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LACOG Membership Status

Argentina N=12

Brazil N=47

Chile N=2

Ecuador N=1

Mexico N=9

Panama N=1
Colombia N=4

Venezuela N=2

Peru N=6
Bolivia N=1

El Salvador N=1

Uruguay N=1

Cuba N=1

Nicaragua N=1

Guatemala N=1
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WHY?
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¤Cancer is a global Epidemic
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Cancer: a Global Epidemic
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¤Cancer is a global Epidemic

¤Effective treatments, but complex an confuse 
evidence



HER-2/neu ONCOGENE IN BREAST CANCER
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Fig 1. Kaplan-Meier univariate analysis for DFS in node-negative
patients. (-) Patients with HER-2/neu copy number < 3; ( .... )
patients with HER-2/neu copy number > 3.

associated with a shorter DFS (relative risk [RR] = 2, P
= .003) than copy number _ 2. (Table 1). Since 11% of
tumors had > 3 oncogene copy number as opposed to 7%
of tumors with - 5 oncogene copy number, > 3 was used
as the cutoff for subsequent statistical analyses (Tables 2
through 4).

Table 2 shows the relationship between HER-2/neu
amplification defined as gene copy number > 3, and var-
ious pathologic and biologic parameters. HER-2/neu am-
plification was significantly associated with pathologic
stage (P = .002) and the number of axillary lymph nodes
involved (P = .00007). Amplification was also associated
with negative ER (P < .00001) or PgR status (P < .00001),
and with comedocarcinoma (P = .003). There was no
association with tumor size (P = .08). Tumor grade (de-
termined by several referring pathologists without a central
pathology review) was available in 478 patients, and did
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Fig 3. Kaplan-Meier univariate analysis for DFS in node-positive
patients. (-) Patients with HER-2/neu copy number < 3; ( .... )
patients with HER-2/neu copy number ; 3.

not correlate with oncogene amplification (data not
shown).

Figures 1 through 4 show Kaplan-Meier univariate
analyses of DFS and OS in both node-negative and node-
positive patients. In node-negative patients, DFS, but not
OS, was significantly shorter in patients with tumor on-
cogene amplification (log-rank sum test = 6.76, P = .009).
In node-positive patients, both DFS and OS were signif-
icantly shorter in patients with oncogene amplified tumors
(log-rank sum test = 11.94, P = .001 for DFS; and log-
rank sum test = 7.87, P = .005 for OS).

Using > 3 HER-2/neu copy number as the cutoff for
amplification, a Cox proportional hazards model was
constructed in a stepwise fashion for the entire group (Ta-
ble 3) using the following variables: tumor diameter (<
21 v > 21 mm), axillary nodal status (negative v positive);
ER level (< 10 v > 10 fmol mg-L protein), PgR level (<
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Fig 2. Kaplan-Meier univariate analysis for OS in node-negative
patients. (-) Patients with HER-2/neu copy number < 3; ( . ·-)
patients with HER-2/neu copy number z 3.
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Fig 4. Kaplan-Meier univariate analysis for OS in node-positive
patients. (-) Patients with HER-2/neu copy number < 3; ( .... )
patients with HER-2/neu copy number ; 3.
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HER2-positive Breast Cancer



NEJM 2001;344(11):783.
NEJM 2015;372:724

HER2-positive Breast Cancer

Median: 21m

Median: 25m



NEJM 2001;344(11):783.
NEJM 2015;372:724

HER2-positive Breast Cancer

Median: 41m

Median: 56m



REDE RESPOSTA PATOLÓGICA COMPLETA:

¤ 17 ECRs – 4.383 pacientes

¤ Braços de tratamento
1) QQUER QUIMIO SEM TERAPIA ANTI-HER2
2) TAXANO + TRASTUZUMABE
3) ANTRACÍCLICO + TAXANO + TRASTUZUMABE
4) TAXANO + LAPATINIBE
5) ANTRACÍCLICO + TAXANO + LAPATINIBE
6) TAXANO + TRASTUZUMABE + LAPATINIBE
7) TAXANO + TRASTUZUMABE + PERTUZUMABE
8) ANTRACÍCLICO + TAXANO + TRASTUZUMABE sc
9) ANTRACÍCLICO + TAXANO + CARBO + TRASTUZUMABE + LAPATINIBE
10) TRASTUZUMABE + PERTUZUMABE
11) TAXANO + PERTUZUMABE
12) ANTRACÍCLICO + TAXANO + TRASTUZUMABE + LAPATINIBE
13) ANTRACÍCLICO + TAXANO + TRASTUZUMABE + PERTUZUMABE
14) TAXANO + CARBO + TRASTUZUMABE

ARTIGO 2



REDE RESPOSTA PATOLÓGICA COMPLETA: DESENHO

ARTIGO 2
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¤Cancer is a global Epidemic

¤Effective treatments, but complex an confuse 
evidence

¤Judicialization



¤The case of England …

Judicialization



¤The case of England …

¤Ann Marie Rogers 
against NHS, England, 
2006 

Judicialization

http://news.bbc.co.uk/2/hi/uk_news/england/wiltshire/7926320.stm



Judicialization

¤The case of England …

¤BRAZIL: increase in lawsuits



Accepted for publication



Clinical Protocol / Guideline

¤Cancer is a global Epidemic

¤Effective treatments, but complex an confuse 
evidence

¤ Judicialization

¤Results in Brazil are not good: need for local guides



Cancer Mortality
Reduction since 1990

–33% –10% –25%
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CÂNCER NO BR: MORTALIDADE

INCA, 2014



CÂNCER NO BR: MORTALIDADE

INCA, 2014



DIAGNÓSTICO PRECOCE: importância

Lancet Oncol. 2013;14:391-436



Life Expectancy World Map

Source: UN Population Division, 2006.

Life Expectancy at Birth 
(Years)
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HOW?
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¤Systematic review of the literature



LOOKING AT THE EVIDENCE



When you look at the evidence 
…



… you gotta look at it thoroughly



Clinical Protocol / Guideline

¤Systematic review of the literature
¤Databases: PubMed, Embase, Cochrane, Lilacs 

…
¤Medical Societys and other Guidelines
¤Specialists` opinions
¤Research question:
¤ P: patient
¤ I: intervention
¤C: comparison
¤O: outcome
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¤Systematic review of the literature

¤WHO??
¤Medical Society
¤National Agency
¤Government
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¤Systematic review of the literature

¤WHO??

¤Structure
¤ Introduction: state the clinical problem and the 

state of art knowledge
¤Methods
¤Results: text and table summaries
¤Conclusions: have to be CLINICALLY 

MEANINGFULL







SWANS …



CAN LOOK LIKE ELEPHANTS!!!



Swans Reflecting Elephants (1937) – Salvador Dali
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