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After six years travelling the world
Simon Richardson, 28, from Burgh
Castie, Norfolk returned to Britain
last year and tried to join the Army,
anly to find he had drug-resistant
TB. Now back to full health, he
xomed the Army last week

ion at the n
Health England,

'/n/u'w’

e all cleay

n numbers. It’s a
H

THE INDEPHIIIENT ON SUNDAY

'flx"‘wll publi

th World TR D:

tive in t
tubercule

CH 2013

2t
j, Warns:




THE INDEPENDENT
(24-032013)

A 9000 casos en 2011 en UK
A 4800 muertes en los Gltimos 10 afios
A MDR-TB: afio 2000: 28 casos
ano 2011: 81 casos
A XDR-TB: 24 casos en los dos Ultimos afios
A Aumento de casos con resistencias en autdctonos (Londres)
A Alertan de toxicidad en tratamientos de segunda linea
AoOTB I'S A Tl ME BOMBO

AoTB WILL BE A MAJOR PRI ORI T
HEALTH ENGLANDO
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FIGURE 2.5 Estimated TB incidence rates, 2011

FIGURE 2.4 Estimated absolute numbers of TB cases and deaths (in millions), 1990-2011
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IncidenciaB, 7millones casos nuevd%/1( habitantes)

Distribucion desigual: Asia (59%), Africa (26%), Mediterraneo
oriental (7,7%Juropa (4,3%Ameérica (3%)

13%infectados por VIH
1,4 millonesle muertes (430.000 en infectados por VIH)

310.000 casos MBDRB (casi el 60% del total en India, China y
RUSE)

9% de MDRTB sonXDR-TB
Europa:380.000 cas@42/1° hab, 76.000 casddDR-TB

Espafia?.200 casateclarados oficialmente (15/b@b, aunque
la SEPAR estima 25A.0ah Altas tasas en poblaciomigrante



FIGURE4.2 Percentage of new TB cases with MDR-TB®
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I Mot applicable

MDR-TB:
3,7% en nunca tratados
20% en previamente tratados
Europa: 15,1% MDRB primaria
44% MDRTB secundaria

TAELE 2.3 Estimated proportion of TB cases that have
MDR-TE, 27 high MDR-TE burden countries and

WHO regions
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Armenia 0.4
Azerbaijan
Bangladesh
Belarus
Bulgaria
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DR Congo
Estonia
Ethiopia
Ceorgia
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CHMVESE Fd ChAEASE ThAaviedi. JAsH8E PeEE e

XDR = Multidrogo-resistanciaTE (MDR-TE)
mas resistancia a (i) cualguier
fluoroquinolona, y (i) por lo menos a 1 de
los 3 inyectables de segunda linea

capreomycina, kanamycina, amikacing
(new defindion agreed Oclober 2006)

MOR-TE = resistencia a la isoniazida y
rifampicina, combinada o no a resistencias
a ofros farmacos de 1ra linea

De 17 680 aislamientos procedentes
de 49 paises en el periodo 2000-2004,
20% fueron MDR-TB y 2% XDR-TB

XDR-TE enconfrada en:
Estados Unidos: 4% de MDR-TB
Letonia: 19% de MDR-TE

Corea del Sur: 15% de MDR-TE




Population 2011 899 million

WHO EUROPEAN REGION i

WHO MEMBER STATES 53
OTHER COUNTRIES AND TERRITORIES 1

Estimates of TB burden® 2011 HNUMBER (thousands)  RATE (per 100 000 papulation)

Mortality (excludes HIVSTE)
330 [350 -mm 82 :39 45]
13(20-25) 25(22-28)
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Incudente[HI".f+TE]
Case detertu-:un all f-:urms ["-u]

Estimates of MDR-TE burden 2011®  Mew RETREATMENT
049
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Reported cases of MDR-TB 2011 RETREATMENT TOTAL
15561 (27%) 99410
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Patuents started n:nn MDH TEI treatment 34 FEQ
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Impacto por regionesde la TB-MR
en pacientespreviamentetratados

Casos de TB-MR % TB-MR

150,000 ~

B No. MDR cases
135,000 - B % MDR TB

120,000 -
105,000 -
90,000 A
75,000 A
60,000 -
45,000 -
30,000 A

15,000 -

0

Central Europe
Eastern Europe
Latin America
Mediterranean
Africa low HIV
incidence
Africa high HIV
incidence
South-east Asia
Western Pacific

Established
Market Economies



PAIS
AUSTRIA
BELGICA

FINLANDIA
ALEMANIA
FRANCIA
ITALIA
SUECIA
PORTUGAL

REINO UNIDO

ESPANA

CASOSMDR-TB

19
15
5
56
23 (2010)
87 (2010)
17
19 (2010)
81
41

PAIS
TURQUIA
UCRANIA
GEORGIA
BULGARIA

BIELORRUSIA

KAZAJISTAN
UZBEKISTAN
MOLDOVIA
RUMANIA
RUSIA

CASOSMDR-TB
262
4305
475
55
1594
7408
1385
1001
485
13785
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EDITORIAL

Tuberculosis In prisons: anatomy of global neglect

J. O°Grady**, M. Maeurer’, R. Atun**, I. Abubakar’, P. Mwaba***#*# M. Bates*”, N. Kapata’,
G. Ferrara', M. Hoelscher'' and A. Zumla**

APoblacion carcelaria en Europa mayor de 2 millones

AMas de 10,5 millones pasan por las carceles cada afio
AEuropa: ratio 15:1 en TB prisiones/TB poblacién normal
APrisiones son reservorio de TB resistente (Europa, Africa sub

AEASAC: Europa esté fallando en la respuesta adecuada a TE

MR y TBXDR en los paises del emim peligro para resto d
Europa



Eur Respir J 2012; 39: 12901291
DOl 10.1183/09031936.00214411

EDITORIAL

Multidrug-resistant tuberculosis in Eastern Europe:
still on the increase?

Giovanni Battista Migliori*, Masoud Dara”, Pierpaolo de Colombani®, Hans Kluge” and
Mario C. Raviglione’

A WHO prioriza MDRTB desarrollando un plan de prevencion y
control

A Bielorrusia (Minsk):

0 50% de casalignosticadoson cepas MDR
d Transmision reciente y acelerada

0 Causas: lentitud diagnodstica, ausencia seguimiento ambulatorio,
hospitalizacion prolongada (diseminacosocomial

d Actuacion urgente y necesaria, con programas de control

0 Adecuada financiacion



TB notification rates in EU/EEA, 2011 @

In the EU/EEA, 72 334 TB cases were reported in 2011. E L
Notification rate 14.2 per 100 000 population (range 2.8 189.7).

= \/J T 7L‘ ‘
Figure 1. Country -specific TB notification rates, 2011 € R~ J
S Y,
/ { _
*Li‘/i\\“‘ (‘"/ / (

< 10 per 100 000
10 to 19 per 100 000

Not included or not
reporting




Proportion of foreign origin among notified @&S
TB cases in EU/EEA, 2011 S

In 2011, the overall proportion of TB cases of foreign origin in
the EU/EEA was 25.8% (range 0.31 89.4%).

Figure 5:Country-specific proportion of
foreign origin cases among all notified
TB cases, EU/EEA, 2011

1 to 24% ‘s

50 to 74%

O 75%

Not included or
not reporting




Proportion of notified new TB

cases with

multidrug resistance in EU/EEA, 2011

In 2011, the overall proportion of new TB cases with multi -

drug resistance in the EU/EEA was 2.4% (range 01 23.3%).

Figure 11.Country-specific proportion
of new TB cases with multldrug
resistance,
EU/EEA, 2011 -

< 1%

11t01.9%

510 9.9% -
O 10% /?
Not included or B

not reporting

a2




Proportion of TB cases with extensive drug
resistance among MDR -TB cases with SLD eCoc
ST* reported iIn EU/EEA, 2011

In 2011, the proportion of extensive drug resistant cases among
cases with multidrug resistance in EU/EEA was 13.4%
(range O 7 40.0%).
Figure 14:Country-specific proportion of extensively drug
resistant TB cases
among TB cases with
multi -drug resistance,
EU/EEA, 2011

< 1%

1to 4%

51t0 9%

10 to 19%

Not included or
not reporting

*SLD STd second line drug susceptibility testing




Treatment outcome for multidrug -resistant %
TB cases notified in 2007 T 2009 S

AND

Treatment outcomes for multidrug -resistant TB cases did not improve between the
2007 and 2009 cohort, EU/EEA.

Figure 22:Treatment outcome at 24 months for multidrugresistant TB cases diagnosed in
2009, compared with cases diagnosed in 2007 and 2008

35 -
cohort 2009 (18 countries)

30 -

- m cohort 2008 (20 countries)
% 00 - i cohort 2007 (15 countries)
-IE
3
s 15 -
a
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Success Died Failed Defaulted Still on Transferred or
treatment unknown




THEWHO EUROPEAN REGION

A 53 paises

A 380.000 casos ( incidencia 42fHbitantes) (descenso anual de
5% desde 2000) (41% en grupo etariZanos)

A 44.000 muertes (4,9Flfabitantes)
A 6% son VIH
A MDR-TB: 78.000 casos
0 15,1% MDRTB primaria
0 44% MDRTB secundaria
A XDR-TB: 381 casos (11% de MDR)

A 18 paises con alta prioridad:
0 ArmeniaAzerbaijanBielorrusia, Bulgaria, Estonia, Geok@aajistan
KyrgyzstanLetonia, Lituania, Moldovia, Rumania, Rusia, Tajikistan,
Turquia;TurkmenistanUcrania YJzbekistan



UNION EUROPEA Y AREA
ECONOMICA EUROPEA

A 29 paises

A 72.334 casos (incidencia 14 2(Hbitantes) (descenso del 4%
sobre 2010) (sin predominio en grupos de edad)

A 26% con origen extranjero

A 5% son VIH

A MDR-TB: 2% en no tratados y 17% en tratados previamente
A XDR-TB: 13% de MDR'B

A Vigilancia estricta en grandes ciudades de paises occidentale



Map 8: Percentage of notified TB cases with multidrug resistance among new laboratory-confirmed pulmonary TB
cases, European Region, 2011°
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Data from UN Administrated Province of Kosovo (in accordance with Security Council Resolution 1244 (1999)) is not included in the figures reported for Serbia



Map 11: Percentage of notified TB cases with extensive drug resistance among MDR-TB cases with second-line DST
results, European Region, 2011*
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Transmission of multidrug-resistant and
extensively drug-resistant tuberculosis in a
metropolitan city

Eric Chung Ching Leung*, Chi Chiu Leung*, Kai Man Kam*, Wing Wai Yew’,
Kwok Chiu Chang*, Wai Man Leung* and Cheuk Ming Tam*

270 MDR-TB patients

243 with non-XDR MDR-TB 27 with XDR-TB
10 with missing contact records » 1 without identifiable contact

13 without identifiable contact 4 ¥

220 with non-XDR MDR-TB 26 with XDR-TB
Y Y

638 household contacts 98 household contacts
31 (5%) did not attend contact screening *1 (1.03%) did not attend contact screening

Y Y

607 household contacts completed examination 97 household contacts completed examination

' ' ' '

9 prevalent cases (1 XDR, 4 11 secondary cases (1 MDR, 2 6 secondary cases (2 3 prevalent case (all XDR):
MDR, 3 drug-susceptible, 1 SH-resistant, 2 drug-susceptible, XDR-TB, 2 fully susceptible RFLP of 3 isolates showed
culture negative): RFLP in 8 6 culture-negative). RFLP in 5 TB, 2 culture-negative): RFLP identical patterns as index
isolates showed identical isolates showed identical in 3 isolates showed identical patients in 3 contacts
patterns as index patients in 2 patterns as index patients in 3 pattern as index patients in 1 (clusters A, B, and C1).
contacts (clusters D and E). contacts (clusters F, G, H). contact (cluster C2).




Comparado con 240 anos atras, el volumen de
migraciones se ha multiplicado por 4




Spain

Total population at 1 January 2011 by EURDSTAT: 46152926

Tuberculosis case notifications, 2041

Total number of cases 6762

Notification rate per 100 000 uw7

New & relapses (lab+) number G044

New & relapses (lab+) notification rate 131

per 100000

Pulmonary 4979  (73.6%)
of which smear-positive 261 (49.6%)

I;E:;atnw-cnnﬁrmed pulmaonary TE 3588 (72.0%)

Mean age of new T8 cases, nationals L6.9years

Mean age of new TB cases, non-natienals 32.9 years

Foreign origin of all TH cases MIE (3L6%)

New (not previously treated) 6048 (B9.4%)

Tuberculosis notification rates by treatment history, 2002-2011

25 —#— New & Relapses
Other retreatment

Cases [ 100 000

=== Unknown 30
- Total

Drug resistance surveillance & TB-HIV
co-infection, zo11

Completeness of DRS data* No
Completeness of HIV data*™ Yes
Case-linked data reparting No
Caseswith DST results 173 (29.0%)
Cases resistant to isoniazid 108 (B.5%)
(Cases resistant to rifampicin 45 (3.5%)
Estimated MDR N, (best-low-high) 36-15-58
MDR cases i (3.2%)
of which XDR cases 1

(2.4%)
(Cases resistant to ethambutol -
(Cases resistant to streptomycin - -
TB cases tested for HIV 581 (67.2%)
HIV-positive TB cases a15 (9.1%)

* National coverage 100% or culturing 9o%, C+/All TB cases 50%,

D5T done for C+ 75%, EQA 95%
** More than ;0% of TB cases tested for HIV.

20

10

]
2002 2004 2006

2008

T o-14

Treatment outcome monitoring, 2010

Geographical coverage National
OQutcome cohort zﬁ:upr: :Ei?taix
Case-linked data reporting Yes
Notified in 2010 3574
Success 1516 (F0.4%)
Died m (5.9%)
Failed 5 (0.1%)
Defaulted 7 (0.8%)
Still on treatment 1 (0.9%)
Lost to follow up B4 (21.9%)

New TB cases - notification rates by age group, 2002-2011

TEU15-44 TRE45-64 0 TRYEY

Cases/ 100 000

2010 2002

2004

2006 2008 2010




Tuberculosis cases by geographical origin, 2002-2011 TB-HIV co-infection, 2006-2011

6000 - —m— Native Foreign origin Unknown —#—HIV testing coverage AL TB cases
=& Proportion of HIV positive TB cases among tested
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™ '/' a
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a 4 4
1000 [~ 20 -1 2000
._._____.-l-.'ﬂ——l-.—__.______+_-
o 1 | 1 | 1 | | 1 4 —1 o 1 1 1 1 1
2002 2004 2006 2008 2010 2006 2007 2008 2009 2010 2011
MDR-TB cases by previous treatment history, 2002-2011 Treatment outcome, new pulmonary culture-positive cases,
2002-2010
I New @ Retreatment [ Unknown B Success [ Still on treatment @ Failed
—&—Total number of MDR TB I Died 1 Lost to follow up i Defaulted
30 - 100 100 [~
=11 | 180 8o~
@ 20 @ %
= — 60 ™ E &0
= i [=
g 15 s S
& 1of 14 2 e 40
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5 20
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REGISTRO REGIONAL DE CASOS DE
TUBERCULOSIS EN LA COMUNIDAD DE

MADRID (2011)

Evolucion de la proporcion y el numero de casos de tuberculosis segun el pais de procedencia. Registro Regional de Casos de
Tuberculosis de la Comunidad de Madrid. Periodo 2001-2011.

I Proporcion origen no espanol I Proporcion origen Esparia === (Casos origen no espanol ™= (Casos origen Espana

Porcentaje Casos
100,0 1 - 1000
90,0 - - 900
80,0 - - 800
70,0 - - 700
60,0 - 600
50,0 - - 500
40,0 - 400
30,0 - - 300
20,0 - - 200
10,0 - 100
0,0 - -0

2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011
ARo




REGISTRO REGIONAL DE CASQOS DE
TUBERCULOSIS EN LA COMUNIDAD DE
MADRID (2011)

Casos de tuberculosis resistentes a farmacos. Registro Regional de Casos de Tuberculosis de la
Comunidad de Madrid, 2011.

CASOS CON CASOS CON CASOS Y PORCENTAJE CASOS Y PORCENTAIJE DE

RESULTADO RESULTADO DE RESISTENCIAS A RESISTENCIAS AL MENOS
CULTIVD CONOCIDO DEL UNO O MAS A ISONIACIDA Y
POSITIVO ANTIBIOGRAMA FARMACOS RIFAMPICINA

Todos los casos (n=883) 654 603 82 (13,6%) 15 (2,5%)
VIH (+) (n=70) 57 51 4 (7,8%) 1 (2,0%)

Extranjeros (n=409) 316 294 49 (16,7%) 11 (3,7%)
Recaidas/abandonos/fracasos (n=24) 20 18 9 (50,0%) 3 (16,7%)

RESISTENCIA PRIMARIA A INH: 7,4% (8% INMIGRANTES; 6,9% AUTOCTONOS






ESTRATEGIAS BASICAS CONTROL
B

1. Deteccion y tratamiento precoz de eniermos

2. ldentificacion, proteccion y evaluacion de los contactos de |
formas contagiosas de TB

3. Prevencion de la TB en la poblacion con infeccion
tuberculosa

4. Reduccion de la carga creciente de TB, identificando y
actuando en ambientes de alto riesgo de transmision

ATS/CDC. Am J Respir Crit Care Med 2005; 172: 1169-1227





http://www.territorioscuola.com/wikipedia/?title=Archivo:Mycobacterium_tuberculosis_MEB.jpg

METODOS MOLECULARES EN EL
DIAGNOSTICO DIRECTO

Basados en amplificacion de fragmentos genéticos especificos del ba
directamente en muestras clinicas (dianas: IS6IRINABS)

La mayoria utilizan la técnica de reaccion en cadena de la polimerasa
(PCR); existen aplicaciones comercializadas y métodos caseros

Pueden ser utiles en diagnostico rapido (pocas horas) de TB en pacie
con datos sugerentebaciloscopiasegativas

Mejor sensibilidad queldaciloscopieaunque menor que el cultivo;
dependera de la carga bacteriana

Problema: requieren mayor estandarizacion y sistematizacion de factc
tecnicos (dianas geneticas, extraccion del ADN, tecnicas de amplifica
el egidae) y cl2nicos (grado de

Coadyuvantes en el diagnostico de TB junto a otros datos clinicos y
exploratorios

Especificidad del 80% con grado de sospecha de TB moderado o alto
sospecha baja, especificidad maxima del 50%



To I

GENEXPERT

Prueba de PCR en tiempo real que permite detectar cepas del complejo M.
tuberculosis y cepas resistentes a R (detecta muttaBjon

Permite un analissemicuantitativim vitro de muestras de esputo y concentrado de
LBA, con resultados en 90 minutos

99% de sensibilidad leaciloscopigsositivas y 71% diyaciloscopiasegativas

GENOTYPE

Tecnica molecular que permite identificar en pocas hora$ B[RRI como otras
resistencias a farmacos de 12 y 22 linea

Puede usar muestras clinicas o cultivos
Fundamental en areas de alta prevalencia ddBIDR




