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immunological memory of
mycobacterial antigens and acts as a
surrogate marker for LTBI. IGRAs are
more specific than Mantoux and are not
affected by prior BCG vaccination or
exposure to most non-tuberculous
mycobacteria.12 Additionally, they are
not subject to the logistical constraints
of TST, with results potentially available
within 24 hours and no requirement for 
a follow-up appointment for results to
be interpreted. 

The drawback of IGRAs is their high
cost relative to Mantoux. As such, NICE
had previously recommended a strategy
of an initial Mantoux screening test
followed by a confirmatory IGRA in most
circumstances. However, the recent
guidance has returned to predominant
use of the TST on grounds of cost
effectiveness. In addition, the evidence
considered by the NICE guideline
development group supported a
change in the cut-off between a positive
and negative Mantoux test, such that a
positive result is now defined as an
induration of 5 mm or greater
irrespective of prior BCG vaccination.

Previously it was recommended that
household contacts of any patient with
active TB should be screened for latent
infection. The recent guidance
recommends that only contacts of
patients with active pulmonary or
laryngeal TB should be screened in
order to focus resources on contacts of
the most highly infectious cases. 

Although this approach will in theory
result in fewer contacts being screened
with a higher proportion of contacts
being found to have LTBI, one potential
disadvantage is that we lose the
opportunity to identify people with LTBI
who may not have acquired infection
from the non-infectious index case in
question, but from a third party acting as
a common source. Conversely, the
reduction in the Mantoux threshold, and
increase in age cut-off for screening,
may increase screening workload. 
It will be important to assess the impact
of these changes on future TB
epidemiology in the UK. »

Management of active disease
The management of active TB has not
changed significantly over many years.10
Attempts to shorten treatment courses
using novel agents such as
fluoroquinolones have not yet been
successful.11

The standard regimen has two stages:
a two-month initiation phase involving 
a four-drug combination of rifampicin,
isoniazid, pyrazinamide and ethambutol,
followed by a continuation phase of
rifampicin and isoniazid lasting at least
four months. In the initiation stage
ethambutol is included in case of drug
resistance and can be discontinued early
once there is confirmation of fully
sensitive disease. Fixed dose
combination tablets are available for
both the initiation and continuation
phases, and their use is recommended
by NICE to aid compliance and reduce
pill burden. 

Although the standard regimen is
generally well tolerated it can be
associated with serious side effects.
Isoniazid, rifampicin and pyrazinamide
have the potential to induce
hepatotoxicity, and patients should be
warned of this and advised to report
symptoms such as nausea, vomiting or
jaundice. Liver enzymes should be
measured before starting treatment,
however serial monitoring on therapy is
only indicated if there are abnormalities
at baseline. 

Ethambutol can cause optic neuritis
so visual acuity should be measured
before starting therapy and the patient
should contact the TB team or their GP 
if they become aware of any changes in
their vision. Symptoms such as rashes
and nausea are more common but
usually respond to symptomatic
measures.

LATENT TB INFECTION (LTBI)
Assessment of latent disease
The most significant changes in the 2016
NICE guidance relate to recommendations
on screening for LTBI in individuals who
are contacts of a patient with active TB,
or who are recent entrants to the UK
from a high incidence country, see table 2,
opposite. 

The tuberculin skin test (TST) in the
form of the Heaf (now discontinued) or
Mantoux test has been used for decades
for the detection of LTBI and was the
only test available until the introduction
of the interferon gamma release assays
(IGRAs) in the mid 2000s. 

IGRAs are blood based in vitro tests
that measure T cell responses to specific
antigens of M. tuberculosis. As with the
TST, a positive reaction indicates

‘NICE recommends
that only contacts
of patients with
active pulmonary
or laryngeal TB
should be screened’
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More than 25% of the world population has been infected
with tuberculosis (TB), however only 10% of those
infected will ever develop active disease. Clinically
significant disease occurs through progression of 
primary infection or through later reactivation of latent 
TB infection (LTBI); this is most likely to occur in the first
few years following infection, although late reactivation
can occur several decades later, particularly in individuals
who become immunosuppressed through disease 
or therapy.

TB infection can only be transmitted if patients are  
producing sputum. Risk of acquisition is increased in
people who have come to the UK from high incidence
countries or who are born in the UK but come from 
high-risk ethnic minority groups. In 2015, 73% of those
diagnosed with active TB were born outside the UK.
Other risk groups in the UK include those who are
homeless, in prison or who misuse drugs or alcohol. 
Once infected people who are immunosuppressed are at
greater risk of progression to active disease. Infants below
the age of 12 months can develop rapidly progressive and
potentially fatal infection. It is important for TB teams to
be aware of infants who may have been exposed to an
infectious case and to refer the child to paediatric services
as a matter of urgency.

A clear distinction should be drawn between the 
investigation of suspected active TB and the detection 
of LTBI, as the diagnostic and therapeutic pathways differ
significantly. Cough is the main symptom in pulmonary
disease but is not always accompanied by production of
sputum. Malaise, weight loss, fever and night sweats are
common to both pulmonary and extrapulmonary disease.

Initial clinical assessment with chest radiography and 
the collection of three deep respiratory samples for
smear microscopy and culture remain the standard of
care. The management of active TB has not changed
significantly over many years. The most significant
changes in the 2016 NICE guidance relate to screening 
for LTBI in individuals who are contacts of a patient with
active TB, or who are recent entrants to the UK from 
a high incidence country. NICE recommends that only
contacts of patients with active pulmonary or laryngeal
TB be screened in order to focus resources on contacts 
of the most highly infectious cases.

Standard treatment for LTBI is with three months of 
rifampicin and isoniazid, or six months of isoniazid alone.
The former regimen is associated with reduced
hepatotoxicity and improved compliance. The isoniazid
only regimen is of value in patients where there is risk of
drug interactions with rifampicin: important interactions
occur with oral or implanted contraceptives, warfarin and
methadone, among many other drugs. The upper age limit
for offering to test and treat individuals for LTBI is now 65.


