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Challenges 

ÁLimited data  

ÁMuch data is observational and expert consensus 

ÁUnsure length of treatment time  

ÁRecent systematic review that is pending publication 
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Why are contact investigations important? 
 
Every TB Case Was Once a Contact 

 



Why Treat? 

ÁMajority of XDR TB cases due to transmission  
ï30% identifiable epidemiological person-to-person or hospital-based 

links  

ÁControl of the epidemic requires focusing  on interrupting 
transmission. 
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Transmission of MDR TB to Child Contacts 

128 children 

(median age 

= 27 months) 

99 (77%) had contact 

with sputum smear + 

adults 

 

50 (39%) had recent 

contact with other 

adult TB cases  

 

66 (52%) previously 

treated for TB 

47 (37%) 

non-infected 

81 (63%) 

infected 

15 (12%) with  

disease 

Schaaf, H. S., H. A. Vermeulen, et al. (1999). Pediatr Infect Dis J 18(6): 494-500. 

 



ALWAYS RULE OUT ACTIVE TB FIRST 



Variables to consider for treatment of 
contacts  

ÁDrug Susceptibility Testing on Source case 
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Variables to consider for treatment of 
contacts  
Å Infectiousness of a person 

ÅCough 

ÅCavitary Lesion 

ÅSmear and culture status 

ÅSite of involvement (pulmonary or laryngeal vs. other sites) 
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Variables to consider for treatment of 
contacts  

ÁEvidence of transmission to other contacts 

 

ÁCloseness and intensity of exposure 
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Variables to Consider for treatment 

Á/ƻƴǘŀŎǘΩǎ ƭƛƪŜƭƛƘƻƻŘ ƻŦ ǇǊƛƻǊ ŜȄǇƻǎǳǊŜ ǘƻ ŘǊǳƎ-sensitive TB 

 

ÁLikelihood contact will progress to TB disease   

 

ÁTolerability and toxicity of potential anti-tuberculosis drugs 
for treatment of LTBI 



WHO Treatment for LTBI: Priorities 

ÁChildren <5 years of age 

ÁPersons with HIV infection 

ÁPersons with other  
immunocompromising  
conditions 

ÁClose contacts of highly infectious index case 

ÁPersons with other conditions that increase risk 
(example: silicosis) 

 



Principles of Treatment in MDR TB Contacts 

ÁTailor LTBI treatment to individual case 
ïShould contain 1 to 2 drugs to which source case isolate is susceptible 

ï Immunosuppressed individuals consider treatment with 2 drugs  

 

ÁRemember 
ïEfficacy dependent on adherence and completion of therapy 

ïEducation of patients is important ς adverse effects and importance of 
adherence 
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Tailor LTBI Regimen Based on 
Exposure 

 
Likelihood of MDR TB exposure LTBI Treatment Options 

Low  

ÅPrior positive TST or QFT 

ÅHistory of prior TB exposure or LTBI 

treatment 

ÅNon household contact in the setting of no 

transmission 

INH or RIF 

Intermediate 

ÅNew positive TST or QFT (no prior) 

ÅNo history of prior TB exposure or LTBI 

treatment 

ÅNon household contact in the setting of 

transmission 

MDR LTBI regimen +/- INH or RIF 

High 

ÅConverter 

ÅSignificant contact in the setting of 

transmission 

ÅHousehold contact with significant exposure 

MDR LTBI 

**Taken from Francis J. Curry National Tuberculosis Center and California Department of Public Health, 2008: Drug-

Resistant Tuberculosis: A Survival Guide for Clinicians, Second Edition 
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FQN monotherapy 

ÁBetter tolerated than 2-drug combination 

ÁBactericidal activity  

ÁRecommended by some TB experts because of the higher 
likelihood of completion and known in vitro anti-
tuberculosis activity 
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Chuuk 

Á104 received LTBI treatment x 12 months 

ÁAdults: MFX + EMB (n=24) or MFX/LFX alone (n=51) 

ÁChildren: LFX + EMB (N=17) or LFX + Ethionamide (n=12) 
ï11 stopped early; 6 received >6 mos 

ï  0 cases in treated vs 3 among 15 refused (36 mo f/u)  
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Duration of therapy 

Á6 to 12 months 
ïHIV-infected, children, and other individuals with medical risks should 

receive 12 months of treatment  

ïLower-risk individuals should receive at least 6 months of treatment 
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MDR LTBI Systematic Review Conclusions 

ÁProbable effectiveness of preventing MDR TB 
 

Á6-12 months with fluoroquinolone alone or with a second 
drug 
ïExcluding pyrazinamide 

ïbased on source-case isolate drug susceptibility testing 

ïhigh treatment discontinuation rates due to adverse effects and 
toxicity 
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Use of PZA + Fluoroquinolone? 

ÁPZA enhances efficiency of bactericidal drug (e.g. FQs) when 
paired in preventive therapy [CDC MMWR; 6/19/1992; 
41(RR-11); 59-71] 

ÁHowever, adverse effects have been seen with this 
ŎƻƳōƛƴŀǘƛƻƴΧ 



No Therapy 

ÁBCG vaccine should be considered for children who are TST- 
and have continual exposed to MDR-TB and who cannot be 
removed from exposure. 

  

ÁFollow individuals who have latent MDR-TB infection for a 
minimum of 2 years following exposure 
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Window Prophylaxis 

ÁDefinition: treating TST- contacts when TST may not yet have 
become positive 

 

ÁPrevents rapid progression to TB 

ÁWho to treat: very young children, immunocompromised 

 

ÁMDR-TB window prophylaxis:  
ïLimited data 

ïSame principles 
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WHO International Standard 19 
Children <5 years of age and HIV infected who are close 
contacts should be treated for presumed latent tuberculosis 
infection  

 



TB Prevention Options in Pipeline 
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Study Name Regimen Populations 

PHOENix 6 months delamanid 

vs. 

INH 

High-risk (HIV+, TST+, or <5 years) 

infant, child,  adolescent, and adult 

household contacts of index patient 

with MDR-TB 

V-QUIN 6 months LFX vs. 

placebo 

VHIV-positive or HIV-negative adult 

household contacts; phased 

inclusion of infant, child, and 

adolescent contacts 

TB CHAMP levofloxacin versus 

placeb0  

(substudy planned 

using delamanid for 

child contacts of FQ-R 

TB patients) 

HIV-positive or HIV-negative infant 

and child household contacts 0ï5 

years old; children Ò5 years old will 

get new pediatric formulation  
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Case 1 

Á  A 35-year-old woman is evaluated because her husband 
diagnosed with cavitary pulmonary MDR TB 

ÁTST 15mm at baseline 

ÁAsymptomatic and has no significant medical history 
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Case 1 

 



What would you do next? 

A. No further follow up 

B. Chest X-ray 

C. Repeat QFT now 

D. Repeat QFT in 2 months 

E. Place TST 

 



Case 1 

ÁStarts FQ MDR LTBI 

 

ÁBecomes pregnant just after starting LTBI treatment with FQ 
 

ï  How should her LTBI infection be managed now?  



Case 2 

Á4-year-old 
ïSignificant craniofacial abnormalities 

ïDevelopmental delay 

 

ÁCousin to 3 active 5-drug MDR TB cases 

ÁTST 0 mm 

ÁSymptoms: low grade fever, malaise 

 



Patient #2 



Case 2 

ÁWould you put this patient on window prophylaxis? 

 

ÁWould you vaccinate this child? 

 

ÁExposure- other family members TST + 



Summary 

ÁTreat contacts to MDR TB with MDR TB LTBI regimen 
ïSeveral options available 

 

ÁStill consider window prophylaxis 

 

ÁMore data coming on efficacy 
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For more information, contact CDC 
1-800-CDC-INFO (232-4636) 
TTY:  1-888-232-6348    www.cdc.gov 
 
 
The findings and conclusions in this report are those of the authors and do not necessarily represent the 
official position of the Centers for Disease Control and Prevention. 

Questions 

nshah6@cdc.gov 
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