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43 millones de muertes por TB
evitadas enire el 2000 y el 2014
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9.6 millones caen enfermos con TB
en el 2014

Casos de TB estimados y/o
reportados
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TB-MDR: 3% de los casos nuevos de TB

Porcentaje de casos nuevos de TB con TB-MDR
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Aspectes generals del control de la TB
Obijectius de I'atencio, prevencio i control

Detectar tots els casos.
Diagnosticar el meés aviat possible
Tractar | controlar tots els malalts.
Realitza

5. Seguir tots els contactes amb tractament.

Curs Aula




Pasemos de controlar la TB
a terminar la epidemia de TB en el 2030

STRATEGY

*80% reduccion en casos
nuevos

*90% de reduccion en
mortalidad

*100% de familias afectadas
por TB sin gastos catastroficos
debidos a la enfermedad y su
tratamiento
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Las ratas gigantes pueden detectar la tuberculosis

09 Apr 2015

11:59AM “Los periodistas le dan un
aporte extraordinario al pais”

11:29AM Dieter Quiroz: video de la
M agresion a estudiante fue
manipulada

09:47AM Ministerio Publico abre
su propia investigacion sobre mafia
en el RNP

11:03AM Hundimiento de tierra se
traga 20 carros en Italia

.

rata. 11(300x600)
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10:28AM Crivelli trataba de

Las ratas gigantes pueden detectar la tuberculosis. Foto AFP. iVi aj dada Ia ﬁ na I!

Descuento exclusivo

Las ratas que utilizamos se llaman ratas de Gambia. Son endémicas de ihasta 80¢€!

Africa y adaptadas a este entorno. Pesan entre 1 kilo y un 1,5 y miden cerca

de 30 centimetros de largo. Son amigables, dociles, faciles de entrenary

tienen muy buen sentido del olfato, que las hace capaces de identificar esta

particula de olor de la tuberculosis”, inform¢é Emilio Valverde, Director del

programa sobre tuberculosis de la ONG Apopo.

Reservaya

ela
2 Porque se negd a ir con €l, joven matd a su

El ministerio de salud de Mozambique sigue de cerca la investigacion. El
pais registré entre 2013 y 2014 un aumento del 10% en el nimero de casos
Yy 20.000 personas murieron de tuberculosis en 2014.

novia

£\ JoanaSanz confirma que se casé con Dani

. http://informaciona.com/video/ratas-gigantes-que-detectan-la-tuberculosis x2m7da0
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The next anti-tuberculosis drug may already be in your local pharmacy
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complete these trials and be approved for human use.
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Lansoprazole is an antituberculous prodrug
targeting cytochrome bc

Jan Rybniker, Anthony Vocat, Claudia Sala, Philippe Busso, Florence Pojer, Andrej Benjak
& Stewart T. Cole

Affiliations | Contributions | Corresponding author

Nature Communications 8, Article number: 7659 | doiz10.1038/ncomms8659
Received 08 January 2015 | Accepted 29 May 2015 | Published 09 July 2015

pOF | & citation | [y Reprints | & Rights & permissions Article metrics

Abstract

Abstract « Introduction « Results . Discussion - Methods « Additional information - Accession codes «

References - Acknowledgements - Author information - Supplementary information

Better antibiotics capable of killing multi-drug-resistant Mycobacterium tuberculosis are urgently
needed. Despite extensive drug discovery efforts, only a few promising candidates are on the
horizon and alternative screening protocols are required. Here, by testing a panel of FDA-approved
drugs in a host cell-based assay. we show that the blockbuster drug lansoprazole (Prevacid), a
gastric proton-pump inhibitor, has intracellular activity against M. tuberculosis. Ex vivo
pharmacokinetics and target identification studies reveal that lansoprazole kills M. fuberculosis by
targeting its cytochrome bec 4 complex through intracellular sulfoxide reduction to lansoprazole
sulfide. This novel class of cytochrome b4 inhibitors is highly active against drug-resistant clinical
isolates and spares the human H™K™-ATPase thus providing excellent opportunities for targeting
the major pathogen M. fuberculosis. Our finding provides proof of concept for hit expansion by
metabolic activation, a powerful tool for antibiotic screens.
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PILLAR 1: INTEGRADA, ATENCION CENTRADA EN EL

PACIENTE, CON PREVENCION

A. Early diagnosis

of TB including
universal drug-
susceptibility testing,
and systematic
screening of contacts
and high-risk groups

D. Preventive
treatment of persons
at high risk; and
vaccination against

TB

B. Treatment of
all people with TB
including drug-
resistant TB, and
patient support

C. Collaborative TB/
HIV activities: and
management of co-
morbidities
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Management of latent Mycobacterium tuberculosis infection:
WHO guidelines for low tuberculosis burden countries

Latent tuberculosis infection (LTBI) is characterised by the presence of immune responses to

previously acquired Mycobacterium tuberculosis infection without clinical evidence of active

tuberculosis (TB). Here we report evidence-based guidelines from the World Health Organization for a
public health approach to the management of LTBI in high risk individuals in countries with high or

middle upper income and TB incidence of <100 per 100000 per year. The guidelines strongly

recommend systematic testing and treatment of LTBI in people living with HIV, adult and child
contacts of pulmonary TB cases, patients initiating anti-tumour necrosis factor treatment, patients
receiving dialysis, patients preparing for organ or haematological transplantation, and patients with
silicosis. In prisoners, healthcare workers, immigrants from high TB burden countries, homeless
persons and illicit drug users, systematic testing and treatment of LTBI is conditionally recommended,
according to TB epidemiology and resource availability. Either commercial interferon-gamma release
assays or Mantoux tuberculin skin testing could be used to test for LTBI. Chest radiography should be
performed before LTBI treatment to rule out active TB disease. Recommended treatment regimens for
LTBI include: 6 or 9 month isoniazid; 12 week rifapentine plus isoniazid; 3—4 month isoniazid plus

rifampicin; or 3—4 month rifampicin alone.

Guidelines on LTBI for low TB incidence countries — essential element of the @WHO
#EndTB strategy and TB elimination http://ow.ly/RW8xn




Management of latent Mycobacterium tuberculosis infection: WHO
guidelines for low tuberculosis burden countries

“Systematic testing and treatment of LTBI should be
performed in people living with HIV, adult and child
contacts of pulmonary TB cases, persons initiating
anti-TNF-alpha treatment, receiving dialysis, preparing
for organ or haematological transplantation, or with
silicosis. Either IGRA or Mantoux TST should be used
to test for LTBI. (Strong recommendation, low to very
low quality of evidence.)”

http://erj.ersjournals.com/content/46/6/1563.long
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Management of latent Mycobacterium tuberculosis infection: WHO
guidelines for low tuberculosis burden countries

“Systematic testing and treatment of LTBI should be
considered for prisoners, healthcare workers,immigrants
from high TB burden countries, homeless persons and
licit drug users. Either IGRA or Mantoux TST (Conditional

recommendation, low to very low quality of evidence.)”

http://erj.ersjournals.com/content/46/6/1563.long

19
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Management of latent Mycobacterium tuberculosis infection: WHO
guidelines for low tuberculosis burden countries

“Systematic testing for LTBI is not recommended in people
with diabetes, people with harmful alcohol use, tobacco
smokers, and underweight people unless they are already
Included in the above recommendations. (Conditional
recommendation, very low quality of evidence.)”

http://erj.ersjournals.com/content/46/6/1563.long
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SYMPTOMS OF TUBERCULOSIS

| ‘
o — = N WA 'fa‘s?%u longerthan
<.\, three weeks is very suspicious
o.ssofwei?ht or Tiring easily
suggests tuberculosis

!2 !.v E,z/l l

A continued temperature

of 98° or less in the Alow blood pressure
morning and an afternoon  may mean tuberculosis. 1FPyou have any one or more of these
temperature of 995 or,

more are strong indi-

symptoms be examined by a careful
cations of tuberculosis. physician at once.
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Management of latent Mycobacterium tuberculosis infection: WHO
guidelines for low tuberculosis burden countries

TABLE 2 Performance of different screening strategies to rule out active tuberculosis [TB] before latent TB infection treatment
based on a hypothetical cohort population of 1000 at a baseline TB prevalence of 0.5% [21]

Screening strategy Sensitivity Specificity Megative False False
% % predictive negatives positives
value % at screening n at screening n
Cough for more than 2-3 weeks alone 35 g5 99 .6 3 53
Presence of cough for more than %0 B4 99.7 3 23
2-3 weeks followed by CXR
Any TB symptom alone® 77 &8 998 1 N
Presence of any TB symptom followed by CXR %0 B4 g9.8 1 141
TB specific abnermality on CXR 87 gy 9.9 0.6 105
Any abnormality on CXR 58 75 g9.9 0.1 244
Any abnormality on CXR plus presence of any 100 &1 100 1] 385
TE symptom

CXR: chest radiograph. *: includes any one of: cough, haemoptysis, fever, night sweats, weight loss, chest pain, shortness of breath and
fatigue.

http://erj.ersjournals.com/content/46/6/1563.long
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bstract tovGoto:

'l]g,\bercu]osis (TB) causes significant morbidity and mortality in high-income countries with foreign-born
individuals bearing a disproportionate burden of the overall TB case burden in these countries. In this review of

tuberculoms and migration we discuss the impact of migration on the epidemiology of TB in low burden
countries, describe the various screening strategies to address this issue, review the yield and cost-effectiveness
of these programs and describe the gaps in knowledge as well as possible future solutions.
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are more common in migrant populations and
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LTBI to active TB
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“Although health-economic analyses have shown
that TB control in high income settings would
benefit from providing targeted LTBI screening
and treatment to certain migrants from high TB
burden countries, implementation issues and
barriers such as sub-optimal treatment
completion will need to be addressed to ensure
program efficacy”.


http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4804514/

SERIES “UPDATE ON TUBERCULOSIS”
Edited by C. Lange, M. Raviglione, W.W. Yew and G.B. Migliori
Number 1 in this Series

Tuberculosis contact investigation in low
prevalence countries: a European
consensus

C.G.M. Erkens*, M. Kamphorsl""'. I. Abubakar’, G.H. Bothamiey’, D. Chemtob”,
W. Haas’, G.B. Migliori**, H.L. Rieder””"", J-P. Zellweger™ and C. Lange

ABSTRACT: Contact investigation to identify individuals with tuberculosis and latent infection
with Mycobacterium tuberculosis is an important component of tuberculosis control in low
tuberculosis incidence countries. This document provides evidence-based and best-practice
policy recommendations for contact tracing among high- and medium-priority contacts in a
variety of settings. It provides a basis for national guidelines on contact investigation and
tuberculosis outbreak management, and should support countries and tuberculosis control
managers in evaluating and revising national policies. A review of existing guidelines, a literature
search, several meetings and consultation with experts were used to formulate and grade
recommend ations for action during contact investigation.

Available tests to identify individuals with latent infection with M. tuberculosis are designed to
identify immune response against mycobacterial antigens and have variable predictive value for
the likelihood to develop active tuberculosis in different populations. Contact investigation should
therefore be limited to situations with a clear likelihood of transmission or to those with a higher
probability of developing active tuberculosis, for instance, young children and immunocompro-
mised persons. A risk assessment-based approach is recommended, where the need to screen
contacts is prioritised on the basis of the infectiousness of the index case, intensity of exposure
and susceptibility of contacts.

KEYWORDS: Active case finding, contact investigation, consensus statement, latent tuberculosis
infection, preventive chemotherapy, tuberculosis

he primary objective of any tuberculosis
T\nnlrul activity is prompt identification

and adequate treatment of newly emer
ging tuberculosis cases. Timely identification and
adequate treatment of those with transmissible
tuberculosis reduces the risk of exposure of
community members. As a result, the future
incidence of tuberculosis is diminished, as the
prevalence of infection with Mywbacterium tuber
culosis declines in the cohort with the passage of
time. The Stop TB Strategy and World Health
Organization (WHO) guidelines for effective
tuberculosis control [1] provide a framework for
tackling tuberculosis, largely for countries with a
high tuberculosis incidence.

For editorial comments see page 714.

EUROPEAN RESPIRATORY JOURNAL

Low-incidence countries in the European region
have, in addition, addressed the goal of tubercu
losis elimination [2-5], requiring a substantially
broader approach. In particular, in addition to
case identification among contacts of newly
identified potential sources of infection, emphasis
is also given to adequate preventive therapy or,
as a minimum if the latter is contraindicated,
follow-up of persons with recent M. tuberculosis
infection. Identification of infected contacts thus
targets an important subset of the prevalently
infected who had escaped the focus on the
prevention of infection. Contact investigation is
the most readily available intervention to identify

recently infected individuals and has been




EContactes

Extra pulmonary TB -
Pulmonary TB (pulmonary TB ruled out)
Sputu i Smear, 2= sputum smear, — L —
BAL,
gastrlc lavage %%stric lavage Index patient =
FB positive B negative primary TB
child <5 yrs
cluster of LTBI in
¥ l high risk institution
NAA NAA positive Cavitary Abnormal CXR non-
negative or o disease cavitary consistent with
# performed TB
No contact
investigation
¥ ¥ ¥ ¥
Contact Culture Culture N me‘;'-““ "';gll'_. -
investigation | positive negative " mnhn%m

ﬁ; nerable and\ Al other high
symptomatic high iori
pnorrty mntacty pricrity mntaﬂ_‘tﬁ//

Evaluation soon after diagnosis of Evaluation 8 weeks after
index case® and 8 weeks after last last contact with the index

contact with the index case during case during the period of
the period of infectiousness infectiousness

FIGURE 1. Need and timing of contact investigation. TB: tuberculosis; BAL: bronchoaleolar lavage; AFB: acid-fast bacilli; NAA: nucleic acid amplification; CXR: chest
radiograph; LTBI: latent TB infection. ¥: first evaluation, other priority or vulnerable mediurn-priority contacts optional.



Recomanacions per ala realitzacio
d’Estudis de Contactes de malalts
amb Tuberculosi a Catalunya

Subdireccio General de Vigilancia i
Resposta a Emergéncies de Salut Publica
Departament de Salut
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3.2.Indicacions de la realitzacio d’Estudi de contactes

3.2.1. Tuberculosi Pulmonar / laringia

Bacil-loscopia d’esput positiva: realitzar sempre EC.
Bacil-loscopia negativa i cultiu positiu: realitzar sempre EC
Bacil-loscopia d’esput negativa o no realitzada:

Radiografia de torax compatible amb TBC amb imatge cavitaria : realitzar
sempre EC.
Radiografia de torax compatible amb TBC sense imatge cavitaria: realitzar
sempre EC.
Radiografia de torax dubtosa compatible amb TBC.: realitzar EC en
circumstancies excepcionals No s’inclouen les petites cavitats parenquimatoses
gue solament son detectables per TAC o ressonancia magnetica

En el cas d’altres mostres respiratories (broncoaspirat, rentat bronquial, aspirat gastric), existeix I'acord de considerar-les com
'esput

29



Taula 2. Parametres per establir la contagiositat del cas index

Caracteristica

Localitzacio anatomica: Pulmonar i/o laringia

Simptomes: Produccié d’esput/ Data inici simptomes
Microbiologia de mostres respiratories: Bacil-loscopia positiva
Lesions alaradiografia de torax: Cavitacions

Simptomes: Tos

Es recomana estudiar els contactes en els 3 mesos abans d’inici dels simptomes en pacients
tuberculosos amb tos i bacil-loscopia positiva.

El periode seria d’1 mes en aquells pacients amb bacil-loscopia negativa i cultiu positiu
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Classificacio contactes. Sistema dels cercles concéntrics

Vivienda

Trabajo/escuela

Centros ludicos

1r cercle: Contacte intim: diati =6h o 30hores setmanals
2n cercle, Contactefreqient: diari<th

3r cercle. Contacte esporRdic no diari

Curs dulg R
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1st circle of contacts (inner circle)
Close household contacts

Close nonhousehold contacts

2nd circle of contacts (middle circle)
Casual contacts

3rd circle of contacts (outer circle)
Community contacts

Description

Those who live in he same household as the infectious case. Household contacts are considered,
by definition, to share breathing space on a daily basis with the source case.

Close nonhousehold contacts may include those persons with short exposure times to direct
face-to-face streams of air with a particularly high density of infectious droplet nuclei, such as may
occur during bronchoscopy or otorhinolaryngeal examination of patients with hence untreated
sputum smear-positive tuberculosis, and similar situations. For all other close nonhousehold
contacts, an arbitrarily defined cumulative exposure time of 8 h, if the index is sputum
smear-positive, or 40 h, if only sputum culture-positive has been recommended as a guiding
principle [18]. This group also includes contacts with regular, prolonged contact with the source
case, who share breathing space but do not live in the same household or who have spent time
with the source case in a confined space, such as a car, sweatshop or prison cell. These may
also include contacts, such as close friends and colleagues.

Those who spent less time with the infectious case. These may include frequent visitors 1o the home,
frends, relatives, school or class mates, colleagues a work or leisure contacts, members of a club
or team, or passengers in adjpining seats during aircraft travel of >8 h [201]).

Those living in the same community or attending the same school, sports club or workplace who
may have had sporadic contact.
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Caracteristica

Cancer hematologic (limfomes, leucemies).
ancer de cap, coll o pulmé.

Immunosupressio
VIH positiu i prova de la tuberculina positiva
SIDA
Transplantaments amb tractament immunosupressor
Tractament amb TNF- a
Tractament amb prednisona>15 mg durant 2-4 setmanes

astrectomia

Insuficiéncia renal cronica o hemodialisi

Diabetis mellitus

abaquisme

onsum excessiu d’alcohol

Font : Erkens, modificat

16
2.5-6.3

50 - 110
110-170
20 -74
1,5 -17
4,9
2,5
27-63
30

10-25




Grups de contactes de casos de TBC segons grau de
prioritat per al seu estudi.

Contactes de alta prioritat

° Contactes del primer cercle amb risc alt de desenvolupar TBC si resulten infectats.
° Altres contactes del primer cercle.

o Contactes del segon cercle amb risc alt de desenvolupar TBC si resulten infectats.
o Contactes de TBC multiresistent.

Contactes de prioritat mitjana
° Contactes del segon cercle

o Contactes del tercer cercle amb risc alt de desenvolupar TBC si resulten infectats

Contactes de baixa prioritat

° Contactes del tercer cercle o de fora dels cercles
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3.6. Avaluacié dels contactes de
mitjana prioritat

Es recomana iniciar I’estudi després del periode de
finestra de 12 setmanes per tal de no repetir la
prova de latuberculina en els negatius. Tanmateix,
en certs ambits com els centres educatius o els
centres sanitaris, sera dificil posposar I’estudi
durant 12 setmanes degut a situacions d’alarma i
preocupacié. En el cas que s’hagi detectat altes
prevalences de la infeccid en els contactes d’alta
prioritat s’ha d’iniciar I’estudi d’aquests contactes el
mes aviat possible



5.1. Tractament d’infeccidé probable (TIP)

El TIP s’iniciara en pacients no infectats (PT negativa) que han tingut un
contacte d’alt risc. Actualment esta indicat en nens menors de 5 anys,
persones infectades per VIH i es pot valorar en persones que prenen

tractaments immunosupressors
5.2 TITL
Taula 14. Indicacions del Tractament de la Infeccié Tuberculosa latent ( TITL).

Persones infectades amb la PT>=5 mm independentment de I’edat.

A tots els contactes infectats (PT positiva) que es trobin fent I'estudi de contactes
delimitat correctament i en els que s’ha descartat malaltia estaria indicat
valorar el TITL, especialment els contactes menors de 65

Persones VIH positives amb la PT negativa, que pertanyin a col-lectius d’alta
prevalenca d’infeccio.
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TITL

Opcions terapeutiques per al TITL de la tuberculosi sensible a
farmacs de primera linia.

Isoniazida: 6 o0 9 mesos (la pauta més efica¢c és la de 9 mesos i
seria la recomanable en nens).

Isoniazida més rifampicina durant 3 mesos (3RH).

Rifampicina sola durant 4 mesos.

*Rates of progression from LTBI to active disease are reduced by around 70-90% in these who
complete daily isoniazid (H) monotherapy for 6=9 months (9 months [9H] is the current standard)
or daily combination therapy with rifampicin and H for 3 months” Treatment of latent infection with
Mycobacterium tuberculosis: update 2010. 2010. Eur Respir J 201Y; 37 690-711.



Management of latent Mycobacterium tuberculosis infection: WHO
guidelines for low tuberculosis burden countries

TABLE 3 Standard random effects meta-analysis comparison of efficacy and hepatotoxicity among various treatment regimens
for treatment of latent tuberculosis (TB] infection

Com parator Inte rvention Development of incident TE Hepatotoxicity
Placebo Isoniazid & months 0.61 [0.48-0.77) 0.9% [0.42-2.32)
Placebo Isoniazid 12-72 months 0.53 [0.41-0.69) 0.59 [0.23-1.55)
Placebo Ritampicin 3-4 months 0.48 [0.26-0.87)
Placebo Rifampicin and isoniazid 3-4 months 0.52 (0.33-0.84)

Isoniazid & month
Isoniazid & month
Isoniazid & month
Isoniazid ¥ month

Rifampicin 3-4 months

Ritampicin and isoniazid 3-4 months

3 month weekly rifapentine plus isoniazid®
3 month weekly rifapentine plus isoniazid

0.78 [0.41-1.48)
0.89 [0.65-1.23)
1.0% [0.60-1.99)
0.44 [0.18-1.07)

0.03 [0.00-0.48)
0.89 [0.52-1.55)
1.00 [0.50-1.99)
0.16 [0.10-0.27)

Data are presented as odds ratios with 95% confidence intervals. *: exclusively among people living with HIV.

http://erj.ersjournals.com/content/46/6/1563.long
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Inmunopatogenia de la Tuberculosis

* |Inhalacion del bacilo y fagocitosis por los
macréfagos pulmonares

* Inmunidad celular (Linfocitos T helper CD4*)

= | Reclutamiento y Activacion de los
macrofagos mediada por citocinas (TNF- @,
IFN vy, IL-12)

* Formacion de los Granulomas que
contienen al microorganismo y previenen
su diseminacion
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Tractaments biologics

» Terapias que blogquean la accion de las
citocinas:

. -TNF-a

e - Interleukinas: IL-1, IL-2, IL-6,IL-12/IL-23
 -B-LyS (BAFF)

- Terapias gue actuan sobre receptores

liInfocitarios:

-CD 20

- CD 22

- CD 80/86
- LFAl
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TB risk during anti-Tumor Necrosis Factor
(TNF) therapy

Incid TBin TBin
"f' f{f]"_cf TB general Rheumatoid Rheumatoid
(x100,000) population Arthritis with

Arthritis anti-TNF

5.8 6.2 52.5

21 95 1,113

2,558

Wolfe et ol. AER, 2004; Gomez-Reino et ol, A&R, 2003; Seong et ol, ] Rheum, 2005; Gamboa, et ol AER, 2007
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Que fer

Algoritmo de cribado de la TB:
recomendaciones europeas

Nueva visita a la consulta de paciente candidato a bioldgicos

Administrar la prueba correcta de cribado de la TB
(prueba cutanea PPD y/o IGRA + radiologia de torax +
anamnesis detallada médica/de exposiciones)

Evaluar los resultados

Prueba negativa Prueba positiva Prueba positiva
y Rx tdrax normal y ITB activa
Iniciar el tratamiento de Tratar la TB activa hasta
la TB latente la resolucion
Iniciar Biolégico Iniciar Biol6gico Iniciar Biologico

Adaptado de Arend 5M, et al. Netherlands J Med. 2003;61:111-119.
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UK

USA

Espafia

Francia

Ifanda

Suiza

Que diuen les guies?

Guias Nacionales para el cribado de TB en

pacientes candidatos a biolégicos

Evaluacién de

riesgo y Rx
torax

Todos

Todos
Rx torax si PPD+

Todos

Todos

Todos

Todos

Mo sien
tratamienta
inmunosupresor

Todos

Todos

Todos

Todos

Mejor IGRA

MNo

Mo

Si

Mo

MNo

Mejor
IGRA

(15 mm si BCG+)

5mm
(ignorar BCG)

5mm

10 mm

5mm
(ignorar BCG)

IGRA

Tratamiento | Referencia

INH & meses

INH & meses

INH & meses

RIF-PZA
2 meses

INH & meses

INH & meses

MMWR

Gomez-Reino

Mariette and
Salmon

Kavanagh
et al

Beglinger

et al
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Tratamiento de la ITbL
Recomendaciones (CDC-ATS)

Recomendacion
(Evidencia)

Farmaco Duracion Intervalo VIH- VIH+
Isoniacida 9 Diaria A (ll) A (I1)
Isoniacida 9 Intermitente B () B (I1)
Isoniacida 6 Diaria B (I) C(l)
Isoniacida 6 Intermitente B () C (1)
Rif + Pz 2 Diaria C (1) A(l)
INH + RF 3 Diaria B (II1) B (1)
Rifampicin 4 Diaria B () B (I1)

d

A: preferida; B: alternativa aceptable; C: ofrecer si Ay B no posibles

I: ensayos clinicos randomizados; |l: datos de ensayos clinicos no
randomizados o realizados en otras poblaciones; lll: opinion de expertos
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EDITORIAL

Tuberculosis preventive chemotherapy: the times they are a-

changin’

LATENT INFECTION with Mycobacterium tubercu-
losis is defined by a positive tuberculin skin test or
interferon-y release assay in the abscence of active
disease.! Without an intervention that is more effective
than childhood vaccination with M. bovis bacille
Calmette-Guérin, tuberculosis prevention relies on
infection control measures and identification of
individuals with latent tuberculous infection (LTBI)
from groups at risk for the future development of
tuberculosis.2 Treating such individuals with preven-
tive chemotherapy is an effective intervention. Rates of
progression from LTBI to active disease are reduced by
around 70-90% in those who complete daily isoniazid
(H) monotherapy for 6-9 months (9 months [9H] is
the current standard) or daily combination therapy
with rifampicin and H for 3 months.?

However, taking daily tablets for 69 months for
infectious disease prevention is an unusually long
period. Adherence and completion rates for treatment
of LTBI are low, negating some of the benefit of this
intervention, and hepatotoxicity also limits comple-
tion rates.

The results of the PREVENT TB study® have
clearly documented that 12 weekly supervised doses
of rifapentine (P) and H (3HP,) are as effective as 9H
in preventing pmgressmn from LTBI to tubercu1051s

he stud

Not all regimens for tuberculosis preventive chemo-
therapy are equal. The findings from this study and the
main PREVENT TB study are very important, and
have implications for future guideline developments.
Although trial conditions are very different from
operational situations, extrapolations can be made.
3HP, is as effective as 9H in the treatment of LTBI and
is safer with regard to hepatotoxicity. Measuring AST
at baseline is helpful in identifying who may develop
hepatotoxicity with LTBI treatment. The risk factors
for hepatotoxicity identified in this study could be
usefully included in operational guidelines on whom to
monitor during LTBI treatment. Wide implementation
of the findings of this study will hopefully lead to more
people being safely treated for LTBIL.

MarTin Depicoar*

CHRISTOPH LANGEFST##*

*Heart of England Foundation Trust, Birmingham
tUniversity of Warwick, Coventry

UK

#Division of Clinical Infectious Diseases, Research
Center Borstel and

SGerman Center for Infection Research, Clinical
Tuberculosis Center, Borstel




DIAGNOSTIC D’INFECCIO
TUBERCULOSA LATENT
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Tuberculin skin testing

Moving LTBI diagnosis from clinical
departments to laboratory.
A more accurate diagnosis.
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ESAT-6, CFP-10 and TB7.7
Proteins coded in the region of difference 1 and 11, which are
present in M. tuberculosis but not in any BCG strain nor in the

majority of NTM.
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e Exposure and risk factor
association

e Higher specificity (no affected
by BCG). Reduce unnecessary
prophylaxis.

* PPV higher/similar than TST
and very good NPV

e Less afected by
immunosuppressor treatments

Improve positive predictive
value: differentiate between
those persons who will
develop TB and those who will
not.

Remote vs. recent infection
Infection vs. active TB
Monitoring of the treatment
Severe immunosuppression

Waiting for the next generation...
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C-Tb is a novel skin test for Mtb infection INSTITLIJ.JT
——

Phase Il results show :
* Superior specificity to PPD s —r

L Cop ot
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* Similar performance as QFT oy

e

Currently in phase Il in Spain and South Africa

TESEC-06: Large multi-center study ongoing in Spain
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Product description
Diagnastic test for datection of AMycabacterum tuberculosis Erobl Tuberk Bolazn Legk, 2009;(2x11-8.

infection by means of a spacific immune reaction using the . e . - . . . .
binant orolein CFP-10. ESATE Eﬁll)l:;g:: :sl:;l]s of the new skin test Diaskintest for the diagnosis of

3 [Article in Russian]
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New tools in the management of tuberculosis
Series editors: Wing-Wai Yew and Martien Borgdorff
NUMBER 1IN THE SERIES

Advances in the diagnosis of tuberculosis: current status and

future prospects

S. Dorman

Center for Tuberculosis Research, Johns Hopkins University School of Medidne, Baltimore, Maryland, USA

SUMMARY

Lack of diagnosis and diagnostic capacity remain
barriers to tuberculosis (TB) control. This review
deseribes recent advances in TB diagnostics, the current
TB diagnostic landscape, and some of the key challenges

in the quest for accurate, simple diagnostic tests that
have meaningful impact on the health of mndividual
patients and on TB epidemiology.

KEY WORDS: tuberculosis; diagnostics; review

Diagnosis is not the end, but the beginnmg of
practice. — Martin Henry Fischer

THERE HAS BEEN RECENT PROGRESS in the
development of new diagnostic tests for tuberculosis
(TB) (Appendix Table A.1).171? There has also been
progress in the programmatic rollout of new tests,
assessment of their impact, and modeling of diagnos-
tic strategies to understand how they might best be
used. Despite these advances, however, an estimated
one third of all TB cases are missed (either not
diagnosed or not reported), and fewer than one in
four cases of multidrug-resistant tuberculosis (MDR-
TB) is detected.!! Sputum smear microscopy, the

susceptibility testing (DST). Radiographic imaging
and the diagnosis of latent tuberculous infection
(LTBI) are not covered for reasons of space; the reader
is referred to recent publications on these topics.13-1%
Outside the scope of this review are the role of
implementation science in integrating diagnostic
research findings into sustainable practice that
improves health; the role of mathematical modeling
in informing public health decision-making about
optimal diagnostic strategies; and the needs for
laboratory and human capacity building as well as
strengthening of health systems.”%—>

53



Bibliografia

WHO 2015.Global Tuberculosis Report.Disponible a:
http://www.who.int/tb/publications/global report/en/

Management of latent Mycobacterium tuberculosis infection: WHO guidelines for low tuberculosis
burden countries. hitp://erj.ersjournals.com/content/46/6/1563.long

Tuberculosis surveillance and monitoring in Europe 2016 :
http://lecdc.europa.eu/en/publications/ layouts/forms/Publication DispForm.aspx?List=4f55ad51-
4aed-4d32-b960-af70113dbb90&1D=1452#sthash.m748iVhv.dpuf

Erkens CGM.Tuberculosis contact investigation in low prevalence countries: a European consensus.
Eur Respir J 2010; 36: 925-949 htip://er].ersjournals.com/content/36/4/925.long

AlsedaGraells,Miquel Il.JansaiLopezdel Vallado, Josep Maria, ed. lll. Catalunya. Departament de
Salut IV. Col-leccid: Documents de vigilancia epidemiologica ; 13 1. Tuberculosi — Prevenci6
http://canalsalut.gencat.cat/web/.content/home canal salut/professionals/recursos/protocols
i_recomanacions/21 tuberculosi/documents/protocolserie.pdf

Grupo de trabajo de la Guia de Practica Clinica sobre el Diagndéstico, el Tratamiento y la Prevencion
de la Tuberculosis. Centro Cochrane Iberoamericano, coordinador. Guia de Practica Clinica sobre el
Diagnostico, el Tratamiento y la Prevencidn de la Tuberculosis. Plan de Calidad para el Sistema
Nacional de Salud del Ministerio de Sanidad, Politica Social e Igualdad. Agéncia d'Informacid,
Avaluacio i Qualitat en Salut (AIAQS) de Catalufia; 2009. Guias de Practica Clinica en el SNS: AATRM
No 2007/26.

Eines de consulta rapida sobre el diagnostic,prevencid | tractament de la tuberculosi.
http://www.guiasalud.es/egpc/traduccion/catalan/herramientas_tuberculosis/preguntas.html

Recomanacions per a la realitzacio d’Estudis de Contactes de malalts amb Tuberculosi a Catalunya.
Subdirecci6 General de Vigilanciai Resposta a Emergéncies de Salut Publica.Departament de Salut 2016

)
sttt & 279


http://www.who.int/tb/publications/global_report/en/
http://erj.ersjournals.com/content/46/6/1563.long
http://erj.ersjournals.com/content/46/6/1563.long
http://erj.ersjournals.com/content/46/6/1563.long
http://erj.ersjournals.com/content/46/6/1563.long
http://erj.ersjournals.com/content/46/6/1563.long
http://erj.ersjournals.com/content/46/6/1563.long
http://erj.ersjournals.com/content/46/6/1563.long
http://erj.ersjournals.com/content/46/6/1563.long
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://ecdc.europa.eu/en/publications/_layouts/forms/Publication_DispForm.aspx?List=4f55ad51-4aed-4d32-b960-af70113dbb90&ID=1452sthash.m748iVhv.dpuf
http://erj.ersjournals.com/content/36/4/925.long
http://erj.ersjournals.com/content/36/4/925.long
http://erj.ersjournals.com/content/36/4/925.long
http://erj.ersjournals.com/content/36/4/925.long
http://erj.ersjournals.com/content/36/4/925.long
http://erj.ersjournals.com/content/36/4/925.long
http://erj.ersjournals.com/content/36/4/925.long
http://canalsalut.gencat.cat/web/.content/home_canal_salut/professionals/recursos/protocols_i_recomanacions/21_tuberculosi/documents/protocolserie.pdf
http://canalsalut.gencat.cat/web/.content/home_canal_salut/professionals/recursos/protocols_i_recomanacions/21_tuberculosi/documents/protocolserie.pdf
http://canalsalut.gencat.cat/web/.content/home_canal_salut/professionals/recursos/protocols_i_recomanacions/21_tuberculosi/documents/protocolserie.pdf
http://canalsalut.gencat.cat/web/.content/home_canal_salut/professionals/recursos/protocols_i_recomanacions/21_tuberculosi/documents/protocolserie.pdf
http://canalsalut.gencat.cat/web/.content/home_canal_salut/professionals/recursos/protocols_i_recomanacions/21_tuberculosi/documents/protocolserie.pdf
http://www.guiasalud.es/egpc/traduccion/catalan/herramientas_tuberculosis/preguntas.html

GRACIES PER LA VOSTRA
ATENCIO!



La reaccio tuberculinica (RT)
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Infeccio pel Mycobacterium tuberculosis

Sensibilitat al micobacteri

Antigens tuberculina—

N

Reaccio d'immunitat
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e Tuberculina PPD-RT 23
* Dosi 2UT/0.1ml
(bio equivalent a 5 UT de PPD-S)
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Tecnica de Mantoux

Puncio intradéermica Formacio d'una papula
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Maneig i conservacioé

* Estabilitzador antiabsorbent =2 permet utilitzar-la
d’un mateix envas fins esgotar-lo.

 Agitar flasco
* Conservacio en un frigorific 42

* Proteccio llum

)
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Indicacions de la RT |

Ajuda diagnostica de malaltia tuberculosa

—

* febre

Clinica: * suor nocturna

* perdua de pes

* tos i expectoracio

* esgotament constant

* perdua de la gana

SN~
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Indicacions de la RT Il

* Contactes recents de pacients amb TB pulmonar

* Persones que tenen malalties que cursen amb
immunosupressido o han d’iniciar farmacs
immunosupressors

* Residents i empleats de centres d’alt risc: presons,
residencies, centres geriatrics i cronics, hospitals.

* Treballadors de centres educatius...

D
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Indicacions de la RT Il

* Personal laboratori mico bacteriologia de paisos amb
alta prevalenca de TB.

* Indigents, Toxicomanies, HIV +

* Pacients amb les seglients malalties: silicosi, malalties
hematologiques (leucemia, limfoma), altres tumors..

 Canvis fibrosis a Rx suggerents TB no tractada

D
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Caracteristiques de la RT

e La RT no té contraindicacions

* La repeticid no sensibilitza

* Si antecedent positivitat no es repeteix

Curs Aula




INTERPRETACIO

- Lectura a les 72hores

* Induracio, diametre transversal

* Eritema no valor

* Expressa en mm

Curs Aula




Persones amb alt
risc de
desenvolupar TB
o amb molt alta
prevalenca
d'infeccio.

RT +si>5 mm

(no valorar BCG)

Contactes intims o freqiients de
malalts TB.

Pacients portadors del VIH.
Pacients portadors de lesions
fibrotiques.

Immunodeprimits per farmacs o
transplantaments.

Persones amb
risc moderat-alt
de desenvolupar
TB o amb alta
prevalenca
d'infeccio.

RT+si>10 mm

(no valorar BCG)

Nens i adolescents.

UDVP.

Persones amb malalties debilitants.
Personal laboral i residents de
centres de risc per la propagacio de
la TB.

Personal de laboratoris de
micobacteriologia.

Immigrants de paisos amb alta
prevalenca de TB.

Persones amb
baix risc de
desenvolupar TB i
amb baixa
prevalencga
d'infeccio.

RT +si>15 mm

(= 20 mm en els
vacunats amb BCG)

Persones no incloses en els grups
anteriors.




INTERPRETACIO RT: VACUNATS BCG

Cicatriu a la part superior
dels bracos

A Espanya entre 1965 i 1974
es va posar BCG a 14 milions
de persones

(6-14 anys)

A Marroc, Europa de l'est i
paisos de sud-america es
continua vacunant.

1. BCG

2. \Verola
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ff The BCG World Atlas: A Database of Global BCG Yaccination Policies and Practices - Windows Internet Explorer

Crionar

'E The BCG \Warld Atlas: A Database of Global BCG Yacc..,.

A DATABASE OF GLOBAL BCG VACCINATION POLICIES AND PRACTICES.

Home | Questionnaire Publication | Contact Us

About ‘ Links

Welcome to the World Atlas of BCG Policies and Practices.
The BCG World Al

This interactive website provides detailed information on current and past BCG policies
and practices for over 180 countries. The Atlas is designed to be a useful resource for
clinicians, policymakers and researchers alike, providing information that may be

helpful for better interpretation of TB diagnostics as well as design of new TB vaccines.

The rationale and methodology for this Atlas is described in a paper in
PLoS Medicine.

Please select a Country from the drop down box, or use the map to select
a country to view all available information concerning that country's BCG

policies and practices.
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BOOSTER EFFECT

* La practica repetida de la RT mai indueix sensibilitat

* La RT si que estimula una sensibilitat tuberculinica
preexistent = Efecte d’empenta o de reforg

T
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Waining effect

Estimula sensibilitat
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Primera RT negativa

Segona RT positiva

Interpretacio erronia

Conversio o viratge
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>

>55 no vacunats o vacunades qualsevol
edat amb RT negatiu

Repetir RT als 7 dies

>

Acceptar com a valid 22 RT
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CAMFiC

societat catalana de medicina
familiar i comunitaria

1IN Generalitat de Catalunya
I} Departament de Salut

t CatSalut

Servei Catala
de la Salut



