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Tubercolosi, malattia della poverta alla
ricerca di soluzioni multisettoriali - Un
——modello-diGlobal Health—

= Global burden

= Quali soluzioni nell’era dello sviluppo
sostenibile e degli SDG?




Main messages of the latest Global TB
Report 2018
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54 million lives saved TB is the top MDR-TB crisis with gaps  Funding shortfall for
between 2000-2017  infectious killer worldwide in detection and treatment  TB implementation
TB deaths fell by 33% TB is also the leading cause of deaths Only 1 in 4 needing Gap of over
inthe same period ~ among people with HIV & a major cause of ~ MDR-TB treatment were US$1.3 billion per year
antimicrobial resistance related deaths enrolled on it for TB research

7Y World Health

(&9 Organization



M Data sources, TB burden estimates

TB incidence TB mortality

Main methods used to estimate TB mortality in HIV-negative people
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* Mortality is estimated as the product of TB incidence and the TB case fatality ratio. Further details are provided in the online technical appendix.



Causes of death by different income level,
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STORIA NATURALE SEMPLIFICATA DELLA TUBERCOLOSI
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Largely exogenous
*Particles/volume x exposure time
*Production of infectious droplets
*Clearance of air

*Extent of exposure

Infectious | l
Tuberculosis

—L» Exposure

Subclinical

Infection »‘ Death

Non-infectious
Tuberculosis

Modello epidemiologico TB
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The opportunity of the SDG era
to reach the end TB targets
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Transformational innovations to

Precision
medicine

» “g
i .'
e & 5
$ 000 ol |
- [
.




What is holding us
bac’ ©

The bottlenecks to end TB are
fundamentally POLITICAL and
FINANCIAL




Why investing towards ending TB?
Simply it is the most cost-beneficial health intervention

Tuberculos I The
is No-brainers Economist
Heart case finding ; :
attacks & treatment Benefit per dollar spent for various development
acute low-cost US$ 30 targets, §
management
Evoand olUS$ 25 0 20 40 60
Xpanae Malaria o aralicatt
immunizat orevention & Trade liberalisation 2,011
ion treatment Access to contraception 120
US$ 20 i
US$ 20 , ,
Reducing tax evasion
Local HIV L
. Combination Increasing migration
Surg|ca| prevention ) ;
capacity Us$ 12 Reducing stunting
US$ 10 Reducing tuberculosis

Reducing malaria

Greater pre-school access
in sub-Saharan Africa

Increasing circumcision
for those at risk from HIV

Return on investment for every one Reducing coralloss

dollar

st cost-effective health Source: Copenhagen Consensus Centre

To Fight AIDS, Tuberculosis and Malaria Economist.com

Report of the High-Level Panel of Eminent Persons on the Post-2015
Development Agenda, 2013
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Bottleneck n. 1: Political
indifference

contributions. Creative funding design is no panacea
however, and is seldom successful without dedicated
political commitment. Fundamentally, what needs to be

Tuberculosis 8 @ recognised is that the efforts to control tuberculosis
have a severe lack of political commitment at the country

Scale-up of services and research priorities for diagnosis,

and international levels. Funding for tuberculosis 1S
management, and control of tuberculosis: a call to action neglected because it is not a special programme of the
Ben | Marais*, Mario C Raviglione*, Peter R Donald, Anthony D Harries, Afranio L Kritski, Stephen M Graham, Wafaa M El-Sadr, Mark Harrington, World Bank, iS not a nam(ﬂd priority am(]ng any UN
Gavin Churchyard, Peter Mwaba, lan Sanne, Stefan H E Kt Christopher | M Whitty, Rifat Atun, Alimuddin Zumla* . g
i Chorhyar Pt b an S tefonH Eaofan,Crstopher]MWh, it Atn, Almodin Zumi agency leaders, does not have a special UN programme,
The. Millennium Developmept G.oal_ target for mbera.llosis con.trol is to halt the spread of n{herc.ulosis by ZOle a.nd Lancet 2010; 375: 2179-91 1S notin UNIC EF’S pOITthO, 1S nota special presidential
begin to reverse the worldwide incidence. After the introduction of standard control practices in 1995, 36 million ~pubished Online L
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efforts. To foster the global need for urgent action to control the tuberculosis epidemic, The Lancet, in collaboration  6736(10)60579:% ) )
with the Stop TB Partnership, WHO, Global Fund to Fight AIDS, Tuberculosis and Malaria, and the experts  seeonline/comment [t was even omitted from the formal title of MDG 6 and
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advocate for intensified efforts with stakeholders at all levels. ei;:;a;zgam't"t:be:j;k TMajor preven € cause o1 disease and deatn, and one

of the diseases with the most cost-effective health
interventions available today, considering that existing
inexpensive interventions, although restricted in their
effectiveness, have saved millions of lives. Efforts to



TB elimination strategy in low TB
endemic countries

Targets i
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S Elimination: 2050
<10 cases per million
<100 cases per million Pre-elimination: 2035
Current TB burden-2012 in low-incidence countries

in low-incidence countries
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<10/100,000 <1/100,000 <0.1/100,000



TUBERCOLOSI IN UN FLASH:

EPIDEMIOLOGIA, CLINICA, SCREENING E DIAGNOSI
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Assenza di sintomi .= Sintomi

INFEZIONE TUBERCOLARE
LATENTE (ITBL)

TUBERCOLOSI ATTIVA (TB)
Polmonare o
extrapolmonare

Y4 della popolazione 10 milioni di casi/anno

mondiale
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Infection ?liminated Latent TB Subclinical Active
infection TB disease TB disease

I
With innate or  Withacquired
immune response* immune response

Mycobacterium
tuberculosis

4
A

Nature Reviews | Disease Primers



2020 TPT guidelines — TPT options

* 6 or 9 months of daily isoniazid*

« 3 month regimen of weekly rifapentine plus isoniazid*

« 3 month regimen of daily isoniazid plus rifampicin*

* 4 months of daily rifampicin alone

« 1 month regimen of daily isoniazid plus rifapentine

» 36 months of daily isoniazid preventive treatment in
PLHIV >10y in settings with high TB transmission

« 6 months regimen of levofloxacine for MDR-TB
contacts

tuberculosis

Module 1: Prevention

* Strong recommendation

d .Ig}\t:, World Health
YWY Organization




The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 MARCH 14, 2019 VOL. 380 NO. 11

One Month of Rifapentine plus Isoniazid to Prevent
HIV-Related Tuberculosis

S. Swindells, R. Ramchandani, A. Gupta, C.A. Benson, J. Leon-Cruz, N. Mwelase, M.A. Jean Juste, J.R. Lama,
J. Valencia, A. Omoz-Oarhe, K. Supparatpinyo, G. Masheto, L. Mohapi, R.O. da Silva Escada, S. Mawlana,
P. Banda, P. Severe, J. Hakim, C. Kanyama, D. Langat, L. Moran, J. Andersen, C.V. Fletcher, E. Nuermberger,
and R.E. Chaisson, for the BRIEF TB/A5279 Study Team*




Availability of rifapentine

Rifapentine available in the U.S., Canada,
South Africa and a few more high burden
countries

Track for accreditation at EMA not yet started




Where are we with preventive therapy

« 1.7 billion people estimated to live with TB infection in
the world

(Houben et al PLoS Medicine 2016)

« At the UN high-level meeting on TB in 2018, Member
States committed to provide TB reventive treatment to
at least 30 million people globally between 2018 and
2022

E————
This represents 1.8% of the infected l\ ’
pool




Global progress in scaling up TPT

2018-2019 vs. 2018-2022 targets

Paople living
with HIV

All ages

Target: o Target: o
6.3 million 5. 3million

3 D (21%) 6 (88%)
million treated in million treated in
2018-2022 2018 & 2019 20182022 2018 & 2019
Household contacts Household contacts
Aged <5 years Aged 25 years
Target: Target:
783 000 179 000

(20%) 20 _.I;:.I."f-."u.:l..!.“..l

4 EENEEEEEEIEEEN|
million treated in million treated in
20182022 2018 & 2019 20182022 2018 & 2019




TB treatment recommendation Rapid Diagnostic
challenge

DS TB treatment
(strong)

DS TB treatment
(conditional
recommendation,
moderate certainty
evidence) — new

MDR treatment
(strong)

XDR; preXDR

New patients with pulmonary TB should
receive a regimen containing 6 months of
rifampicin: 2HRZE/4HR (strong
recommendation, high certainty
evidence)

Patients aged 12 years or older with
drug-susceptible pulmonary TB, may
receive a 4-month regimen of isoniazid,
rifapentine, moxifloxacin and
pyrazinamide

Group A + Group B (+ Group C)

NIX-TB regimen including pretomanid

WRD for R and H and
interpretative criteria
Z and E require
sequencing

Unclear interpretative
criteria for Rifapentin
Requires upfront testing for
moxi (?) and Z

FQs ok with WRDs

B sequencing + CC mic?
Best available option:
tNGS on SM+, early WGS
from MGIT

Reporting XDR

Testing for
bedaquiline,
surveillance for
pretomanid. lineage



..e siccome "“POTREBBE ANCHE
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MDR M. tuberculosis outbreak clone
In Eswatini missed by Xpert has
elevated bedaquiline resistance

dated to the pre-treatment era.

Beckert, P., Sanchez-Padilla, E.,
Merker, M. et al.

Genome Med 12, 104 (2020).
https://doi.org/10.1186/s13073-020-00793-
8



| would like, If | may, to take you In
a strange journey...
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XDR-TB requiring
therapy adjustment
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Inpatient and ambulatory treatment

Inpatient treatment is not mandatory, but patients may be
hospitalized at the initiation of MDR-TB treatment for a
short period of time to ensure that patients can
tolerate the regimen. It may also be advisable for
specific groups and for very ill people, for instance
during the initiation of treatment or when adverse
events occur during treatment.

Ambulatory treatment from the outset without initial
hospitalization may be feasible in settings where
management of MDR-TB in the community Is strong.



OBIETTIVI DELLO STUDIO

1. Studiare le caratteristiche della popolazione richiedente asilo (RA) sul
territorio milanese in termini di:

* Incidenza della tubercolosi (TB)

* Prevalenza dell’infezione tubercolare latente (ITBL)

« Trasmissione TB all’interno dei centri d’accoglienza (CAS/Hub)

Valutare I'impatto degli interventi e individuare eventuali misure correttive per

guanto riguarda:
= Adesione e aderenza alla terapia preventiva per UITBL

Descrivere la sorveglianza congiunta ATS-VM dell'ITBL nelle caratteristiche di:

= Qualita dei dati (completezza interna e validita esterna)
= Successo terapeutico anti-TB

» Tempistiche degli interventi

wnNhEhbPE

Regione Lombardia

ATS Villa Marelli (sistema MAINF)
Citta Metropolitana Milano




RISULTATI:
CASI TB (n=+69)

G
C Sesso
c M
Ie F

Classi d’eta
0-9
10-19
20-29
30-39
=40

Permanenza in Italia$,
Cs mesi (range min. ; max)

—— Presenza di sintomi
si Esecuzione TST

@1 Latenza diagnostica,
giorni (Q1;03)

Casi TB
n (%)

61 (88,41 %)
8 (11,59 %)

1 (1,45 %)
20 (28,98 %)
42 (60,87 %)

4(5,80 %)

22,90 %)

6 (0,5 ; 36)

57 (82,61 %)
39 (56,52 %)

36 (13 ; 80)

§ Dato disponibile per 53 pazienti (76,81 %)
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Nigeria
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Richiedente asilo

]

Hub [ CAS o
Pre-screening sintomi +
n=5.324
l sintomi —
ATS
QSeTST
n=5.294
165 TST-pos + QS-pos
2.133 solo TST-pos
2.373 75 solo QS-pos
VM
RX torace
n=1.419
- +
| Esami microbiologici
— o
criteri ex-adiuvantibus
+ [ 863 IGRA-pos n=69
1 IGRA-dubbi
10 rifiuto EE +
1 contatto TB under-5
Terapia preve:ntiva Terapia
(Profilassi) per TB attiva
n =875 n=69




Dopo i fondamentali...ecco |
risultati del gioco di squadra

5.324 richiedenti asilo valutati
“» 69 casi di TB con prevalenza di 1.236 x 100.000
«* Prevalenza ITBL del 28%

Outcomes treatment

/7

% 85% casi di TB trattati con successo, 9% persi al follow up, 6%
trasferiti

/7

“» 875 soggetti candidati a terapia preventiva: 92.4% hanno iniziato la
terapia preventiva, 4.3% persi al follow up, 3.3% rifiuto terapia

% 760 soggetti (94%) hanno completato la terapia preventiva, 6%
interrotta per eventi avversi




Progetto Camper

Centro Antitubercolare Mobile Per
Milano

Sistema Socio Sanitario H

Rl ia OSPEDALE NIGUARDA
ATS Milano EA-GRANDA
Citta Metropolitana sitsind Secnass RS Lo arcSa
FONDAZIONE IRCCS CA® GRANDA

OSPEDALE MAGGIORE POLICLINICO

Croce Rossa ltaliana
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Il lavoro fino alla

pandemia....

Dal settembre 2019 al febbraio 2020 erano stati
visitati e testati con Mantoux 509 soggetti,

di cui 180 (35,3%) sottoposti a test di conferma
per I'infezione latente (39,4% POSITIVI)

mentre 271 hanno effettuato una Rx torace
(53,2%) con riscontro di

6 TBC In atto,
14 TBC pregresse,
4 altre patologie (tumori etc).



2021 TB reprise

CAMPER VECCHIO

12/1 RSA Don Leone Porta 78 operatori sanitari+ospiti
26 e 29/1 Centro Accoglienza Cascina Gobba 72 ospiti
9/2 via Saponaro 44 ospiti

12/3/2021 Ditta MARKAS (mensa Gaetano Pini) 30
dipendenti

INTERMEZZO E CAMPER NUOVO (Ducato): no RX
torace esterne

30/4 Centro Accoglienza Aquila 14 ospiti

23/4 Centro Accoglienza Fantoli 10 ospiti

29/4 Centro Dialisi NephroCare 20 pazienti

715 Centro Accoglienza Sicomoro 18 ospiti
21/5 Ditta MARKAS (2° controllo) 20 dipendenti
25/5 RSA Quarenghi 11 ospiti

27/5/ RSA Baroni 20 ospiti

4 e 8/6 Centro Accoglienza Corelli 43 ospiti+operatori
17 e 22/6 Scuola Pareto 40 insegnanti+studenti

29/6 Scuola Mattei (Pioltello) 25 insegnanti+studenti
1/7 Accademia Formativa Martesana (Gorgonzola) 29
insegnanti+studenti

2 e 6/7 Centro Accoglienza Aquila 42 ospiti

7 e 8/7 Azienda Agricola San Maurizio (Pozzolo
Martesana) 40 dipendenti

9/7 Football Club Brera (Peschiera Borromeo) 10
contatti

27 e 29/7 Ditta Bags (Trezzano S/N) Italia 43 dipendenti
25 e 31/8 e 9/9 via Saponaro 75 ospiti

26/8 Azienda Agricola San Maurizio (Pozzolo
Martesana) (2° controllo) 21 dipendenti

7/9 Accademia Formativa Martesana (Gorgonzola) (2°
controllo) 29 insegnati+studenti

15 e 16/9 Centro Accoglienza CRI Bresso 70 ospiti
21/9 Scuola Mattei (Pioltello) (2° controllo) 24
insegnanti+studenti

22 e 23/9 Centro Accoglienza CRI Bresso 68 ospiti
28 e 30/9 Scuola Pareto (2° controllo) 43
insegnanti+studenti

TBD ottobre Centro Accoglienza Corelli 200 ospiti



2021 TB reprise

Al momento, nonostante le molte difficolta, sono
state effettuate 37 uscite con 939 screening (+
200 da programmare ai primi di ottobre).

Del 536 soggetti testati, 419 sono risultati QFT- e
117 QFT+ di cui al momento:

2 soggetti affetti da Tb attiva
109 giain TITL
Purtroppo abbiamo dovuto dirottare altri interventi

all'interno di Villa Marelli per cui il dato avrebbe
potuto essere maggiore.




Nol continuiamo a provarci!
Grazie dell’attenzione.
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Iscrivetevi e sostenete Stop TB ltalia

Wwww.stoptb.it



