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R I S 720 Mt %iﬁgz;ff;
EES 30-40% 10-20%
21, <2F 10-20% 2-5%
22%F. <5F 95% 5% <0.5%
5~10%F 98% 2% <0.5%
1043+ 80-90% 10-20% <0.5%

Marais BJ et al. :The natural history of disease of childhood intra-thoracic tuberculosis: a critical review of the pre-chemotherapy literature. IntJ Tuberc Lung Dis 8;392-402:2004
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The risk of tuberculosis in children after close exposure: a T ®
systematic review and individual-participant meta-analysis
Leanardo Martingz, Ofivia Coras, C Radert Horsburgh, foson R Andrews: Pegiatric TE Cantact Studies Consartivm®

Summary

Background Tens of millions of children are exposed to Mycobacterium tuberculosis globally every vear; however, there  Lancet 2020; 395 973-84

are no conlemporary estimates of the risk of developing luberculosis in exposed children. The effectiveness ol contacl 5o commant page 524
investigations and preventive therapy remains poorly understood.
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The risk of tuberculosis in children after close exposure: a

systematic review and individual-participant meta-analysis
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The risk of tuberculosis in children after close exposure: a " ®
systematic review and individual-participant meta-analysis .

Legnarda Maortinez, Ofivia Cords, T Robert Horshurgh, Jason R Andrews, Pediatric T8 Contact Studies Consartium®

Lancet 2020; 395: 973-84
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Prevalent Incident tuberculosis  All tuberculosis®
tuberculosis adjusted  adjusted HR (95% CI)  adjusted OR
OR (95% Cl) (95% Cl)
Preventive drug therapy regiment |
All children 0:37 (0-30-0-47)
TST positive or IGRA positive 0-15 (0-11-0-20)
TST positive or IGRA positive, 0-09 (0:05-0-15)
propensity score matched§
TST negative and/or IGRA 0-65 (0:40-1.06)
negative ¥
TST negative and/or IGRA 0-66 (0:40-1-10)
negative, propensity score
matched?, €
BCG vaccination
G-18 years of age 0-96(0-70-1-31) 0-91(0-70-1-18) 090 (0-73-110)
<5 years of age 0-62 (0-45-0-85) 071 (0-46-1.08) 0-64 (0-50-0-84) |
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Identifying Predictors of Interferon-y Release Assay
Results in Pediatric Latent Tuberculosis: A Protective
Role of Bacillus Calmette-Guérin?

A pTB-NET Collaborative Study

Robindra Basu Roy!, Giovanni Sotgiu?, Neus Altet-Gomez?, Maria Tsolia%, Ezia Ruga®,
Svetlana Velizarova®, and Beate Kampmann'

! Departmenp—-=
Departmen

sl OR, 0.41 [P < 0.001]; T-SPOT.TB: OR, 0.41 [P < 0.001]). Young 8384
age was a predictor of indeterminate IFN-y release assay results,

S5FUUTO/NETE. ENUULEOFEHROD/NBCEH LT, BRIC [#IE

A8]  (=Mitogen®IBUTXT T DRICHEMMELY) FIHZ0N

—>5F DU R/ \NE T It RZEILE NIV Es, BRERR
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| BZErcERVEREEZERIND

o T . S N —

Indeterminate, no. (%) 20 (1.8) 3/96 (3.1) 8/206 (3.9) 9/791 (1.1)
T-SPOT.TB, n = 382

Positive, no. (%) 145 (37.9) 9/36 (25.0) 19/73 (26.0) 117/273 (42.9)

Negative, no. (%) 231 (60.5) 26/36 (72.2) 51/73 (69.9) 154/273 (56.4)

Indeterminate, no. (%) 6 (1.6) 1/36 (2.8) 3/73 (4.1) 2/273 (0.7)
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Performance of interferon-y release assays @ /ITA N RERS LIS EAREUE

in the diagnosis of confirmed active Systematic Review
tuberculosis in immunocompetent children:

a New systematlc review and mEta-analySIS Auguste et al. BMC Infectious Diseases 2017;17:200

Patrizia Laurenti, Matteo R;moni., Chiara de Waure, Marta Marino, Walter Ricciardi and Gianfranco Damiani
Sensitivity  (95% Cl) Specificity (95% Cl)
TST 0.88 (0.79-0.94) 0.86 (0.84-0.89)
QFT 0.90 (0.80-0.96) 0.95 (0.94-0.97)
T-SPOT 0.89 (0.80-0.94) 0.97 (0.94-0.98)
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Interferon-y Release Assay

Performance for Tuberculosis

PEDIATRICS Volume 141, number 6, June 2018-:e20173918

7Y T A )L=77M T2010~2015F (CEFF =N/

in Childhood 187 LU F OB RIETR I E I RIC T OREE
s e S o B COT BT (YR EBHE)
IGRA TST
5~18%F 96% (66/69) 83% (57/69) p=0.01
2~4ZF 91% (10/11) 91% (10/11) P>0.99
<2%F 80% (12/15) 87% (12/15) P>0.99
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Prevalence rate ratio 9.23 (95%¢CI 2.87-29.8)
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Evaluating UK National Guidance for Screening of Children
for Tuberculosis
A Prospective Multicenter Study

Beate Kampmann'+?, James A. Seddon’, James Paton®, Zohreh Nademi*®, Denis Keane', Bhanu Williams®,
Amanda Williams®, Sue Liebeschutz’, Anna Riddell®, Jolanta Bernatoniene®, Sanjay Patel'®, Nuria Martinez'", . .
Paddy McMaster'2, Robindra Basu-Roy', and Steven B. Welch'® AJRCCM.2018 / 197 1 1058-1064
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Interferon-y Release Assays in Children @BEmEBAEEEZREROURIEETS
<15 Years of Age 1SRRG (SHEILEHITIBAE 2 &)

by % =
Amina Ahmed, MD,? Pei-Jean |. Feng, MPH® James T. Gaensbauer, MD, MScPH° Randall R. Reves, MD, MSc,* %s(j C‘:_ bj:‘
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PEDIATRICS. 2020 ; 145 : e20191930

FPER 1 20129F9H ~2016F 48 ([CHRAMNR E IR Ic15mAkimdD/\ e 359341
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TST QFT-GIT T-SPOT
RBE (FERERM) 50% 75% 50%
BRE (BBERM) 73.4% (95%¢171.9-74.8) 90.1% (95%c189.1-91.1) 92.9% (95%c192.0-93.7)
PRI chER 0.2 (95%ci0.1-0.8) 0.9 (95%C10.3-2.5) 0.8 (95%C10.2-2.9)
PEMERY PR 99.9 (95%CI 99.7-100) 100 (95%CI 99.8-100) 99.9 (95%CI 99.8-100)
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Clinical syndromes of intra-thoracic tuberculosis in children
Perez-Velez CM,et al. Tuberculosis in children. N Engl J Med 2012 ;367:348-61
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PICO Question 21—Treatment of Contacts Exposed to MDR-TB: Should contacts
exposed to an infectious patient with MDR-TB be offered LTBI treatment versus

followed with observation alone? FQEEH

Recommendation 21: For contacts with presumed MDR LTBI due to exposure to an 35? LS _

infectious patient with MDR-TB, we suggest offering treatment for LTBI (conditional REMZHI DB D15
recommendation, very low certainty in the evidence). We suggest 6 to 12 months of (BU. pzAZRR<) &t UTZ27|
treatment with a later-generation fluoroquinolone alone or with a second drug, on the MDe~12 I FHiafE 7z LR

basis of drug susceptibility of the source-case M. tuberculosis isolate. On the basis of
evidence of increased toxicity, adverse events, and discontinuations, pyrazinamide
should not be routinely used as the second drug.

MDR-LTBI regimens. Finally, children are INE TR CE S U R TES AT &

at high risk for developing MDR-TB if sy = Sqema o) [CH U TRV EBEET S,
infected with MDR LTBI and generally DA~

experience fewer adverse effects than adults.
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Adverse events

Adverse events caused by ant-TB drugs are much less common in children than in adults. The most
important adverse event is the development of hepatotoxicity, which can be caused by isoniazid,
rifampicin or pyrazinamide. Serum liver enzyme levels should not be monitored routinely, as
asymptomatic mild elevation of serum liver enzymes (less than five times the normal values) is not an
indication to stop treatment. However, the occurrence of liver tenderness, hepatomegaly or jaundice
should lead to investigation of serum liver enzyme levels and the immediate stopping of all potentially
hepatotoxic drugs. Patients should be screened for other causes of hepatitis, and no attempt should
be made to reintroduce these drugs until liver functions have normalized. An expert (experienced in
managing drug-induced hepatotoxicity) should be involved in the further management of such cases.
If treatment for TB needs to be continued for severe forms of TB, nonhepatotoxic anti-TB drugs
should be introduced (e.g. ethambutol, an aminoglycoside and a fluoroquinolone).

Isoniazid may cause symptomatic pyridoxine deficiency, particularly in severely malnourished children
and HIV-infected children on highly active ART. Supplemental pyridoxine (5-10 mg/day) is
recommended in: (i) malnourished children, (ii) HIV-infected children, (iii) breastfeeding infants and
(Iv) pregnant adolescents.
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