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What is NICE? 
 The National Institute for 

Health and Clinical 

Excellence (NICE) is the 

independent organisation 

responsible for providing 

national guidance on the 

promotion of good health 

and the prevention and 

treatment of ill health.  



Core principles of all NICE guidance 

• Comprehensive evidence 
base 

• Expert input 

• Community, patient and 
carer involvement 

• Independent advisory 
committees 

• Genuine consultation 

• Regular review 

• Open and transparent 
process 
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One QALY equates to one year in 
perfect health. 



Previous guidance  

• 2006 – Incorporated / Updated 

• Updated 2011 (LTBI) – Largely revised based 
on new evidence reviews 

• PH37 Hard to Reach Groups (incorporated) 



Inclusions and exclusions 

• LTBI diagnosis children, immunocompromised, 
new entrants from high incidence countries (in 
the context of opportunistic case finding but 
not population level screening). 

• Occupational health issues excluded. 

• BCG vaccine excluded (except uptake). 

 

 

 





Mantoux Change in Cut-off 

• Previous cut-off was 6mm and 15mm if previous BCG. 
(Green Book) 

• Very little evidence for this. 
• Internationally 5mm is used  
• Studies of effectiveness of LTBI treatment use 5mm 

and do not use different cut off for previous BCG. 
• Studies looking at TST positivity (5mm) vs BCG status 

find only small increase in risk of positivity e.g. OR 1.16 
• Effectiveness and Health economic analyses favoured 

high sensitivity - low specificity testing (Mantoux) 
compared to  low sensitivity - high specificity scenario 
(IGRA) especially in children 



Trade off Sensitivity and Specificity 





Choice of diagnostic test LTBI - 
Warwick Evidence Model 

If you are going to test what test should you use? 
 
Individual patient simulation was developed by Warwick Evidence to 
analyse the cost effectiveness of either: 
 
• Tuberculin skin test (TST) alone – 5mm vs 10mm 
• Interferon-gamma release assay (IGRA) 
• Sequential TST and IGRA 
 
In the following populations 
• Children 
• Newly arrived migrants from high TB prevalence countries  
• Immunocompromised.  



TST 5mm cutoff and if TST negative 
follow with IGRA was the most cost 

effective strategy in children  

If cost of IGRA lowered below TST then IGRA alone becomes most cost effective 
If < 88% of TST are read then IGRA alone becomes most effective option. 



In immunocompromised IGRA 
followed by TST if IGRA is negative is 

the most cost effective strategy 

If return rate for reading of TST is <75% then IGRA alone becomes the most cost effective option. 



In migrants from high incidence 
countries TST 5mm was the most cost 

effective 

Adding IGRA if TST negative marginally increased QALYS but  
at a cost above the threshold for cost effectiveness. 
 
If probability of TST being read drops below 76% then IGRA alone becomes most  
cost effective strategy 



High sensitivity  
Low Specificity  

(TST)  

1 more death  
from hepatitis  

6.3 more deaths  
from TB  

Low sensitivity  
High Specificity  

(IGRA)  

The increased risk of death from TB when using a low sensitivity - high specifity  
strategy outweighs the risk of death from hepatoxicity when using a  
high sensitivity low specificity strategy. 



Imperial College London – Model for 
treatment of LTBI 

• In people diagnosed with LTBI who should be 
treated and with what regime? 

• Four age-groups (17–34 years, 35–50 years, 51–
65 years, 66–86 years) 

• Adverse events increase with age 

• Lifetime risk of progressing from LTBI to active 
disease decreases with age due to shorter life 
expectancy 

• Case fatality rate of TB higher in the elderly 



Risk of death from 
hepatotoxicity due to 

chemoprophylaxis are 5.5 
times higher in those aged 
51-65 than those aged < 35 Risk of death if develop 

TB is 4 times higher in 
those aged 45-64 than in 

those aged 15-44  

The risk of death from TB in older adults who are 
not treated for LTBI outweighs the risk of death from  
hepatotoxicity through LTBI treatment. 

Treating all people under the age of 65 with 6H 
or 3HR would lead to net health gain at a cost 
of less than £20,000 per QALY gained, 
compared with no treatment.  



Treatment LTBI 

• Treatment of LTBI with 6H or 3HR at all ages leads to 
net health gains 
 

• For those under the age of 65 the cost per QALY is  less 
than £20,000 
 

• For those over the age of 65 the cost per QALY is 
greater than £20,000 

•   
• Cost effectiveness is highly sensitive to the costs of 

treatment support.  



Groups at high risk of progression 

• are HIV-positive 
• are younger than 5 years 
• have excessive alcohol intake 
• are injecting drug users 
• have had solid organ transplantation 
• have a haematological malignancy 
• are having chemotherapy 
• have had a jejunoileal bypass 
• have diabetes 
• have chronic kidney disease or receive haemodialysis 
• have had a gastrectomy 
• are having treatment with anti-tumour necrosis factor-alpha or other 
• biologic agents 
• have silicosis 



Close Contacts 

• Offer Mantoux testing to diagnose latent TB in 
adults aged 18 to 65 who are close contacts of a 
person with pulmonary or laryngeal TB. 

• If the Mantoux test is positive but a diagnosis of 
active TB is excluded, consider an IGRA if more 
evidence of infection is needed to decide on 
treatment. This could be, for example, if the 
person needs enhanced case management or if 
there could be adverse events from treatment. 



Children 

• Only consider using interferon-gamma release 
assays alone in children and young people if 
Mantoux testing is not available or is 
impractical. This includes, for example, 
situations in which large numbers need to be 
tested 



Children close contacts 

• Guidance for children under 2 years who are 
contacts of smear positive TB. Emphasizing early 
treatment of LTBI and step down if infection ruled 
out by TST and IGRA. 

• Refer children younger than 2 years and in close 
contact with people with smear-negative 
pulmonary or laryngeal TB to a specialist to 
determine what testing strategy for latent TB 
should be done.  

• For children > 2years – Start with Mantoux – if 
negative also use IGRA.    
 



New entrants – who present to health 
services 

• Mantoux (or IGRA if Mantoux not available) 

• Offer treatment if <65  

• Consider offering BCG for unvaccinated people 
who are Mantoux- or IGRA negative 

• Regardless of when they arrived in England. 
People born in countries with an incidence of 
more than 150 per 100,000 per year should be 
made a priority for latent TB testing when 
they arrive here.  



Immunocompromised 

• Severely immunocompromised 

– Mantoux with concurrent IGRA 

 

• Less immunocompromised  

– IGRA alone or concurrently with Mantoux 

 

 



Treatment regimes LTBI 

• 3 months of isoniazid (with pyridoxine) and rifampicin 
or 

• 6 months of isoniazid (with pyridoxine) 
• For adults between the ages of 35 and 65 years, offer 

drug treatments only if hepatotoxicity is not a concern. 
• Base the choice of regimen on the person’s clinical 

circumstances: 
• 3 HR to people younger than 35 years if hepatotoxicity 

is a concern  
• 6H if interactions with rifamycins are a concern, for 

example, in people with HIV or who have had a 
transplant 
 









New entrant LTBI screening In practice. 
TB in England 2016 report  

• £10 million allocated to new entrant LTBI 
screening in 2015/16 

• Offered IGRA – 5622 (£1778 per offer) 

• Tested with IGRA – 2904 (£3443 per test) 

• Positive IGRA – 510 (£19607 per positive test) 

• Agree to start tx – 256  (£39062 per treatment) 

 

• Number eligible > 400,000 

 








