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IN CHILDREN AND ADOLESCENTS IS HUGE AND UNRECOGNIZED
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TB deaths in 2017
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with TB each year Q TB deaths in 2017

(Dodd et al, 2014 (12))
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727 000 adolescents TB treatment with HIV
(10-19 year-olds) developed TB in 2012 (Dodd et al,, 2017 (16))
(Snow et al, 2018 (13))

Roadmap towards ending TB in children and adolescents. WHO 2th ed. Geneva, 2018.



CASE DETECTION GAP

% of TB patients that are missed in different age groups

TB reporting gap is
biggest among
younger children

40% 35%

T o
60% 65% s‘

@ TB reported <5 years 5-14 years All other ages
combined

@ TB missed (under-diagnosis
and under-reporting)

TB can be a cause or co-morbidity of
common child illnesses, especially
pneumonia and malnutrition. More specific
tests are needed to improve diagnosis.

(Oliwa et al,, 2015 (74); Patel and Detjen, 2017 (15))

Overall 55% of estimated
children with TB (0-14 years) are
not reported to national TB
programmes

Roadmap towards ending TB in children and adolescents. WHO 2th ed. Geneva, 2018.
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Massive lymphohaematogenous dissemination, embolisation to vascular beds of various organs
« Froma caseous focus in lymph node

« Erosion of a caseous lymph node into a blood vessel

« Spread from a tubercle formed in the intimaof the blood vessel

« Caseating mediastinal lymph node emptying into the thoracic duct (pulmonary MTB)

« Discharging of a caseous focus into a branch of the pulmonary artery (unilateral MTB)

« Caseating pulmonary focus emptying into pulmonary veins and systemic spread

« Discharging of caseating extrapulmonary focus into portal circulation (hepatic MTB)
Simultaneous reactivation of multiple foci

A =Host immune response A =Virulence of the organism

Sharma SK, et al. Miliary tuberculosis: new insights into an
old disease. Lancet 2005;5:415-30.
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Fig. 2. Age-related risks of TB disease after primary infection in the prechemotherapy era.®
Lifetime risk. (Adapted from Marais BJ, Gie RP, Schaaf HS, et al. The clinical epidemiology of
childhood pulmonary tuberculosis: a critical review of literature from the pre-chemotherapy
era. Int J Tuberc Lung Dis 2004;8(3):278-85.)

Thomas TA. Tuberculosis in Children. Pediatr Clin N Am 64 (2017) 893-909
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Figure 1: Schematic diagram of the effect of age on risks associated with Mycobacterium tuberculosis in high

burden settings
Graph shows the probability of infection, disease, or death.*s**

Roy RB, et al. Tuberculosis susceptibility and protection in children. Lancet Infect Dis 2018. Published Online October 12, 2018
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Symptoms?

Intrathoracic
radiographic
findings®
TST/IGRA
results

Microbiologic
results

Exposure

Dormant <-- Subclinical <-+ Nonsevere Severe

None

None

Negative

Negative

Very transient, None Mild-moderate Moderate-severe
mild, nonspecific

symptoms (may
go unrecognized)

Hilar lymph Hilar lymph nodes and Present Present
nodes may be parenchymal lesions
possible usually present
Positive Positive Usually positive Usually positive
Negative Rarely positive May be positive May be positive

Fig. 3. Spectrum of TB in children. @ Symptomatology may reflect the intense immunologic
reaction to the bacilli, rather than the bacillary burden itself. P Findings may not be present
if a child has extra-thoracic TB.

Thomas TA. Tuberculosis in Children. Pediatr Clin N Am 64 (2017) 893-909



Desinfetar com alcool pele ter¢o médio da face anterior do antebrago esquerdo

~

Usar seringa descartavel de 1mL (graduada em centésimos de mL), com

agulha de calibre 26 e 10 mm comprimento

Administragéo intradérmica de 0,1 mL de
tuberculina purificada (PPD RT 23) no ter¢o
médio do antebraco esquerdo

Papula de cerca de 5 mm de bordos bem delimitados que desaparece em 10-15 minutos

Figura 2. Técnica de realizacdo do teste tuberculinico.

Consenso sobre a abordagem da crianga exposta a doente com tuberculose. Grupo de trabalho da SPP e SPP. Acta Pediatr Port 2014;45:242-251
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= =
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by density centrifugation
ELISpot
(T-SPOT®.TB)
=

Measure amount of IFNy
in supernatant by ELISA

Supernatant Labelled
detection antibody

Y Y

ELISA plate coated
with capture antibody

Stimulate PBMCs Count spots of plate-bound
with M.tb. protein IFN-y (= IFN-y-secreting cells)

T cell IFN-y Spot
Yo 1r%:g’,

Rty

Remove
cells

Tissue culture plate
coated with anti-IFN-y

a | Mycobacterium tuberculosis IFN-y-release assay. In the ELISA method (marketed as QuantiFERON®-TB Gold In-Tube Test; Quest Diagnostics, USA), whole
blood is stimulated with M. tuberculosis proteins, and the amount of IFN-y secreted into the supernatant is quantified by ELISA.22 In the ELISPOT method
(marketed as T-SPOT.TB; Oxford Immunotec, UK),228PBMCs are prepared by density gradient centrifugation. A defined number of cells is then stimulated

with M. tuberculosis protein for 24 h on plates coated with anti-IFN-y antibodies. Antigen-responsive cells secrete IFN-y, which binds to these antibodies and
is, after removal of the cells, subsequently detected by a second labelled anti-IFN-y antibody. The number of spots on the plate corresponds to the number of

IFN-y* cells in the sample.

Ermann, J. et al. Immune cell profiling to guide therapeutic decisions in rheumatic diseases. Nat. Rev. Rheumatol. doi:10.1038/nrrheum.2015.71


https://www.nature.com/articles/nrrheum.2015.71#ref69
https://www.nature.com/articles/nrrheum.2015.71#ref68

FIGURE 11 An algorithm for the use of the TST and IGRAs in children. Entry into the
algorithm assumes that the child has at least 1 risk factor for TB infection. Note: many
experts use age =2 years as the starting point. Reprinted from reference 10/, with per-
mission from the American Academy of Pediatrics Committee on Infectious Diseases.
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Fig. 2 Pooled cumulative incidence ratios for IGRAs versus TST in children, immunocompromised and recently arrivals. a Pooled cumulative
incidence ratio of QFT-GIT versus TST (5 mm) for a child population. b Forest plot of cumulative incidence ratio of QFT-GIT versus TST (10 mm)
for a child population. ¢ Pooled cumulative incidence ratio of T-SPOT.TB versus TST (10 mm) for an immunocompromised population. d Forest
plot of cumulative incidence ratio of QFT-GIT versus TST (15 mm) for a recent arrival population

Auguste et al. Comparing interferon-gamma release assays with tuberculin skin test for identifying latent tuberculosis infection
that progresses to active tuberculosis: systematic review and meta-analysis. BMC Infectious Diseases (2017) 17:200



Table 5 Diagnostic data and concordance values of the 8 studies that used both the TST and IGRA in immigrants

References IGRA plattorm  Number of TST IGRA Concordance (k)

included " " " "

participants Tcsltl.ng Tcstu.lg Tcsltl.ng Tcatu.lg

positive (%) negative (%) positive (%) negative (%)
Orlando et al. |66] QFT-GIT 399 TST, 407 (45 %) 492 (55 %) 337 (30 %) 778 (70 %) Data not provided
1,115 IGRA

Saracino et al. [67] QFT-GIT 279 12 (26 %) 207 (74 %) 107 (38 %) 172 (62 %) Fair (0.346)
Baker et al. [68] QFT-GIT 195 108 (55 %) 87 (45 %) 105 (54 %) 90 (46 %) Moderate (0.555)
Weinfurter et al. [69] QFT-GIT 594 271 (46 %) 323 (54 %) 171 (29 %) 423 (71 %) Moderate (0.461)
Pottumarthy et al. [70] QFT 237 86 (36 %) 151 (64 %) 71 (30 %) 166 (70 %) Moderate (0.554)
Carvalho et al. [71] QFT-G 100 44 (44 %) 56 (56 %) 15 (15 %) 85 (85 %) Fair (0.367)
Winje et al. [72] QFT-GIT 912 311 (34 %) 601 (66 %) 264 (29 %) 648 (71 %) Moderate (0.506)

Painter et al. [73] QFT-GIT 479 236 (49 %) 243 (51 %) 161 (34 %) 318 (66 %) Fair (0.316)

TST Tuberculin Skin Test, QFT QuantiFERON, OFT-G QuantiFERON-Gold, OFT-GIT QuantiFERON-Gold-In-Tube

Campbell JR, et al. A Systematic Review on TST and IGRA Tests Used for Diagnosis of LTBI in Immigrants. Mol Diagn Ther DOI 10.1007/540291-014-0125-0
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Gudjénsddttir MJ, et al. Relation between BCG vaccine scar and an interferon-gamma release assay in immigrant
children with “positive” tuberculin skin test (210 mm). BMC Infectious Diseases 2016;16:540



Table 2. Results of QuantiFERON-TB gold in-Tube and T-SPOT.TB assays in each diagnostic category.

QuantiFERON-TB gold In-Tube T-SPOT.TB
Positive Negative Indeterminate Positive Negative Indeterminate
All patients (n=100) Latent TB (n=238) 18 (47%) 20 (53%) (0) 15 (39%) 19 (50%) 4 (10%)"
TB disease (n=9) 8 (89%) 1 (11%) 0 9 (100%) 0 0
Uninfected (n=49) 2 (4%) 44 (90%) 3 (6%)" 1 (2%) 38 (78%) 10 (20%)*
No TST result (n=4) 1 (25%) 3 (75%) 0 0 4 (100%) 0
Patients with TB contact (n=44) Latent TB (n=22) 13 (59%) 9 (41%) 0 10 (46%) 10 (46%) 2 (9%) ®
TB disease (n=9) 8 (89%) 1 (11%) 0 9 (100%) 0 0
Uninfected (n=11) 1 (9%) 8 (73%) 2 (18%) ' 1 (9%) 5 (45%) 5 (45%) "
No TST result (n=2) 1 (50%) 1 (50%) 0 0 2 (100%) 0

3 inadequate PBMC; 1 cross contamination.
1 high nil control; 2 inadequate mitogen control.

3 high nil control; 4 inadequate PBMC; 2 technical; 1 cross contamination.

5 inadequate PBMC; 1 cross contamination.

'1 inadequate mitogen control; 1 high nil control.
'3 inadequate PBMC; 1 technical; 1 high nil control.
doi:10.1371/journal.pane.0002624.t002

Connell TG, et al. A Three-Way Comparison of Tuberculin Skin Testing, QuantiFERON-TB Gold and TSPOT.TB in Children. PLoS ONE 2008;3(7): e2624.




Table 3. Comparison of the results of QuantiFERON-TB gold in-Tube and T-SPOT.TB assays.

QuantiFERON-TB gold In-Tube

Positive Negative Indeterminate
T-SPOT.TB All patients (n=100)* Positive 22 (22%) 2 (2%) 1 (1%)
Negative 4 (4%)* 56 (55%)* 1 (1%)
Indeterminate 3 (3%) 10 (10%) 1 (1%)
Patients with latent TB infection (n=38) Positive 14 (37%) 1 (3%) 0
Negative 2 (5%) 17 (45%) 0
Indeterminate 2 (5%) 2 (5%) 0

“Includes children where TST result was unavailable.

K (95% Cl) for agreement between T-SPOT.TB and QuantiFERON-TB gold In-Tube in all patients was 0.83 (0.65-0.91) and in patients with latent TB infection was 0.82
(0.54-0.92).

doi:10.1371/journal.pone.0002624.t003

Connell TG, et al. A Three-Way Comparison of Tuberculin Skin Testing, QuantiFERON-TB Gold and TSPOT.TB in Children. PLoS ONE 2008;3(7): e2624.
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Laurenti P, et al. Performance of interferon-y release assays in the diagnosis of confirmed active tuberculosis
in immunocompetent children: a new systematic review and meta-analysis. BMC Infectious Diseases (2016) 16:131
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Fan L, et al. Interferon-gamma release assays for the diagnosis of extrapulmonary tuberculosis: a systematic review and meta-analysis. FEMS Immunol Med Microbiol 65 (2012) 456-466



Table 4

Specifications for collecting biological samples for diagnosing tuberculosis (TB)

Material

Requirements

Instructions

Unsuitable samples

Gastric aspirate
Sputum
Induced sputum
Broncholavage

Cavitary tluids
Cerebrospinal fluid

Bioptic samples

Pus

Urine

Feces

At least 5 mL collected m the moming after
at least an 8-h fast on 3 consecutive days

At least 5 mL of deep sputum collected in
the moming on 3 consecutive days

At least 5 mL collected in the moming on
3 consecutive days

At least 3 mL

10—15 mL in a test tube with trisodium citrate
At least 2 mL

At least 1 g of tissue

The maximum possible amount collected
by means of a syringe and transferred into
a sterile test tube

At least 40 mL of the first moming urine

Atleast 1 g

Neutralisation with 100 mg of
sodium bicarbonate

Rinse the oral cavity with water
before collecting the sample

Delivery of hypertonic saline by
nebulizer

Disinfection and sterilization of the
bronchoscope

Not useful for a diagnosis of intestinal TB

Saliva, pooled samples

Samples in formalin (although a
molecular search is possible)

Swabs with transport medium

24-h urine

Chiappini E, et al. Recommendations for the diagnosis of pediatric tuberculosis. Eur J Clin Microbiol Infect Dis (2016) 35:1-18
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Fig. 4 Forest plots of smear positivity percentage among (a) younger children (ages 0-4 years) and (b) older children (ages 5-14 years)
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Kunkel et al. Smear positivity in paediatric and adult tuberculosis: systematic review and meta-analysis. BMC Infectious Diseases (2016) 16:282
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Figure 2. Sensitivity and specificity of Xpert against culture reference standard by study and

specimen type

TP=true positive. FP=false positive. FN=talse negative. TN=true negative. *Walters E.

Detjen, AK, et al. Xpert MTB/RIF assay for the
diagnosis of pulmonary tuberculosis in

children: a systematic review and meta-analysis.
Lancet Respir Med. 2015 June ; 3(6): 451-461.



302 children enrolled 22 (7.3%) children excluded:

e 17 gave no/insufficient
stool;

* 3 had stool collected >7
days after the first
respiratory specimen;

v * 2 children excluded as no

280 (92.7%) children intrathoracic TB (only

included in the analysis extrathoracic)

I !

A4

14 (5%) children stool 265 (94.6%) children 1 (0.4%) child stool Xpert non-
Xpert positive* stool Xpert negative** determinate®

* 11 confirmed TBS® * 12 confirmed TB%* * unlikely TB

* 2unconfirmed TB * 120 unconfirmed TB

* 1unlikely TB * 133 unlikely TB

e 14 (100%) treated for TB * 80(30.2%) treated for TB * Not treated for TB

» 185 (69.8%) not treated

FIG 2 STARD cohort flow diagram, illustrating stool culture results by consensus case definition (13).

Walters E, et al. Molecular detection of Mycobacterium tuberculosis from stools in young children by use of a
novel centrifugation-free processing method. J Clin Microbiol 2018;56:e00781-18.



Table 3:

Comparison of efficacy of 6-month isoniazid with other regimens for the development
of incident TB and hepatotoxicity

Comparator Intervention Development of incident TB Hepatotoxicity

OR (95% Cl)  Qualityof OR (95% Cl)  Quality of

evidence evidence

|soniazid Rifampicin 3-4 months  0.78 (0.41-1.46)  Moderate  0.03 (0.00-0.48) Low
6-month
|soniazid Rifampicin and 0.89 (0.65-1.23) Low 0.89 (0.52-1.55) Very low
6-month isoniazid 3—-4 months
Isoniazid 3-month weekly 1.09 (0.60-1.99) Low 1.00 (0.50-1.99) Low
6-month rifapentine plus

isoniazid*
Isoniazid 3-month weekly 0.44 (0.18-1.07) Low 0.16 (0.10-0.27)  Moderate
9-month rifapentine plus

isoniazid

*exclusively among people living with HIV.

Guidelines on the management of latent tuberculosis Infection. WHO. Geneva, 2015.



Recommended drug dosage

Daily Isoniazid alone for
6 or 9 months

Daily Rifampicin alone
for 3-4 months

Daily isoniazid plus
rifampicin for 3-4
months

Weekly rifapentine plus
isoniazid for 3 months
(12 doses)

Adults = 5 mg/kg
Children = 10 mg/kg

Adults= 10 mg/kg
Children = 10 mg/kg

Isoniazid

Adults = 5 mg/kg

Children = 10 mg/kg
Rifampicin

Adults and children = 10 mg/kg
Adults and Children
Isoniazid: 15 mg/kg
Rifapentine (by body weight):
10.0-14.0 kg = 300 mg
14.1-25.0 kg = 450 mg
25.1-32.0 kg = 600 mg
32.1-49.9 kg = 750 mg
=50.0 kg = 900 mg

300 mg

600 mg

Isoniazid = 300 mg
Rifampicin= 600 mg

Isoniazid = 900 mg
Rifapentine = 900 mg

Guidelines on the management of latent tuberculosis
Infection. WHO. Geneva, 2015.



Table 3. Recommended daily doses of first-line anti-TB drugs for children

s ooy Maxiou dos
|soniazid 10 (7-15)? 300
Rifampicin 15 (10-20) 600
Pyrazinamide 35 (30-40) -
Ethambutol 20 (15-25) -

2 The higher end of the range for isoniazid dose applies to younger children; as the children grow older the
lower end of the dosing range becomes more appropriate.

Guidance for national tuberculosis programes on the management of tuberculosis in children. WHO, 2th ed. Geneva, 2014.



Table 4. Recommended treatment regimens for new cases of TB in children

TB diagnostic category Anti-TB drug regimens?

Intensive Continuation
phase phase

Low HIV prevalence (and HIV-negative children) and low isoniazid resistance settings”

Smear-negative pulmonary TB
Intrathoracic lymph node TB 2HRZ 4HR

Tuberculous peripheral lymphadenitis

Extensive pulmonary disease

Smear-positive pulmonary TB

Severe forms of extrapulmonary TB (other than tuberculous
meningitis/osteoarticular TB)

High HIV prevalence or high isoniazid resistance or both®
Smear-positive PTB

Smear-negative PTB with or without extensive parenchymal
disease 2HRZE 4HR

All forms of EPTB except tuberculous meningitis and

osteoarticular TB

All regions

Tuberculous meningitis and osteoarticular TB 2HRZE* 10HR

MDR_TB ______________________________________________________________________________________________________________________________________________________________________________________ |nd|v|dua||zedreg|men5 ____________________ Guidance for national tuberculosis prografn?s
on the management of tuberculosis in

Chapter 7 children. WHO, 2th ed. Geneva, 2014.




1.6. The use of adjuvant steroids in the treatment of extrapulmonary TB disease
4 N\

Recommendation

1.6.1. In patients with tuberculous meningitis, an initial adjuvant corticosteroid
therapy with dexamethasone or prednisolone tapered over 6-8 weeks should
be used (Strong recommendation, moderate certainty in the evidence).

1.6.2. In patients with tuberculous pericarditis, an initial adjuvant corticosteroid

therapy may be used (Conditional recommendation, very low certainty in

N the evidence). P

Guidelines for treatment of drug-susceptible tuberculosis and patient care 2017 UPDATE. WHO. Geneva, 2017



Table 6. Medicines recommended for the treatment of RR-TB and MDR-TB?

Group A. Fluoroquinolones® Levofloxacin Lfx
Moxifloxacin Mfx
Gatifloxacin Gfx
Group B. Second-line injectable agents Amikacin Am
Capreomycin Cm
Kanamycin Km
(Streptomycin)® (S)
Group C. Other core second-line agents® Ethionamide / prothionamide Eto / Pto
Cycloserine / terizidone Cs/ Trd
Linezolid Lzd
Clofazimine Cfz
Group D. Add-on agents D1 Pyrazinamide Z
(not part of the core MDR-TB regimen) Ethambutol E
High-dose isoniazid H"
D2 Bedaquiline Bdqg
Delamanid DIm
D3 p-aminosalicylic acid PAS
Imipenem—cilastatin® Ipm
Meropenem® Mpm
Amoxicillin-clavulanate® Amx-Clv
(Thioacetazone)® (T)

WHO treatment guidelines for drug-resistant
tuberculosis, 2016 update. October 2016
revision. WHO. Geneva, 2017



Table 9. Summary of drug groups used to treat drug-resistant TB (4, 70)

Maximum adult Daily paediatric

dose in mg/kg

Drug group Drug name Daily adult

dose in mg/kg daily dose (mg)

Group 1: first-line oral
drugs®

Group 2: injectable
agents®

Aminoglycosides

Cyclic polypeptide

Group 3:
fluoroquinolones

Group 4: second-line
oral drugs?®

Group 5: third-line
drugs of unclear
efficacy (not
recommended by
WHO for routine use
in MDR-TB patients)

Ethambutol

Pyrazinamide

Amikacin
Kanamycin

Capreomycin

Ofloxacin
Levofloxacin
Moxifloxacin

Ethionamide (or
prothionamide)
Cycloserine (or
terizidone)
p-aminosalicylic acid®
(PAS; 4-g sachets)
High-dose Isoniazid ¢
Linezolid"

Amoxicillin/
clavulanate

Clarithromycin
Thioacetazone'
Imipenem/cilastatin
Clofazimine

20-25
30-40

15-20
156-20

16-20
15-20

7.5-10
7.5-10

15-20
10-20

150

15-20
10-12, 2x daily

15 amoxicillin
3x daily

7.5-15, 2x dally
3-4
(only V)
3-5

2 000
2 000

1000
1000

1000

800
750
400

1000
1000

12 000

400
300, 1x/2x daily

500, 2x daily
150

300

(max. dose in mg)®

15

15-22.5 (1000)
15-30 (1000)

15-30 (1000)
15-20 (800) 2x daily

7.5-10 (750)
7.5-10 (400)

15-20 (1000) 2x daily

10-20 (1000) 1x/2x
daily

150 (12 000) 2x/3x
daily

Guidance for national tuberculosis programes on the management
of tuberculosis in children. WHO, 2th ed. Geneva, 2014.
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Figure 2. Change in QFT from the start to the end of treatment of active TB (top panel) and LTBI (middle panel) and overall results for active and LTBI (lower panel). These graphs
only include patients with an initially positive QFT. Dark grey indicates persistently positive QFT. Light grey indicates conversion to a negative QFT.

Clifford V, et al. Interferon gamma release assays for monitoring the response to treatment for tuberculosis: A systematic review. Tuberculosis 2015;95:639e650
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|dentificacao dos |dentificacao de

Rastreio de

casos de doenca casos com
_ contactos , N
ativa infecao latente

Figura 1. Controlo da tuberculose e transmiss3o da doenca.

Consenso sobre a abordagem da crianga exposta a doente com tuberculose. Grupo de trabalho da SPP e SPP. Acta Pediatr Port 2014;45:242-251



Tabela 1. Determinacao do inicio e duragao do periodo provavel de infecciosidade em casos de tuberculose pulmonar,

de acordo com as caracteristicas do caso

Presenga de sintomas Laboratério Radiologia Periodo de infecciosidade

Trés meses antes do inicio de
sintomas ou antes do primeiro

Sim Exame direto positivo Qualquer _
. - achado consistente com a doenca
(por exemplo: alteracdo radioldgica)
_ _ _ L. Trés meses antes da suspeita de
Sim Exame direto negativo Sem cavitagao
tuberculose
- Exame direto negativo . Quatro semanas antes da suspeita
Nao Sem cavitagao

Exame cultural positivo de tuberculose

Consenso sobre a abordagem da crianga exposta a doente com tuberculose. Grupo de trabalho da SPP e SPP. Acta Pediatr Port 2014;45:242-251



Contacto com caso de TP

Exclus&o de doenca ativa

Infecéo latente por Mt

Quimioprofilaxia |

Elegivel para tratamento

Repetir teste tuberculinico as 8-12 semanas

Contacto com caso de TP

Infecéo latente por Mt

| Quimioprofilaxia |

Teste tuberculinico ! Excluséo de doenca ativa
| Teste tuberculinico
<10 mm 210 mm
| <5 mm | =5 mm
IGRA |

| Infecéo IGRA

| | Infecdo
Positivo Negativo l I
Elegivel para tratamento Positivo Negalivo

| Elegivel para tratamento

Elegivel para tratamento

| Repetir teste tuberculinico as 8-12 semanas |

Positivo

=10 mm <10 mm
1
| IGRA
Infeg&o latente por Mt |
| ] | Infecéio latente por Mt | I
Positivo Negativo | :
Negativo

Elegivel para tratamento

Elegivel para tratamento

Infecdo latente por Mt Suspende quimioprofilaxia

Suspende quimioprofilaxia

| Infecdo latente por Mt |

Elegivel para tratamento

Elegivel para tratamento

Figura 5. Abordagem da crianga imunodeprimida ou com idade igual ou inferior a 5 anos e sem BCG, e com contacto com tuberculose. Em
caso de indisponibilidade de IGRA, a deciso clinica deve basear-se no valor do teste tuberculinico.

Figura 3. Abordagem da crianca com idade igual ou inferior a 5 anos e contacto com tuberculose. Em caso de indisponibilidade de IGRA, a
decis#o clinica deve basear-se no valor do teste tuberculinico.

Consenso sobre a abordagem da crianga exposta a doente com tuberculose. Grupo de trabalho da SPP e SPP. Acta Pediatr Port 2014;45:242-251



( | Age of child |

’ Cultural and social practices and health-seeking behaviours |

[ Infectiousness of source case, intensity of interaction, duration of interaction

| Mycobacterial strain genotype |

< | Host genotype |

| Tobacco or solid fuel smoke, poor ventilation |

l Tuberculosis prevalence in community | | Malnutrition |

Host, mycobacterial, and societal factors

| HIV co-infection |

| Poverty |

Exposure Infection Sub-clinical disease Pulmonary disease Severe disease

BCG vaccine | BCG vaccine

| Contact tracing

Interventions

[ Preventive therapy for children under 5 with exposure and children with infection ] | Treatment of tuberculosis disease |

I ART for HIV-infected children + prolonged co-trimoxazole prophylaxis

Figure 3: Schematic representation of risk factors and protective interventions in paediatric interactions with Mycobacterium tuberculosis
Red background denotes risk factors, green background denotes protective factors, and orange denotes factors that can be either protective or increase risk.
ART=antiretroviral therapy.

Roy RB, et al. Tuberculosis susceptibility and protection in children. Lancet Infect Dis 2018. Published Online October 12, 2018



Mensagens

O diagnostico de TB na crianca pode ser apenas presuntivo

* Nao ha dados suficientes para afirmar qual o melhor teste de rastreio da infecao latente

O tratamento da TB sensivel aos antituberculosos esta padronizado
O tratamento da MDR-TB € individualizado

O controlo da TB em paises de baixa incidéncia implica:

» diagnodstico e tratamento atempado e adequado de casos de doenca e infecao latente

* rastreio ativo de contactos de doentes baciliferos e quimioprofilaxia






Abubakar |, et al. Prognostic value of interferon-y release assays and tuberculin skin test in predicting the
development of active tuberculosis (UK PREDICT TB): a prospective cohort study. Lancet Infect Dis 2018; 8:1077-87

Findings: Between May 4, 2010, and June 1, 2015, 10 045 people were recruited, of whom 9610 were eligible for inclusion.
Of this cohort, 4861 (50-6%) were contacts and 4749 (49-4%) were migrants. Participants were followed up for a median of
2-9 years (range 21 days to 5-9 years). 97 (1:0%) of 9610 participants developed active tuberculosis (77 [1:2%] of 6380 with
results for all three tests). In all tests, annual incidence of tuberculosis was very low in those who tested negatively (ranging
from 1-2 per 1000 person-years, 95% Cl 0-6—2-0 for TST-5 to 1:9 per 1000 person-years, 95% Cl 1:3—-2-7, for QuantiFERON-TB
Gold In-Tube). Annual incidence in participants who tested positively were highest for T-SPOT.TB (13-2 per 1000 person-
years, 95% Cl 9:9-17-4), TST-15 (11-1 per 1000 person-years, 8:3—14-6), and QuantiFERON-TB Gold In-Tube (10-1 per 1000
person-years, 7-4—-13-4). Positive results for these tests were significantly better predictors of progression than TST-10 and
TST-5 (eg, ratio of test positivity rates in those progressing to tuberculosis compared with those not progressing T-SPOT.TB vs
TST-5:1-99, 95% Cl 1-:68—2-34; p<0-0001). However, TST-5 identified a higher proportion of participants who progressed to
active tuberculosis (64 [83%] of 77 tested) than all other tests and TST thresholds (<75%).



Table 3
Strategies to prevent multidrug/extensively drug-resistant tuberculosis (M/XDR-TB)
within the End TB Strategy framework

Pillar M/XDR-TB prevention strategies
1. Integrated patient-centred e Early diagnosis with universal drug
care and prevention susceptibility testing

e Screening of close contacts

e Preventive therapy for infected high-risk
contacts

e Early and effective therapy for drug-
resistant disease

2. Bold policies and o Effective infection control policies; scale-
supportive systems up of implementation

e Optimized MDR/XDR-TB treatment
models, including decentralized support
systems and social protection

e Active case finding in high-risk

populations
3. Intensified research e Overcome local barriers to improve
and innovation infection control
e Identify optimal preventive therapy
strategies

e Expedite the diagnosis ofdmg-resllzs%rgjl’Bet él' Preventing "che spread of mu
e Improve treatment outcomelubggylosis and protecting contacts of in

duration treatment with minimaMicrobiol Infect 2017;23:147
adverse effects




