Tabaquismo y Salud Pulmonar
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Tabaquismo y Salud Pulmonar

Repercusiones y danos del consumo de

tabaco en la salud pulmonar:

EPOC, Cancer de Pulmon, Tuberculosis



Enfermedad Pulmonar Obstructiva Cronica (EPOC)

Global Initiative for Chronic
Obstructive

L ung

Disease

GLOBAL STRATEGY FOR THE DIAGNOSIS,
MANAGEMENT, AND PREVENTION OF
CHRONIC OBSTRUCTIVE PULMONARY DISEASE

Problema de salud publica

Actualmente: 4ta. Causa de mortalidad en el
mundo

2020: 3ra causa de mortalidad

Mas de 3 millones de personas fallecieron por
EPOC en el 2012, constituyendo el 6% de la
mortalidad global.

Global Initiative For Chronic Obstructive Lung Disease,2019



Enfermedad Pulmonar Obstructiva Cronica (EPOC)

*Importante causa de morbilidad y mortalidad global .
*Prevalencia: BOLD: 10.1%
PLATINO: 7.8% - 19.7%

*Morbilidad: Visitas médicas, visitas a emergencia,
hospitalizaciones.

Incrementar: Edad - Comorbilidades.

*Mortalidad: Subdiagnostico.

Global Initiative For Chronic Obstructive Lung Disease,2019



Enfermedad Pulmonar Obstructiva Cronica (EPOC)

*Carga Economica: Union Europea: 6% del presupuesto

*Carga Social:

en atencion médica .

Incrementa: exacerbaciones

de EPOC (VMNI, O,)

EPOC: 5ta causa DALY lost.
USA: 2da causa de DALY

Global Initiative For Chronic Obstructive Lung Disease,2019



Tabaco: Factor de riesgo: EPOC

La gran mayoria de los fumadores
saben que fumar hace dano




Concentracion de Nicotina
en el SNC
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Muzic FR, et al J Nuclear Med 1998 39:2048-2054
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CXCLD, CXTLI10
and CXCLN

TGFB

—

Fibrablast

Nature Reviews | Immunology
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Adaptado de Fletcher C y Peto R, BMJ 1977; 1:1645-1648. Imagery courtesy O’'Donnell D
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Manejo de la EPOC

La medicacion broncodilatadora es el
punto central del manejo de la EPOC.

(Evidencia A).

GOLD, Global Inictiative for Chronic Obstructive Lung Diseases 2019.



¢, Son la EPOC y el Cancer Pulmonar....

Manifestaciones de una misma
Enfermedad”

Petty Chest.2005; 128: 1895-1897



(a) Cell proliferation pathway activation
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Tabaco y
Cancer de Pulmoén




International Agency for Research on Cancer

& World Health
s Organization

GLOBOCAN 2018

Percentages of new cases by cancer type, region, and sex
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Available at Global Cancer Observatory (http://gco.iarc.fr/)
© International Agency for Research on Cancer 2018
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Mortality
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Cancer de Pulmon

Principal causa
de muerte por
cancer a nivel
mundial.(25% )

. };"i‘

Tasa de

supervivencia a 5
afos (17,7%)

Diagnastico
tardio: 57% - V.

Brainard J. The diagnhosis of non-small cell lung cancer in the molecular era. Modern Pathology 2019.
Non-Small Cell Lung Cancer. NCCN Guidelines 2019.



Incidence per 10000 Person-Years

Incidencia de Cancer de Pulmon
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Effect of Smoking Reduction on Lung Cancer Risk
JAMA, September 28, 2005—Vol 294, No. 12



Estructura del ADN * Tabagquismo causa una amplia

Q?,%.% NG istona variedad de aductos de ADN.
Cromosoma m&;ﬁ“ L,—‘ _
43 Nucleosoma

ADN

 Aductos de ADN aumentan con el
numero de cigarrillos.

— Célula

~\§
% @ .Q{ A Pares de bases

nucleotidicas:
Nicleo [l Guanina

Citosina

* Fumadores: 34 aductos por 108
nucledtidos (mas de 10 veces el
numero de lesiones en el ADN de
no fumadores).

Adenina

ITimina*%-

SEARS, Catherine. DNA repair as an emerging target for COPD-lung cancer overlap. 2019. Respiratory Investigation 2019.



CANCER ETIOLOGY

Mutational signatures associated with
tobacco smoking in human cancer

Mutational signatures

ith el
Total number of Signature 4 with elevated

tation burd
Cancer type Nonsmokers Smokers mutational signatures found in mutation burden

ratio found in the cancer type cancer type in smokers
= = versus nonsmokers

(g < 0.05)

All cancer types ND 1062 2490 26
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Evaluacion Inicial

Extension clinica y estadio de
enfermedad.

Sitio y modalidad optima para
lera biopsia.

Comorbilidades y/o
complicaciones secundarias.

Valores y preferencias de los
pacientes.

Thomas K. Overview of the initial evaluation, diagnosis, and staging of patients with suspected lung cancer.
Post TW, ed. UpToDate - 2019.



CPCNP: Diagnostico

EVALUACION
I
JUNTA MULTIDISCIPLINARIA RN

Celeridad / disponibilidad.
Adecuado volumen de
tejido / celulas.

Riesgos / invasividad.
Biopsiar lesion que brinde
mayor estadio.

Lung cancer: diagnosis and management. NICE Guideline - 2019.
Non-Small Cell Lung Cancer. NCCN Guidelines 2019.
N Engl J Med 2017;377:849-61. DOI: 10.1056/NEJMral1703413



CPCNP: Diagnostico

Lung cancer: diagnosis and management. NICE Guideline - 2019.
Non-Small Cell Lung Cancer. NCCN Guidelines 2019.
N Engl J Med 2017:377:849-61. DOI: 10.1056/NEJMral1703413



NSCLC

Histological subtyping of Molecular subtyping of AdC

MSCLC: 5qCC versus AdC
M KRAS mutation 25%

M EGFR mutation 10%
BALK fusion 4%

W ROS1 fusion 1.9%

B RET fusion 0.9%

B NTRK1 fusion 1%

B HERZ mutation 3%

B ERAF mutation 3%

P PI3KCA mutation 2%
B HRAS mutation 1%
B NRAS mutation 1%
PAKT rmutation 1.1%
SqCC 34% MET exon 14 mutation 3%
MAP3K1 mutation 1%
Unknown 42%

GRUPO 1

SUB-TIPOS HISTOLOGICOS Y
MOLECULARES EN NSCLC

GRUPO 2

Others 11%

GRUPO 3

AdC 55%

Molecular subtyping of SqCC

B FGFR1 amplification 22%
B DDR2 mutation 4%

M PIZKCA amplification 33%
B MET amplification 5%

B MET mutation 1%

M BERAF mutation 2%

M Others or unknown 33%

@ Eur Respir Rev 2017; 24: 170007



Mational
Comprehensive
Cancer
Metwark®

MNCCM Guidelines Index
Table of Contents
Discussion

NCCN Guidelines Version 4.2019
Non-Small Cell Lung Cancer

NCCN

CLINICAL PRESENTATION HISTOLOGIC TESTINGDD TESTING RESULTSHP
SUBTYPE® Sensitizing EGFR mutation positive
G [see NSCL-1E8)
v EGFR mutation testing ALK positive {see NSC1-21)

- Adenocarcinom (category 1) .

« Large cell 8 %ﬁg }estl?_g (category 1) ROS1 positive (see NSC| -24)

* NSCLC not ' testing iti -25)

« Estabiish histologic NSCLC n.  BRAF testing BRAF VEDOE positive (see NSCL-25

subtype® with specified (NOS v Testing should be i . ;
adequate tissue for pec ( ) conducted as part of broad Ern HII‘.I‘LE;:::“&"' EdE: 'EE G“FERE’I .-_ﬂ.LHK:I negative

Advanced
or

metastatic | ™

mizlecular testing
(consider rebiopsy98
if appropriate)

« Smoking cessation

molecular profiling®-4
« PD-L1 testing (category 1)

* Molecular testing

EGFR, ALK, ROS1, BRAF negative
or unknown, PD-L1 <1% or unknown

(see NSCL-28)

Disease counseling v Consider EGFR mutation Sensitizing EGFR mutation positive
+ Integrate palliative and ALK testing"‘" in never see NSCL-1B
Eﬂr_ﬁ‘c See NCCN smokers or small biopsy ALK positive [see NSCL-21)
Guidelines for specimens, or mixed
Palliative Care) histology!! ROST positive (see NSCL-24)

Squamous cell
carcinoma

¢ Consider ROST and BRAF
testing in small biopsy
specimens or mixed
histology

¢ Testing should be
conducted as part of broad
molecular profiling"-4

* PD-L1 testing (category 1)

%
|

BRAFVG00E positive (see NSCL-25)

PD-L1 21% and EGFR, ALK negative
of unknown (see NSCL-2T)

EGFR, ALK, R(051, BRAF, negative
or unknown, PD-L1 <1% or unknown

[see NSCL-29)



Mational

Comprehensive NCCN Guidelines Version 4.2019
NCCN Rt Non-Small Cell Lung Cancer

Metwork®

MCCH Guidelines Index
Table of Contents
Discussion

SENSITIZING EGFR MUTATION POSITIVERD
FIRST-LINE THERAPY™M

Osimertinib™ (category 1) i—. Progression

{preferred)
EGFR mutation =
discovered prior to _ |Erlotinib"" {category 1)
first-line systemic " o
therapy Afatinib™ (category 1) )
or — Progression
Gefitinib™ (categony 1)
S or
zf;;r;:s&uzmg Dacomitinib™ (category 1)
miutation
positive
Complete planned
systemic therapy,
. including maintenance
EGFR mutation merapy,%r interrupt,
discovered during followed by
first-line systemic osimertinib (preferred) ———= Progression
therapy or erlotinib or
afatinib or gefitinib or }—. Progression
dacomitinib

See Subseguent

Therapy (NSCL-20]

See Subseguent

Therapy (NSCL-19]

. See Subsequent

* Therapy (NSCL-20)

Therapy 1N¥C L-19)




Diagnostico Precoz :LDCT
Biologia molecular
Pronostico menos incierto
Tratamiento mas eficaz.




Smoking and Lung Cancer Mortality in the United States
From 2013 to 2069

Poblacién estadounidense:30-84 afios * Proyeccion de Mortalidad ajustada a la edad:
1964 a 2065. Disminuiria en 79%.

Ann Intern Med.- October 2018
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Estimated number of TB cases attributable to five
risk factors, 30 high TB burden countries, 2017
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ESTUDIOS REVISADOS POR LA OMS/ LA UNION

44 estudios relacionaban el tabaco con tuberculosis(88%)
8 de 8 estudios para infeccion

20 de 21 para enfermedad

2 de 3 para tuberculosis recurrente

1 de 2 por retraso del paciente

2 de 2 por defecto

1 de 3 por conversion de frotis

2 de 2 por tuberculosis resistente a los medicamentos

1 de 2 (50%) por muerte después del tratamiento

5 de 5 por mortalidad.

t?‘:»

A WHO /The Union

Monograph on

2007 T B and Tobacco Control



The Association between Active and Passive Smoking
and Latent Tuberculosis Infection in Adults and Children
in the United States: Results from NHANES

~ PPD: Evaluo: Asociacion entre la exposicion
QS{U”OZ dg 2 ig anos (3232) al humo de tabaco confirmada por cotinina y
ifios de 3 a 19 afios ( ) la infeccién tuberculosa latente (LTBI)

Tabaquismo activo o pasivo se asocio: LTBI en nifos

PLOS ONE | www.plosone.org
March 2014 | Volume 9 | Issue 3



Smoking adversely affects treatment
response, outcome and relapse In

tuberculosis

Pacientes: 16,345
Ano: 2001-2003
Exclusion: MDR
Seguimiento: 2 afos
Revaluacion: 2012

Ex fumadores, fumadores actuales:
frotis/cultivo de esputo persistentemente
positivos después de 2 meses de tratamiento.

TABLE 2 Smear and culture conversion at the end of 2 months

Baseline smoking status p-value

Never-smokers

Ex-smokers

Current smokers

Smear
Subjects n
Mot available
Converted
Mot converted

Culture
Subjects n
Mot available
Converted
Mot converted

2246
26.5
67.7
h.8

399
31.0
641
4.9

1864
26.7
62.3
11.1

3102
30.7
62.2
7.2

<0.001
1450
22.1
64,7
.4
<0.001
2473
26.4
6.1
V.4

Data are presented as %

. unless otherwise stated.

Eur Respir J 2015; 45: 738745



Smoking adversely affects treatment
response, outcome and relapse In
tuberculosis

INDICE DE RIESGO DE RECAIDA:
No fumadores: 1.00
Ex fumadores: 1.33
Fumadores actuales: 1.63

Eur Respir J 2015; 45: 738-745



TABACO Y TUBERCULQOSIS

eFumar aumenta sustancialmente el riesgo y muerte por tuberculosis.

eMas del 20% de la incidencia mundial de TB puede atribuirse
al tabaco.

eFumar aumenta el riesgo de contraer tuberculosis en mas de 2.5

7 T\ N—
&’%@b’; )Y Organizacion
%Y Mundial de la Salud



TABAQUISMO

DIAGNOSTICO:

v’ Historia clinica general

v’ Historial de tabaquismo.

v’ Cuestionarios: Dependencia, motivacion.

v’ Exploraciones complementarias
eEspirometria, DLCO.
eEspecificas: Cooximetria, determinacién de
cotinina).

Tabla III. Grado de tabaquismo

]..L"H.'(.'

k'j()dl:." F'ddl.'.l

Alro

Muy Alto

Paquetes-Ano

16-25

21-30

=30

Cotinina (ng/ml)

=100
100-150

151-250

separ



31 DE MAYO

DIA MUNDIAL SIN TABACS

iCUANDO UNO FUMA,
FUMAMOS TODOS!




Q MUCHAS GRACIAS




