
more frequent in these children , preferably in infants aged six months and
less;

These subtypes are characterized by large tumor burden (p= < 0.001), initial
central nervous system (CNS) involvement (p=<0.001), and a high CNS
relapse rate (p = 0.03).

Results of studies ALL-BFM 81 and ALLBFM 83 were significantly improved in
respect to the probability of continuous complete remission for infant
patients ( pPCCR < 1y: 0.44 vs. 0.28), confirming that treatment by itself is one of

the major prognostic determinants.




The NEW ENGLAND JOURNAL of MEDICINE

Dan L. Longo, M.D., Editor

Acute Lymphoblastic Leukemia in Children

Stephen P. Hunger, M.D., and Char . Mullighan, M.D.
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Figure 1. Overall Survival among Children with Acute Lymphoblastic Leukemia [ALL) Whe Were Enrolled in Chil-
dren's Caneer Group and Children's Oncology Group Clinieal Trials, 1968-2009.

Hunger SP,Mullighan CG. N Engl J
Med. 2015; 373: 1541 -52



Inicio dos Tratamentos no Brasil

u Até os anos 70 o tratamento era feito no Brasil de
forma nao organizada,;

u Durante essa década alguns médicos comecaram
e estudar sobre o tema e em 1981 fol fundada a
Sociedade Brasileira de Oncologia Pediatrica;






