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Bibliography search

Key words:

((tuberculosis[Title/abstract]) AND treatment[Title/abstract]) AND
(migrant®[Title/abstract] OR migration[Title/abstract] OR
migrat*[Title/abstract])

No time limits: 6,185 documents
2015-2019: 373 documents

e Few with relevant information on treatment results
* Majority focused on screening



Introduction
Objectives

Questions and aswers on:

" Migration: ‘myths’ and reality

" History of migration and screening
" Screening options for TB and LTBI
" Migration and health

" Research priorities

* Conclusions



ACTION FRAMEWORK

8 priority actions for elimination in low-incidence countries

Address the most
vulnerable and hard- Address special
to-reach groups needs of migrants
and cross-border
issues

4 Undertake
screening for active

B and latent TB infection
in TB contacts and

selected high-risk groups,
A I I N nd provide appropriat
treatment

nsure continued Optimize the
surveillance, prevention and care
programme of drug-resistant TB
monitoring &

evaluation , and

case-based data

management

1

Ensure political
commitment, funding
and stewardship for
planning and
essential services
of high quality

8

Support global
TB prevention, care
and control

7

Invest in
research
and new tools

FRAMEWORK TOWARDS

Manage TB disease

IN LOW-INCIDENCE COUNTRIES

Manage LTBI




TB is poverty-related: the two faces of San Paulo
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Migration is global

Re-import of TB into industrialized countries

i per 100 000 pop

(all forms)

o o024
2 25-49
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1 100-299

3 200 and more
K No estimate
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Migration Language
Migrant

* Any person who Is moving or has moved across
an international border or within a state (IDP) away
from his/her habitual place of residence,
regardless of:

* The person’s legal status;

« Whether the movement is voluntary or involuntary;
« What the causes for the movement are

« What the length of the stay is.



Migration Language
Asylum-seeker & Refugee

Asylum-seeker*: individual seeking international
protection.

In countries with individualized procedures, is someone whose claim
has not yet been finally decided

Refugee*: a person who meets the eligibility criteria

under the applicable definition (UNHCR'’s mandate or
national legislation)

» Every refugee is initially an asylum-seeker

»...but not every asylum-seeker will ultimately be
recognized as a refugee

*Master Glossary of Terms, UNHCR, June 2006



Migrants: questions and answers

QUESTION ANSWER

Migrants keep increasing Not true: peak in 2015/16
TB increases in Europe due to migration TB declining in Europe, MDR increasing

Foreign-born majority of cases in some
countries (not all)

Rates of TB x 100,000 stable in migrants
Foreign-born non adherent to treatment In some countries: the opposite

Migrants transmit to local population No evidence



Recent evidence on migrants’ movements to Europe
(available at: https://data2.unhcr.org/en/situations/mediterranean)
Last updated 5 Dec 2019
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Country of origin Source Data date Population v

Afghanistan 18 Naw 2019 I 20.5% 16,861

Syrian Arab Rep. 30 Nav 2013 I 15.5% 13,814

Others 30 Nav 2019 I 10.5% 2,908

Morocco 30 Nav 2013 —— % 7.212

Algeria 30 Hav 2013 l 4T% 3,854

Irag 30 Maw 2019 . 4T 3,850

Tunisia 30 Nav 2019 . 41% 3,389

Guinea 30 Nav 2019 - 40% 3,328 ARRIVALS TO EACH COUNTRY BY MONTH  GRELCE
Dem. Rep. of the Congo 31 Oct 2018 B 40% 3,316

Céte d'ivoire 30 Now 2018 [———, 2203 Tatal Arrivals to sach country | - Sep 2017 OVERVIEW

Between 1 January and 30 September 2019,
some 81,300 refugees and migrants arrived
via the three Mediterranean routes from Morth




Myth: TB increases in Europe due to migration

TB, MDR and TB/HIV incidence and TB mortality rates per 100 000 WHO
European Region, 2011-2015
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Notified

Continuous decline between 2008 and 2017:
* Number of TB cases decreased by 34%

* Notification rate decreased by 36%
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TB in persons of foreign origin, EU/EEA, 2017

18 299 TB cases of foreign™® origin

33.1% of all TB cases (range 0—-92.9%)

Proportion of TB cases of foreign origin

[ 1<1%

E 1 t0 9.9% TB cases by geographical origin, 2008-2017

I 10t0 49.9% =Native ===Foreign origin Unknown
B 50 to 74.9%
Hl >75%

Countries not visible
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Source: ECDC/WHO (2019). Tuberculosis surveillance and monitoring in Europe 2019-2017 data @




TB cases In persons of foreign origin, EU/EEA, 2008-2017*

The proportion of cases in persons of foreign origin increased from 22.6% in 2008 to 33.1% in 2017

The rate of TB cases of foreign origin per 100 000 of the total population was stable between 3.4 and 3.9

—Proportion of foreign cases —Rate per 100 000 of the total population
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Myth: foreign born not adherent
TB treatment success* by origin; EU/EEA, 2014
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Nellums et al. BMC Medicine (2018) 16:27

DOI 10.1186/512916-017-1001-7 BMC MEdICIne

Multidrug-resistant tuberculosis treatment @
adherence in migrants: a systematic review
and meta-analysis

Laura B. Nellums', Kieran Rustage', Sally Hargreaves' and Jon S. Friedland’

Abstract

Background: Multidrug-resistant tuberculosis (MDR-TB) is a growing concemn in meeting global targets for TB
control. In high-income low-TB-incidence countries, a disproportionate number of MDR-TB cases occur in migrant
(foreign-born) populations, with concerns about low adherence rates in these patients compared to the host non-
migrant population. Tackling MDR-TB in this context may, therefore, require unique approaches. We conducted a
systematic review and meta-analysis to identify and synthesise data on MDR-TB treatment adherence in migrant
patients to inform evidence-based strategies to improve care pathways and health outcomes in this group.

Methods: This systematic review and meta-analysis was conducted in line with PRISMA guidelines (PROSPERO
42017070756). The databases Embase, MEDLINE, Global Health and PubMed were searched to 24 May 2017 for
primary research reporting MDR-TB treatment adherence and outcomes in migrant populations, with no restrictions
on dates or language. A meta-analysis was conducted using random-effects models.

Results: From 413 papers identified in the database search, 15 studies reporting on MDR-TB treatment outcomes
for 258 migrants and 174 non-migrants were included in the systematic review and meta-analysis. The estimated
rate of adherence to MDR-TB treatrnent across migrant patients was 71% [95% confidence interval (Cl) = 58-84%)],
with non-adherence reported among 20% (95% Cl = 4-37%) of migrant patients. A key finding was that there were
no differences in estimated rates of adherence [risk ratio (RR) = 1.05; 95% Cl = 0.82-1.34] or non-adherence (RR =0.
97; 65% Cl =0.79-1.36) between migrants and non-migrants.

Conclusions: MDR-TB treatment adherence rates among migrants in high-income low-TB-incidence countries are
approaching global targets for treatment success (75%j), and are comparable to rates in non-migrants. The findings
highlight that only just over 70% of migrant and non-migrant patients adhere to MDR-TB treatment. The results
point to the importance of increasing adherence in all patient groups, including migrants, with an emphasis on
tailoring care based on social risk factors for poor adherence. We believe that MDR-TB treatment targets are not
ambitious enough.

Keywords: Tuberculosis, Drug resistance, Migration, Treatment adherence

15/413 studies included

» MDR outcomes: 258 migrants vs 171
non-migrants

> Estimated rate of adherence: 71%

» No difference between migrants and
non-migrants



' [ Workd Heabh

e 2F Organization

pre— T

Although there are standardized recommendations for treatment regimens, variation
in access to treatment and treatment adherence impact on the effectiveness of
care, and there is evidence in migrant populations of loss to follow-up at every
stage of the screening and treatment pathway, plus challenges in linking screening
with secondary care (43,108).
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Migration, TB control and elimination: Whom to screen @CWMM
and treat™

RESEARCH ARTICLE

Find and treat or find and lose? Tuberculosis treatment

A. Rendon®', R, Centis®, J.-P. Zellweger®', I, Solovic, C.A. Torres-Duque®,
C. Robalo Cordeirof, F.C. de Queiroz Mello®, D. Manissero™’, G. Sotgiu®*'

Outcomes among Screened neWIY arrived aSYlum Seekers . Abstract Tuberculosis (TB) in migrants represents an important clinical and public health

threat, particularly in low TB incidence countries. The current review is aimed to assess issues

in Germany, 2002 tO 2014 related to screening and treatment of migrants with latent TB infection or TB disease.

Anna Kuehne*?, Barbara Hauer?, Bonita Brodhun?, Walter Haas?, Lena Fiebig?

1. Robert Koch Institute, Department for Infectious Disease Epidemiology, Respiratory Infections Unit, Berlin, Germany

2. Postgraduate Training for Applied Epidemiology, Robert Koch Institute, Berlin, Germany affiliated to the European Programme
for Intervention Epidemiology Training, ECDC, Stockholm, Sweden

C dence: Lena Fiebig (FiebigL@rki.d .
orrespondence: Lena Fiebig (Fiebigl @rki.de) to follow-up. Results: TB treatment success was high-

While specific reasons for the higher odds of non-suc- est among cases identified by contact tracing (87%;
cessful treatment among asylum seekers in Germany . . o/ .
need to be studied further, available research suggests 3,139/3,591), followed by passwfa case finding (74%;

28,804/39,019) and by screening asylum seekers

that patients need to be better linked to treatment 5 . - .
facilities and structural barriers to treatment comple- (60%; 884/1,474). Cases identified by screening asy-

tion need to be addressed to secure screening benefits |  lum seekers had 2.4 times higher odds of not having a
for asylum seekers and the communities. successful treatment outcome as opposed to all other




TUBERCULOSIS AND LATENT TUBERCULOSIS INFECTION SCREENING

A Asylum seekers in Milan
mﬁ%ﬁ“ﬁﬁﬁmﬁﬁm * TBincidence is high among asylum seekers in Milan

*Regional TB Reference Cantre, Villa Marelli Instifute and Laborztory’ ASST Niguards (Milas - Ttaly)

* Transmission within reception centres is rare
*  Within the system, attrition may occur frequently when

different screening sites are involved

*  TBtreatment success (82%) is high although improvement
is possible by reducing defaulting (12%) and transfer-out
(6%)

e  LTBI treatment acceptance (92.4%) and adherence (94%
with 6% interrupting for AE) are high

‘ If you really care, good results are guaranteed

Courtesy Dr Simone Villa & Mario Raviglione, Milano 2018; ERJ 2019



Myth: migrants transmit TB to the native population
Assessing transmission dynamics
from foreign-born to native European populations

Molecular epidemiology studies 1990-2012 (IS6110 RFLP and MIRU-VNTR (12&15 loci)

Tuberculosis transmission between

foreign- and native-born populations in . . ) . . o .
the EU/EEA: a systematic review 15 studies (1992-2007) covering 12,366 cases, median 49% foreign born

Andreas Sandgren'*, Monica Safé Schepisi®¢, Giovanni Sotgiu®, Emma Huitric',

Giovanni Battista Migliori¢, Davide Manissero'®, Marieke J. van der Werf' and n Cou ntries- B D DK F I E S N U K
. 7 V4 7 VAR 4 7 V4

Enrico Girardi®

= Clustered isolates (=recent transmission) 8.5-49% of all TB case genotypes

= Foreign-born cases were equally or more likely to have unique isolates, but % of
clustered cases not negligible, esp. in foreign clusters

= 1/3 of clusters were mixed (foreign/native) with 0-34% of all genotyped cases

= Cross-transmission was bi-directional

= TBin foreigners has no significant influence on TB in native populations in Europe
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History of migration
120 years ago, 70 million to overseas

= Central .
Asial/Siberia
Palestine/lsrael
Northern and
Southern
America, The
Caribbean
Australia,
New
South Africa Zealand

Source: Rainer Munz-Erste group



1870-1940 South-South Emigration

The Caribbean < Fiji
East
Africa Malaysia,
Singapore
Mauritius

®
South Africa

USA,
= Canada

South East Asia

Source: Rainer Munz-Erste group




1945-1950: World Migration

Source: Rainer Munz-Erste group



Highest record for Forced Displacement

Germany « ~. « Sweden Ukraine - 4 Turkey Syria + Lebanon

i
recenved 441,900 asylum receiad asyium applications Flghting in the east drove hostad 2.5 milllan refugees at The war in Syrla producsd 4.9 hosted 183 refugesas for every
claims in 2015, the most of any from 35,800 unaccompanied 148,400 to flee Ukrainge in 2015, yedar end, more than amy other million registered refugees by 1,000 residents. the highest
coLntny or separated children in 2005, hrimging the tetal number of | CoLUniry /I the: end of 2015, mare than ratia af any couniny

five times as many as in 2014 Ukrainian refugees to 321,300 ll\ T from any other country ,"'
| i _— -

Canada b .

1| e --——= Yemen

took in 20,000 resettled
refugees in 2015, surpassed e
aaily by the United States

About 2.5 million people were
newly displaced inside Yomen
during 2015 — far more than in

Mediterranean Sea / Greece. any other country T Afghanistan
S
I 1 million refugess and migrants / Globally, ooty 201,400 refugees
The United States crossed the Mediterranean Sea in S Bl bo retuim home in
. 2015, with the vast majority arriving ) 2015, including 7,300 whe went
admitied 66,500 refugees for in Greece, Al least 3,771 drowned or [ back ta Afghanistan
resettlement [ast year, G0 per went missing alang the way. - . -,
cent of the global total l
1 Somalia Myanmar
g J Venezuela After more than o decades Laast year, more refugess fram
of confiict, Somalla accounts Myanmar wers resettiad —
I : far the largest refuges crisis in 18,500 people - than from amy
. . — Africa - largest it I

Guatemala / El Salvador / Honduras Nigeriae— -~ HEM: (t the third -
Increasing violence In Guatemala, Bl Salvadaor Wizlence and human rights
and Handuras has led 1o a fivefold increase in sbuses in narthem Migaria left Sub-Saharan Africa
pending asylum cases — now 108,800 - in nearly 2.2 million peaple
Mexlco and the United States since 2012 intermally displaced at year | hosted 4.4 million refugees,

end. Qver 200,000 others RN % with Ethiapia. Kemya and

were sheltering in Cameroon, | Uganda taking In the greatest

Chad and Miger e — nurmksar

S Central African Republic. . South Sudan l Burundi “—= Australia
Colombia «
E ve decad Renewed conflict forced another produced 162,100 new Conflict in Burundi forced adrnitted 9400 resettled
VEN B R e 10 FesChae dechrles 85,000 pecple to flee o refugees omid worsening 221,600 people to flee to refugees in 2015, third after (e

of conflict, Lalomiia reparted a tots| nelghbaouring countries in 2015, conflict. more than every  nelghbouring countres in United States and Canada
of 6.9 milllon Intemally displaced bringing the total number of CAR country but Syria and 2015, more new refugees than
FEH'PE atyear end, Ellghll:.' T refucpens (o 47300 Burynei ary alhier country Bul Syria

than Syria



Informal Settlement and Slums
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Transit cities: Africa
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Source: Adapted from the 2014 Mediterranean Transit Migration (MTM) Map on Mixed Migration Routes in the
MTM Region (i-Map).




Migration routes through the Mediterranean Sea
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Enfield

Barnet

Haringes Redbridge

R ' Barking
E-Bagenham
|2 lifrgtar]

Richmond
up_m‘n'*Thames

Bramley

Kingston
upion Thames

miles

Sowree. Erharnced TE survelliarce dataset 2000
Surisee created using kernel estimaior with Thm bandwigi

29



Tuberculosis notifications - England and Wales by region

Wales

North West
West Midlands
South West
South East
Region London
Eastern

Trent

Northern & Yorkshire

(0]} 500 1000 1500 2000 2500 3000

Number of notified tuberculosis cases

Data excludes chemoprophylaxis and Port Health Authorities

RHO boundaries as at April 1999 PHls
Source: Statutory notifications to the Communicable Disease Surveillance Centre
# 2000 data provisional COMMUNICABLE DISEASE

SFURVEILLANCE CENTRE 30



History of screening



Quarantine in the Dubrovnik Republic
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The history and evolution
of immigration medical
screening for tuberculosis

Expert Rev. Anti Infect. Ther. 11(2), 137-146 (2013)

Identifying and managing TB in immigrating populations has been an important aspect of
immigration health for over a century, with the primary aim being protecting the host population
by preventing the import of communicable diseases carried by the arriving migrants. This
review describes the history and development of screening for TB and latent TB infection in the
immigration context (describing both screening strategies and diagnostic tests used over the
last century), outlining current practices and considering the future impact of new advances
in screening. The recent focus of the WHO, regarding their elimination strategy, is further
increasing the importance of diagnosing and treating latent TB infection. The last section of
this review discusses the latest public health developments in the context of TB screening in
immigrant populations.

Keyworbs: chest radiography  control  elimination ® immigrants ¢ screening * tuberculosis

The identification and management of diseases  considers the future impact of new advances
of public health importance in new arrivals is  in screening.
a relevant component of immigration health

programs [1]. These programs were originally
focused on protecting the health of the host
population by excluding the arrival of those with
communicable diseases.

Lazarettos were created in Europe since the
16th century to control prevalent epidemics

The history of immigration medical
screening

Evolving with quarantine and border health
practices, immigration medical screening was a
clinical process where new arrivals were assessed,
inspected and examined by border or quaranrine

33



Figure 1. Screening for tuberculosis, mental illness and syphilis, Ellis Island (USA), 1917. Upon arrival, migrants were asked to
climb the steep stairs carrying with them their heavy luggage. On the top of the stairs, those coughing were examined for TB, while
those smiling or looking happy were examined for mental iliness and/or syphilis (which being often localized in the brain, was clinically
diagnosed through psychiatric disturbances). The pictures were kindly provided by JP Zellweger.

34



Ere-departure med?:a ‘Evaluation on or )

yaluation after arri At the same time, the improved understanding of the factors

behind the reactivation of LT BI will allow better and more specific
m— targeting of new diagnostic methodologies. Integrating immigra-

Med'cai - tion screening with programs to specifically identify LTBI at risk

Physical examination of reactivation and coupling that with domestic short course pre-
= =

Medical history
+

Physical examination

+
Radiography

Hadioaranhy ventive therapy can be expected to be elements of widely applied
- best practices for managing TB in the foreign born in the future.
Abnormal TST/IGRA aing g

Pasts hediage There is also a growing discussion about how screening pro-
grams can benefit broader control efforts. A recent analysis sug-

Tesatment oF reofons! gested that investments in TB infrastructure within a country

to domestic TB
Poeiive  Negative control services will in the long run reduce the TB burden entering a receiving

l l country greater than il‘lll_‘erVﬁ‘HlE‘Hl’S n SCI’E&‘.IliIlg algm‘ithms [70].
Treatment Follow-up after arrival

Figure 3. Examples of national practices.

Key issues

¢ Quarantine health practices and screening aimed at identifying transmissible diseases to protect host populations started before the
18th century.

¢ As the science and understanding of TB developed, programs and practices began to focus on the identification and management of
diseases in a manner that supported organized immigration.

* While initially organized at the port of entry, screening practices were gradually integrated with predeparture investigations as
requested by legislation in force in some countries.

e Initial immigration medical screening for TB is commonly undertaken through g combination of clinical and radiological methods.

Individuals applying for permanent residence, temporary workers and long-staying visitors are often required to undergo a medical
evaluation.

¢ The possibility to identify individuals in need of further investigation through scores and thresholds tuned on the country of origin
of the migrants demonstrated significant advantages in terms of flexibility, cost and burden of medical procedures on the screened
population, while maintaining approximately the same yield in terms of infectious TB cases detected.

¢ In the perspective of eliminating TB from low incidence countries,_identification and treatment of latent infection is gaining more and

L - A A
more interest.




Screening practices for TB and LTBI



Schematic diagram of migration, factors
determining how incident active tuberculosis
occurs and methods of screening migrants

Country of origin Country of arrival Post-arrival

active TB
High TB burden Low TB burden screeni\n.g /

Prevalent active TB

|
I
Post-arrival
latent TB

screening Acti
ctive
Migration l tuberculosis
LTEI
/ reactivation

Pre-arrival \

active TB . Rn.ultl'm!‘ Community

screening identification | " L ion

and contact
tracing \

Pareek et al. BMC Medicine, 2016



S Migration experience - - - - - --—-———-----——- >

Pre-entry screening On arrival screening Post-arrival screening

Active TE and/for

i i Active TB screenin LTBI screening in
;Cﬁnﬁzwé?f at borders or : settlement country
for people who so0n after entry * Active or passive
intend to migrate * Airports sCreening
(Australia, Canada, * Receptions * Various models
United Kingdom, centres/ (primary care,
United States of holding camps antenatal services,
America) * Migrant centres identification services,

nonclinical settings)
* Contact tracing

Source: Modified from Pareelc et al,, 206 (3).



Different approaches for the migrant screening process methods

Table 3 Potential strengths and weaknesses of different migrant screening methods

Screening methodology

Screening for active tuberculosis Screening for latent tuberculosds infection

Screening tool used Chest x-ray Tuberculin skin test

Interferon gamma release assay

Scraaning location Pre-arrival Post-arrival
At arrival

Post-arrival

Strengths Able to identify active TB Identifies latent TB before reactivation occurs

Able to identify infectious individuals Can be built into community programmes

Can be integrated into imrmigration processes Targeted screening likely to be cost-effective
Weaknesses Low yields for active TB Programmatically difficult to implement

Uncertain cost-effectiveness (unless screening targeted) Numbers accepting and completing treatment may

) ) ) . be suboptirmal
Does not identify patients with latent TB who can go P

oh 1o reactivate

Table 1. Immigration medical examination options.

oredenart _ ror 1o the miarants’ denarture. Australia. Canad Pareek et al. BMC Medicine, 2016
redeparture screening rior to the migrants’ departure Australia, Canada, . .

for the destination country New Zealand and the USA Dara M et al, Expert Review Anti
Infect Therapy 2013

Immediate on-arrival screening Examination at port of entry UK and Switzerland

Postarrival screening Screening after arrival and Several European nations
transit through the port of entry and Israel



Yields for active tuberculosis from previous meta-analyses

Author Yaar Yield for acive tuberculosis (9%6)
Overall Pre-amival At/post-arrival
Klinkenberg [19] 2009 035 1.21 037
051
Arshad [18] 2010 035 - 035
Aldridge [71] 2014 0.22 022 -

Pareek et al. BMC Medicine, 2016



Yield of TB screening: Switzerland

INT J TUBERC LUNG DIS 14(11):1388-1394
©2010 The Union

Screening for tuberculosis in asylum seekers: comparison
of chest radiography with an interview-based system

S. Schneeberger Geisler,* P. Helbling,* J. P. Zellweger,t E. S. Altpeter*

*Division of Communicable Diseases, Federal Office of Public Health, Berne, tSwiss Lung Association,

Berne, Switzerland

SUMMARY

SETTING: Mandatory initial screening of asylum seek-
ers for tuberculosis (TB) in Switzerland, 2004-2005 and

radiography with an individual assessment based o

geographic origin, personal history and symptoms.

two 2-year periods.

RESULTS: The prevalence of detected TB cases was
defined as the proportion of screenees starting anti-
tuberculosis treatment for culture-confirmed pulmonary
TB within 90 days. TB prevalence was 14.3 per 10000
asylum seekers screened (31/21727) using chest radiog-
raphy and 12.4 (29/23 402) using individual assessment.
The sensitivity of radiography was 100% vs. 55% for in-
dividual assessment, but its specificity was lower (89.9%

vs. 96.0%, respectively). The higher sensitivity of radiog-
raphy meant shorter delays between screening and start
of treatment (median 6 vs. 25 days). Its lower specificity
led to a larger proportion of screences needing further in-
o .- S g P

CONCLUSION: The interview-based system initially
missed more cases, but the ultimate 90-day yield was
comparable for the two periods. The main difference is
the delay until start of treatment, which potentially 1n-
creases transmission and secondary cases. The radiograph
system was more burdensome to both the health care
system and the screenees, as more suspects required fur-
ther investigations.

KEY WORDS: tuberculosis;
asylum seekers

screening; immigrants;



Yield of screening for LTBI. Switzerland

Sarivalasis et al. BMC Infectious Diseases 2012, 12:285

http://www biomedcentral.com/1471-2334/12/285
Pl BMC

Infectious Diseases

RESEARCH ARTICLE Open Access

Factors associated with latent tuberculosis among
asylum seekers in Switzerland: a cross-sectional
study in Vaud County

Apostolos Sarivalasis', Jean - Pierre Zellweger’, Mohamed Faouz®, Oscar Daher”, Charlotte Deslarzes®
and Patrick Bodenmann'

Abstract

Background: Screening and treatment of latent tuberculosis infection (LTBI) in asylum seekers (AS) may prevent
future cases of tuberculosis. As the screening with Interferon Gamma Release Assay (IGRA) is costly, the objective
of this study was to assess which factors were associated with LTBI and to define a score allowing the selection of
AS with the highest risk of LTBI.

Methods: In across-sectional study, AS seekers recently arrived in Vaud County, after screening for tuberculosis at
the border were offered screening for LTBI with T-SPOT.TE and questionnaire on potentially risk factors. The factors
associated with LTBl were analvzed by univariate and multivariate regression.

Results@Among 393 adult AS, 98 (24.93%) had a posmve IGRA response, five of them with active tuberculosis

previou ultivariate analysis: origin, travel
conditions, marital status, cough, age and prior TB exposure, Thelr combination leads to a robust LTBI predictive
score.

Conclusions: The prevalence of LTBI and active tuberculosis in AS is high. A predictive score integrating six factors
could identify the asylum seekers with the highest risk for LTEI.

Keywords: Asylum seeker, Latent tuberculosis infection, Tuberculosis, Risk factors, Predictive score, Interferon
gamma release assay

788 Asylum Seekers

S

639 Asylum Seekers

>16 years old 5 active
TB
% ———
295 IGRA . e
i 393 agreed screening 98 IGRA Positive
Negative
75 1% [61%) (24.9%)

Conclusions

This study highlights the factors associated with LTBI
among asylum seekers entering Vaud County, Switzerland.
The observed prevalence of LTBI (24.9%) matches with
the prevalence from the literature. The prevalence of TB
prevmusly undetectecl at the border in asylum seekers w1th

LTBI identified in thls population (age, origin from FSU,
Asian and African countries, ground transportation; mar-
ried status; prior TB exposure and cough) were com-
bined to create a predictive score of LTBI for asylum
seekers which could be used at border screening. The ap-
plication of this score to an asylum seeker population
could help discriminating those most at risk for LTBI
permitting a limitation of the number of IGRA to be per-
formed in a border screening setting.
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Latent tuberculosis screening and
treatment among asylum seekers:
a mixed-methods study

Ineke Spruijt 2 Dawit Tesfay Haile?, Jeanine Suurmond?, Susan van den Hof'®,
Marga Koenders®, Peter Kouw®, Natascha van Noort?, Sophie Toumanian’,
Frank Cobelens®, Simone Goosen? and Connie Erkens'

@ERSpublications

LTBI screening and treatment among asylum seekers is feasible and effective when high quality of care
is provided, including special attention for culture-sensitive education about TB and LTBI and
collaboration with partner organisations http:/bit ly/2L{6Y11

Cite this artide as: Spruijt I, Tesfay Haile D, Suurmond ], et al Latent tuberculosis screening and
treatment among asylum seekers: a mixed-methods study. Eur Respir | 2019; 54: 1900861 [https://doi.org/
10.1183/13993003.00861-2019].

ABSTRACT

Introduction: Evidence on conditions for implementation of latent tuberculosis infection (LTBI) screening
and treatment among asylum seekers is needed to inform tuberculosis (TB) control policies. We used
mixed-methods to evaluate the implementation of an LTBI screening and treatment programme among
asylum seekers in the Netherlands.

Methods: We offered voluntary LTBI screening to asylum seekers aged >12 years living in asylum seeker
centres from countries with a TB incidence >200 per 10000 population. We calculated LTBI screening and
treatment cascade coverage, and assessed associated factors with Poisson regression using robust variance
estimators. We interviewed TB care staff (seven group interviews) and Eritrean clients (21 group and
21 individual interviews) to identify programme enhancers and barriers.

Results: We screened 719 (63% of 1136) clients for LTBL LTBI was diagnosed among 178 (25%) clients;
149 (84%) initiated LTBI treatment, of whom 129 (87%) completed treatment. In-person TB and LTBI
education, the use of professional interpreters, and collaboration with partner organisations were
enhancers for LTBI screening uptake. Demand-driven LTBI treatment support by TB nurses enhanced
treatment completion. Factors complicating LTBI screening and treatment were having to travel to public
health services, language barriers and moving from asylum seeker centres to the community during
treatment.

Conclusion: LTBI screening and treatment of asylum seekers is feasible and effective when high quality of
care is provided, induding culture-sensitive TB education throughout the care cascade. Additiona]]y,
collaboration with partner organisations, such as agencies responsible for reception and support of asylum
seekers, should be in place.
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Migrants and health



Cross-border migration and tuberculosis care: the settings

* Migrants crossing borders have health problems, which may
be pre-existing or discovered after arrival

* In case of further migration, some chronic or long-term
diseases may need a further treatment in another country

e Continuity of care needs (ideally)

* understanding the migrant’s history, needs and priorities
search for prior medical documents
addressing the legal problems with local authorities
contacts with foreign structures in charge of further treatment
comprehensive information of the migrants




Infectious diseases to consider according to country of origin

Disease Indicator Syria Afghanistan Iraq Eritrea Somalia
Diphtheria [3] | Cases reported to WHD| 0, 0, and NA 0,00 3, 4,and 5 8, 0 and NA 65, 7 and MA
in 2012, 2013, 2014
Typhoid fever | Risk of typhoid « . “ ¥ "
Cholera” Risk Mo recent Recurrent Cn-going HA Recurrent
outbreak outbreaks outbreak in outbreaks
Baghdad
Babwlon, Najaf,
Qadisiyyah, and
Muthanna,
Hepatitis A" Risk High endemicity MA High endemicity | High endemicity = High endemicity
Hepatitis E' Risk Na MA High endemicity NA High endemicity
Helmirthiasis | Risk of soil ransmitted + ++ + ++ ++

helminthiasis (ascaris,
whipworm, hookworm )

Risk of urinary ¥ Mor-endemic v B ¥
schistosomiasis country

Leishmaniasis™ | Risk of cutaneous ¥ ¥ “ ¥ ¥
leishmaniasis
Risk of visceral ¥ * ¥ ¥ o
leishmaniasis

Hepatitis B™ Prevalence of Intermediate | High prevalence: | Low prevalence: | High prevalence: | High prevalence:
chronic hepatitis B prevalence: 10.5%% 1.3% 15.5% 12.4%

5.6%
Hepatitis C** Prevalence High prevalence: | High prevalence:  High prevalence: | High prevalence: MA
3.1% 1.1% 3.2% 1%
HIV Prevalence Low MA Low Low Low
Malaria* Risk of malaria Malaria-free Risk of 2 wiax Malaria-free Risk of F. Risk o F.
== P falciparum falciparum = fElcpar
F. vivax

Measles” Incidence per 100 000 1.54 and 2.658 1.41 and 1.75 2,09 and 3.02 0.77 and 0.02 217 and 9,12
in 2013 and 2014

Polic™ Cases reported to WHD | 0, 35 and NA 46, 17, and 28 0,0,and 2 0,0,and 0 1,195 and 5
in 2012, 2013 and 2014

Tuberculosis™" | Incidence100 000 Low: 17 High: 189 Low: 25 High: 40 to 499 High: 285

Antimicrobial | Risk of camiage of A MA MNA A MA

resistance mubtidrug-resistance
Gram-negative bacteria

Rabies Risk level for humans High High High High High

contracting rabies

ECDC 2015. Infectious diseases of specific relevance to newly-arrived migrants in the EU/EEA



Differential diagnosis among newly arrivad migrants

Fewver Typhoid fever
Malaria
Louse-borne diseases
Visceral leishmaniasis
Amoebic abscess
Arboviruses

Respiratory symptoms Tuberculosis
Influenza

Gastrointestinal symptoms Chaolera
Typhoid fever
Shigellosis
Amoebic colitis
Helminthiasis: ascaris, whipworm, hookworm

Sores Scabies

Cutaneous leishmaniasis
Cutaneous diphtheria

Skin rash Measles
Rubella
Louse-borme diseases
Meningitis or other neurclogical symptoms Rabies
Invasive bacterial diseases (Nelkssarns meningitials, Haemophifus influenza
Hpe b and Streptococal preumoniad)
Polio
Dengue and other arboviruses

ECDC 2015. Infectious diseases of specific relevance to newly-arrived migrants in the EU/EEA
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Review
Multidrug-resistant tuberculosis and migration to Europe

S. Hargreaves ', K. Lonnroth %3, LB. Nellums ', L.D. Olaru *°, RR. Nathavitharana *°,
M. Norredam 7%, |.S. Friedland "~
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Fig. 1. Multi-drug-resistant tuberculosis (MDR-TB) and migration in Eurcpe. The boxes in this figure illusirate the proportion of TB cases and MDR-TB cases that occur in migrants
(blue stacks) in each country. Columns in the boxes represent the percentage of foreign-born overall, among the total TB and MDR-TB cases reported in that country. On the map, the
different shadings of the countries represent the proportions of foreign-bom individuals living in that country that are comprised by migrants. Data taken from references
[1215-21232461),

&

MDR-TB and migration in Europe
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Migration from Myanmar to Thailand
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Sein Sein Thi et al., Int J Tuberc Lung Dis. 2017



A cluster of multidrug-resistant Mycobacterium tuberculosis

@ ®

CroasMark

among patients arriving in Europe from the Horn of Africa:

a molecular epidemiological study

Timathy M Walker*, Matthias Merker®, Astrid M Knoblauch®, Peter Helbling, Otto D Schoch, Marieke | van der Werf, Katharina Kranzer,
Lena Fiebig, Stefan Krager, Walter Haas, Harald Hoffmann, Alexander Indra, Adrian Egli, Daniela M Cirillo, Jéréme Robert, Thomas R Rogers,

Ramona Groenheit, Anne T Mengshoel, Vanessa Mathys, Marjo Haanperd, Dick van Soolingen, Stefan Niemannt, Erik C Bottgert, Peter M Kellerf,
and the MDR-TE Cluster Consortiumi
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Figure 2: Timeline of patient journeys until diagnosis
The 1st of each month is shown as the country entry date. Subsequent countries visited in the same manth are
presented at 5-day intervals.

Figure 3: Reported migration routes through Italy of 29 outbreak patients with a documented migration
route, August, 2014, to February, 2017




EUROPEAN LUNG CORN
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Statement of the European Respiratory
Society and the European region of the
International Union Against Tuberculosis
and Lung Disease: call for urgent actions
to ensure access to early diagnosis and
care of tuberculosis among refugees
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ERS and the European gegion of The Union call for prioritisation of TB care, prevention
control among refugees http:/ow.ly/YYCL8

Tuberculosis (TB) is a major cause of mortality from an infectious disease, globally affecting 9.6 mill
cases, with 1.5 million deaths in 2014 [1]. In 2014, there were 273381 TB cases reported in the W.
Health Organization (WHO) European region, and an estimated 33000 deaths [2]. Vulnerable populati
(i.e. individuals affected by discrimination, hostility or economic adversity), which often include migra
and refugees, have an increased risk of suffering from TB disease [1, 3, 4]. If this is not efficiently address
the exposure of these groups to Mycobacterium tuberculosis strains may lead to a rise in the numbe:
cases of disease and related deaths, as well as contributing to a further increase in drug-resistant TB cases
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Recommendations ERS, UNION-ER (+WHO Euro)

 Refugees to benefit from End TB Strategy principles
* Improve surveillance M&E, research on TB/LTBI
 Timely screening

 Avoid stigma & steroetypes

* Universal access TB/LTBI services

* Infection control

The European Respiratory Society and the European region of the International Union Against TB and Lung
Disease urge health authorities, national and international technical agencies and civil society organisations,
as well as donor agencies, to prioritise TB care, prevention and control. They strongly recommend:
1) adapting and implementing the principles of the WHO End TB Strategy to ensure adequate prevention,
diagnosis and treatment of TB (and of LTBI in the countries where these are offered) among refugees [1, 5;
2) providing quality surveillance, monitoring and evaluation, and operational research to enhance TB
prevention, control and care among refugees; 3) ensuring timely screening for active TB among refugees
coming from middle or high TB incidence countries; 4) avoiding stigmatisation and stereotypes of both
TB-infected people and vulnerable groups; 5) promoting universal access to prevention, diagnosis and
treatment services for LTBI (in the countries where these are offered) and TB, as well as to the necessary care
of existing comorbidities [1, 5]; and 6) ensuring quality infection control, including protective measures for
staff, and providing HIV testing and counselling to detect HIV and TB/HIV co-infected individuals [18, 19].



SUMMARY OF TB AND LTBI SCREENING

£

[l Active TB and LTBI screening
[] Active TB and not systematic LTBI screening
[C] Active TB screening only

[l Not systematic active TB and LTBI screening
[C] No active TB and LTBI screening

[[] Not included or not reporting



Conclusions 1

* High response rate; TB screening considered
important public health intervention

* Country-specific algorithms (questionnaire/CXR
+bacteriology)

* Lack of analysis on yield of screening
(workload?)

* >TB <LTBI: implications for TB Elimination?

* 11/36 countries ‘equipped’ to collect info on
LTBI, but 3 do collect (Finland, Norway, UK)



Minimum package for cross border TB control and care

Eur Respir J 2012; 40: 1081-1090
DOI: 10.1183/09031936.00053012
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PERSPECTIVE

Minimum package for cross-border TB
control and care in the WHO European
region: a Wolfheze consensus statement

Masoud Dara, Pierpaolo de Colombani, Roumyana Petrova-Benedict, Rosella Centis,
Jean-Pierre Zellweger, Andreas Sandgren, Einar Heldal, Giovanni Sotgiu,

Niesje Jansen, Rankica Bahtijarevic and Giovanni Battista Migliori on behalf of the
members of the Wolfheze Transhorder Migration Task Force

ABSTRACT: The World Health Organization (WHO) European region estimates that more than
400,000 tuberculosis (TB) cases occur in Europe, a large proportion of them among migrants.

A coordinated public health mechanism to guarantee TB prevention, diagnosis, treatment and
care across borders is not in place. A consensus paper describing the minimum package of
cross-border TB control and care was prepared by a task force following a literature review, and
with input from the national TB control programme managers of the WHO European region and
the Wolfheze 2011 conference. A literature review focused on the subject of TB in migrants was
carried out, selecting documents published during the 11-yr period 2001-2011.

Several issues were identified in cross-border TB control and care, varying from the limited
access to early TB diagnosis, to the lack of continuity of care and information during migration,
and the availability of, and access to, health services in the new country.

The recommended minimum package addresses the current shortcomings and intends to
improve the situation by covering several areas: political commitment (including the implementa-
tion of a legal framework for TB cross-border collaboration), financial mechanisms and adequate
health service delivery (prevention, infection control, contact management, diagnosis and
treatment, and psychosocial support).

KEYWORDS: Control, Europe, human rights, immigration, multidrug-resistant tuberculosis,
tuberculosis
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Management, human rights and finance

Governance

Legal framework

Commitment to cross-border TB control and care
Ensure legal basis for cross-border TB control and care within
EU and non-EU, and between EU and non-EU

Funding

Ensure funding from government resources, health insurance
and/or bilateral and multilateral funding mechanisms

Service delivery

Intercountry _— - ) . . .
comespondence Create and maintain a live list of TB service providers in the region
Prevention Diagnosis and treatment of LTBI
Administrative measures,

TB infection control

environmental measures
and personal protection

Diagnosis Early diagnosis including drug-resistant TB
Treatment Prompt and effective treatment
o No deportation before the end of treatment or at least until the end
Continuity of care of intensive phase and ensuring continuation phase treatment

will be followed

Surveillance and
monitoring

Individual patient data

Effective transfer of patient’s record

Feedback to the centre sending patients

Programme performance

Relevant indicators at country and regional level
measure progress

Supportive environment

Enablers and incentives

Counselling
Psychosocial support to patients

Advocacy communication
and social mobilisation

Empower communities for providing migrant-sensitive services
Improve communication with migrant communities
Advocate for full engagement of health authorities

and stakeholders




Defining a migrant-inclusive tuberculosis
research agendato end TB

Operational and implementation research
Prevention and screening Evaluate feasibility of LTBI targeted testing and treatment algorithms on migrants at key points
along the migration pathway
Assess the use of mobile health (mHealth) and digital health technologies to support linkage to
care and treatment adherence in migrant populations
Evaluate the operational impact of LTBI screening tools (both pre- and post-arrival)

Diagnostics Evaluate specific evidence-based diagnostic guidelines in migrant populations compared to native
populations
Identify health systems and patient barriers to implementation of diagnostic testing strategies in
migrants

Treatment Establish the comparative effectiveness of treatment strategies (e.g., DOT vs. SAT)
Evaluate the impact of novel treatment regimens, including short-course treatment, in migrants
when implemented in programmatic settings

Identify core components of interventions needed to maximize treatment adherence
Pilot mechanisms to ensure that culture and drug susceptibility results are communicated to
providers treating a patient along the migration pathway

Health systems and healt Evaluate the cost and cost-effectiveness of migrant-trocused TB interventions
economics research /Anal‘fze gaps in health system access specific to documented and undocumented migrants

along the migration pathway
Establish critical components necessary for operationalizing cross-border collaborations

Social protection research Identify context-specific social and economic vulnerabilities in migrants
Identify targetable socio-economic barriers to TB care for migrants
Evaluate the effectiveness and impact of social protection strategies on reducing vulnerabilities
and improving public health and TB outcomes in migrants
Understand the contextual requirements for including migrants in social protection schemes

Identify and evaluate TB-sensitive and TB-specific interventions on migrant health
Health and human rights.@/l}ocument infringements on human rights by TB programs

Develop TB-specific interventions that support the human rights of migrants

TB = tuberculosis; LTEl = latent tuberculous infection; MDR-TB = multidrug-resistant TB; DOT = directly observed therapy; SAT =self-administered therapy.

Shete P.B et al. Int J Tuberc L Dis 2018
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ARTICLE INFO ABSTRACT

Aricle history; Bockground and aim: Screening for active and latent T8 among migrants in low TB incidence countries
Racerved 9 Janwary 2009 may constitute an important contribution to T elimination. E-DETECT TB, a European multi-county
::"'“:: ‘;l’:::;y"'; 1201 Febnsary 2019 collaboration, aims to address the present lack of evidence on effectiveness of migrant T8 screening by
(“" g okl tron, At collating data in an database and perform cross y pooled and comp analyses
. Donenaek of screening coverage, results and linkage to care,

Method: A database was established using migtant TB screening data from participating countries'
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E-DETECT TB'’s projects

Outreach for early diagnosis (work package 4): WHO recommends
systematic screening for active TB in subpopulations that have poor access to
healthcare. Romania and Bulgaria are countries in transition from a high to
intermediate incidence and are experiencing high TB rates among certain
populations. In this work package we're using a mobile diagnostic unit
equipped with digital radiography and molecular point of care tests to

improve early diagnosis in these populations.
(https://gallery.mailchimp.com/d405cdce217¢c79417c4a85931/files/7b29ec18-
23¢3-4b06-98cc-f9362a082c04/fact sheet WP4 WTBD 2019.pdf)

Migrant TB detection, prevention and treatment (work package

5): In Italy, we are actively screening new and settled migrants for active
and latent TB respectively, ensuring that those testing positive are
appropriately managed and generating the evidence to support future
European

policy (https://gallery.mailchimp.com/d405cdce217c¢79417c4a85931/files
/63b2d415-3ce0-4008-80ea-

fb707dfbfdce/fact sheet WP5 WTBD 2019.pdf.)
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Establishing a database on migrant TB screening in Europe (work

package 6): Many low-incidence EU countries have a high TB burden in
migrants from endemic countries. Migrant TB screening policies vary widely
across EU countries. This work package is establishing a multi-country
database on migrant TB screening that will be used to inform the identification
and harmonisation of cost-effective screening strategies in the EU.
(https://gallery.mailchimp.com/d405cdce217c79417c4a85931 /files/810d65f4-
45a4-49ee-84d8-f10a6d83466d/fact sheet WP6 WTBD 2019.pdf.)

Supporting national TB control programmes (work package 7): The
aim of E-DETECT TB work package 7 is to support the development of action
plans in EU/EEA member states by surveying TB control plans and strategies,
and reviewing evidence for actions to control and prevent TB. Information
from the survey and reviews will inform an expert meeting to develop a TB
Strategy toolkit.
(https://gallery.mailchimp.com/d405cdce217c79417c4a85931/files/989c1a
e6-f29e-4329-b59c-6d3504417add/Fact_sheet WP7 WTBD 2019.pdf.)

WP 7: Supporting national
TB control programmes
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Consultation with a TB Expert tbconsilium@gmail.com

The clinical service is active within the GTN “Global
TB Network” (hosted by Waidid)

- FREE COST

- Top rapid procedure (48 h)

- >40 global TB experts

- In 4 languages (ENG, RU, SPA, PORT)

- easy to use (simplified collection data form)

- new e-platform available soon (Waidid website)

- indipendent & audited technical body for
compassionate/expanded use of new drugs
(outcomes)

- CONTACT US : thconsilium@gmail.com

$2(GTbN

the Global Tb Network
fighting Tb together




Global TB Network (project on TB and migration)
* Global effort: > 3,000 HCW in all continents
 Delphi questionnaire

« Educational & research objectives

« 5languages (ENG, FRE, SPA, POR, CHIN)

GTbN

the Global Tb Network
fighting Tb together




The questionnaire

€& Migrants Delphi Survey_English

-  Easy
GLOBAL TB NETWORK PROJECT ON TB AND - ? e Short (<1O mln)
" o  To support alarge project
et |5 * Investigating prevention,
e e diagnosis and treatment
: of TB & LTBI in migrants

PART 1- GENERAL INFORMATION ABOUT -

ludes questions onthe F your setting and general expertise

oY

The link to access the Questionnaire (English version) is:
https://docs.google.com/forms/d/1YqGZR1gdr8o00ChNpk4kfS0Z111SSVzE8Bo75tisUAzE/edit

Ask Katerina Manika and Apostolos Papavasileiou to receive the link


https://docs.google.com/forms/d/1YqGZR1gdr8o0ChNpk4kfS0Zl1lSSVzE8Bo75tjsUAzE/edit

* We have discussed some of the ‘'myths’ (migrants keep increasing and
Increase TB rates; are not adherent to treatment and transmit to local
populations)

* We have briefly discussed pre- and post-entry screening options for TB and
LTBI, their yield as well as the existing policies in Europe

» Migrants have several health issues beyond TB
» Diagnosis and treatment of LTBI are the core activities for TB elimination

= Among research priorities related to treatment, continuity of care is one of the
core ones

* Free access, sensitivity of services, trans-border collaborations are some of the
Ingredients necessary to improve adherence to treatment and treatment
outcomes



Thank you! evyaplotiec!!!
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