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Estimated global incidence of TB, 2010
22 %ﬁ

htto://wwwnec.cde.gov/travel/vellowbook/2014/chapter-3-infectious-diseases-related-to-travel/tuberculosis#4220



Estimates of childhood TB?

http://commons.wikimedia.org/wiki/File:Map_of_world_empty.png



Childhood TB: a neglected epidemic

- Scope 1s not fully known
- >500,000 cases annually worldwide.
* 74,000 deaths™®
* In the US: 0.8 cases/100,000 population (2012)

- Challenges in confirming the diagnosis
- Inability to produce sputum easily
- Low bacillary burden

+ Microbiologic means of diagnosis don’t work as well in children
« ~2% are AFB-smear positive
+ Overall, ~30-40% confirmed by microbiologic methods

- Less important from a public health standpoint

- Reliance upon the BCG vaccine

* Excluding HIV/TB deaths http://www.cdc.gov/tb/statistics/surv/surv2012/slides/surv7.htm
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Additional tools?



Diagnosis

Relationship Between Tuberculin Skin
Test (TST) Size and Interferon Gamma
Release Assay (IGRA) Result: When
Should Clinicians Obtain IGRAs in

Children With Positive TSTSs?

Andrea T. Cruz, MD, MPH' and Jeffrey R. Starke, MD'

Clinlcal Pediatrics

Reprints slons:
sagepub.com/|ournalsParmissions.nay
DO 101 177/0009922813515743

cp|-sagepub.com

®SAGE



Prevention

INT J TURERC LUNG DIS 17(2):169-174
@20132 The Uniomn
http:/dx,doi,org/10,5588/jtld, 12,0641

Twice-weekly therapy for children with tuberculosis infection

or exposure

A. T. Cruz, ). R. Starke

Department of Pediatrics, Baylor College of Medicine, Houston, Texas, USA

- 1383 children <18 years of age treated biweekly for exposure or LTBI
- Safe: 3% experienced side effects

- Effective: 98% efficacy

- Good completion rates: 99% of exposed, 96% of infected chidlren



Journal of the Pediatric Infectious Diseases Society Advance Access published January 16, 2014

Original Article

Rifapentine Pharmacokinetics and Tolerability
in Children and Adults Treated Once Weekly

With Rifapentine and Isoniazid for Latent
Tuberculosis Infection

Marc Wemner,"~* Radojka M. Savic,™* William R. Mac Kenzie,* Diane Wing,' Charles A. Peloguin,” Melissa Engle,’
Erin Bliven,' Thomas J. Prihoda,® Jonathan A. L. Gelfond,” Nigel A. Scott,” Susan M. Abdel-Rahman,”

Gregory L. Kearns,” William J. Burman,” Timothy R. Sterling,'” and M. Elsa Villarino*; for the Tuberculosis

Tnals Consortium PREVENT TB Pharmacokinetic Group

« 80 children (ages 211 years) [able 1. Hu'.1rf_'.|1n|1f_' Daosing for [..|'|I|.:.‘|I'-'.'I1 With Latent
Tuberculs i Infection in the Present Study™

- Dose for children 2-fold higher compared to adults Weight  Rifapentine  Rifapentine  Age of Study Patienss, y

ki Dt (mg Diose (mgfke) (mean + standand deviation
: : : 10-14 100 21-10 208
- Achieved 1.3-fold higher drug-level concentration [y e aa Y
»2 5312 = (M) 19-24 ‘422
R =3 2-5{) 'S0 15213 97+14
Well tolerated " o0 i i8 o Tas

: : “M = B0 chil dren. S3ame dosing gui deline was used for children in the FREVENT
- Associated with successful treatment outcomes |



Management of Drug resistant TB

Management of Caring for Children with Drug-Resistant Tuberculosis
Multidrug-Resistant Practice-based Recommendations

TU berCUIOSIS In Chlldren: James A. Seddon?, |Jennifer |. Furin® Marianne Gale?, Hernan Del Castillo Barrientos39,

) . Rocio M. Hurtado”®?, Farhana Amanullah', Nathan Ford'!, Jeffrey R. Starke'?, and
A Fleld GU|de H. Simon Schaaf'.'3; on behalf of the Sentinel Project on Pediatric Drug-Resistant Tuberculosis

I.na Levofloxacin 1520
{15-20 mgikg) | (7-5-10 mokg) | mgwm

Sentinel
Project

(Z)USAID TBCAREIl




What'’s on the horizon?




Vaccine Development

Crucell Ad35/MVASSA Phase 1

M72 + ASO1E Phase 2b

H4/AERAS-404 + 1C31 Phase 2 (adolescents)

ID93 + GLA-SE Phase 1

MVAS5A/AERAS-485 Phase 2b (infants): safe, not effective
H56/AERAS-456 + 1C31 Phase 2

Crucell Ad35/AERAS-402 Phase 1 (infants)

DAR-901 Phase 1

M AERAS




Additional treatment options
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