














14. What diagnostic tests exist to detect latent
TB infection and confirm active TB disease?

DIAGNOSTIC
TEST

HOW DOES IT
WORK

Tubercilin Skin Test
(TST)

Small amount of TB
protein injected into
the skin-If a person is
infected with TB then
a firm red bump will
develop on the skin
within 48-72 hours

TB creates cavities in
the lungs that may be

visible through x-rays.

ADVANTAGES

Allows detection of
latent TB.

Addition of abnormal
chest radiographic
findings to the four
symptom based rule
increases accuracy of
diagnosis.

DISADVANTAGES

Inaccurate positive results
for patients who: received
(BCG) or exposed to a
different mycobacteria

Inaccurate negative
results: in people living
with HIV, people with
poor nutrition and those
with disseminated TB.

Difficult to administer
and interpret, costly, and
has to be stored in cool
temperatures.

Increased cost and work
load. Requires qualified
staff.

Non-specific to condition
and therefore difficult to
accurately intepret.

5AI-Orainey 10. Diagnosis of latent tuberculosis: Can we do better?. Ann Thorac Med 2009;4:5-9
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DIAGNOSTIC
TEST

HOW DOES IT
WORK

Interferon Gamma
Release Assays
(IGRA)

Detects an individual’s
immune response by
measuring the release
of the interferon-
gamma substance

by the body’s white
blood cells after

being exposed to M.
tuberculosis.

Sputum Test

Sputum is matter
that is released from
the lungs The test
examines the sputum
under a microscope
for bacteria.

Culture Test

Test conducted by
placing a sample of
sputum in a container
with substances that
promote the growth
of the bacteria. If

no bacteria grow,
then the culture is
negative.

ADVANTAGES

More accurate than
the TST in detecting
LTBI and is not
affected by having
received a BCG
vaccination.

- Tests results can be
received rapidl.y

- Can help determine
the best antibiotic
to treat the
infection (drug
sensitivity test).

- High accuracy in
TB detection.

DISADVANTAGES

- Requires higher level of
lab sophistication than
TST (blood need to be
processed within 24

hours)

- More useful in low burden
settings

- Expensive, therefore
recommended by WHO to
be used as a confirmatory
test in patients with
positive TST results,
particularly in areas
with high rates of BCG
vaccination.

Cannot always differentiate

between TB and other types
of infections.

The test usually only
identified 35% of patients
with TB disease.

- Difficult to obtain
specimens from
individuals, especially
children or those with
disseminated TB

- Length of time to obtain a
result may take anywhere
between 2-6 weeks.

5AI-Orainey 10. Diagnosis of latent tuberculosis: Can we do better?. Ann Thorac Med 2009;4:5-9
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15. Should a positive skin test result be a
requirement for administering IPT to people living
with HIV?

According to the WHO TST is not a requirement for administering IPT to people living with
HIV. Symptom screening to exclude those with active TB should be the method used to
administer IPT. However, where it is feasible TST should be used as people with a positive
TST benefit more from IPT than those with a negative test.

16. Do the 2011 WHO IPT ICF Guidelines
recommend IGRA for the screening of people
living with HIV for IPT?

IGRA are not recommended by the WHO for the screening of people living with HIV for

IPT. These tests are expensive and there is limited evidence on their use in patients with
HIV to identify latent TB.




INH PREVENTATIVE THERAPHY

17.What is TB chemoprophylaxis and
why is it recommended by the WHO for
people living with HIV? What drugis
used for TB chemoprophylaxis?

TB chemoprophylaxis (also known as Isoniazid preventive therapy
IPT) is giving an anti-TB drug to people with latent infection to kill
off the bacteria before it develops into active disease. The drug
being used for IPT is Isoniazid (INH) at 300mg/day. IPT is also safe
for children and should be given at a dose at 10mg/kg/day (not to
exceed a maximum daily dose of 300mg). Many studies around the
world have shown that IPT reduces the risk of TB disease by 33%-
67% in people living with HIV for up to 5 years.6

18.What is the optimal duration of IPT?

In Southern Africa, with a high prevalence of HIV/TB co-infection, IPT is recommended by
the WHO for adults and adolescents for 36 months where feasible, but should be given
for at least 6 months. IPT is recommended by the WHO for 6 months for children over 12
months of age.

19. How long does the protective value of
IPT last? shouldrepeated courses of IPT be
administered?

The protective benefit of IPT ranges from 6 months to 5 years. The loss in protective
benefit could be due to the high prevalence of TB in the community and re-infection or
within high risk populations including health care workers, household contacts of TB
patients, prisoners, and miners. Despite the loss in the protective benefit, current WHO
recommendations are for a single daily dose of IPT for a minimum of 6 months because of
concerns with lifelong or periodic treatment with IPT that include risks of the development
of toxicity or high costs.

® Akolo C, Adetifa I, Shepperd S, Volmink J. Treatment of Latent Tuberculosis Infection in HIV Infected Persons (Review). The
Cochrane Collaboration. Wiley Publishers. 2010
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Various studies have shown that adherence rates for IPT vary significantly from 34%-98%,
however, there is no data indicating that poor adherence results in resistance to isoniazid.

It is important that patients adhere to IPT for the prevention of active TB. Patients on IPT
should go for regular clinical follow up, prompt evaluation for TB if symptoms appear and/
or stop IPT if signs of toxicity appear.

Isoniazid has potential adverse effects, including nausea, vomiting, rash, fever, hepatitis,
and peripheral neuropathy. Hepatotoxicity, sometimes severe and even fatal, has been
found in a very small proportion of individuals receiving isoniazid treatment. It is important
to inform clinicians and patients about this possibility and be aware of the signs and
symptoms of hepatitis, especially if the person taking IPT has other risk factors for liver
disease such as regular alcohol consumption. Among patients receiving both ART and IPT,
the risk of peripheral neuropathy is increased if stavudine or didanosine is used, although
the addition of vitamin B6 (pyridoxine) may provide some protection.7

Symptoms of early hepatitis infection: decreased appetite, fatigue, abdominal pain,
nausea, vomiting, jaundice, itching, and flu-like symptoms.

When using IPT it is important to provide patients with careful counseling, clinical
monitoring, and good patient education regarding when to stop treatment and seek advice
in order to reduce the risk of toxicity.8

7 Landry J, Menzies D. Preventive chemotherapy. Where has it got us? Where to go next? Int J Tuberc Lung Dis 2008;

12:1352-1364.

Granich R, Akolo C, Gunneberg C, Getahun H, Williams P, Williams B. Prevention of tuberculosis in people living with HIV.
Clin Infect Dis 2010; 50(Suppl 3):5S215-S222
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TB incidence rates, even though significantly reduced by ART, is unable to eliminate the
risk of getting TB among people living with HIV entirely.9 The use of both IPT and ART in
HIV-infected patients has been shown to significantly reduce TB incidence in comparison
to using them separately. A study on the effects of using IPT with ART found that while
patients receiving HAART had a 64% decreased risk for TB, patients receiving HAART
after IPT had a 89% reduced risk. '°Therefore, it is recommended by the WHO that IPT be
given regardless of whether a patient is on ART and being on IPT should not delay starting
ART in eligible people living with HIV.

IPT should be provided to patients regardless of CD4 count.

IPT is only recommended by the WHO for patients with latent TB and it is very important
that a patient not have active TB disease when given IPT. Therefore, it is important to
thoroughly screen people for symptoms to eliminate the possibility of active TB before
beginning IPT. In individuals with latent TB, few bacilli exist in the lungs which are slowly
dividing, making the likelihood of developing drug resistance low. There is still a small
possibility that the use of isoniazid alone for the treatment of latent TB infection {LTBI}
may result in of isoniazid resistance, however, this should not prevent the use of IPT
amongst those living with HIV. IPT cannot be used in people who have drug resistance.
The WHO recommends regular TB screening for those taking IPT in order to help identify
those who develop active TB. People who develop isoniazid resistance can still be
successfully treated with standard TB treatment.

De Cock K, Marston B. The Sound of One Hand Clapping - Tuberculosis and Antiretroviral Therapy in Africa
Am. J. Respir. Crit. Care Med. 2005:172(1):3-4.

" Golub JE, Pronyk P, Mohapi L, et al. Isoniazid preventive therapy, HAART and tuberculosis risk in HIV-infected adults in
South Africa: a prospective cohort. Aids 2009,23:631-636
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25. 18 IPT safeinh pregnant women?

The existing evidence suggests that IPT is safe in pregnant women. It is recommended by
the WHO that pregnancy should not exclude women living with HIV from symptom based
TB screening and receiving IPT.

26. Whenis IPT not recommended by the WHO for
patients?

Patients with active hepatitis (acute or chronic), regular and heavy alcohol consumption
and symptoms of peripheral neuropathy are not recommended to start IPT. However, past
history of TB and current pregnancy should not prevent from starting IPT.
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27. Can IPT be administered safely in children?
How would active TB be excluded in children?

IPT is an important intervention for preventing and reducing TB amongst people living
with HIV. IPT is proven to be effective and safe in both adults and adolescents as well

as children. All available data suggest that INH is not toxic for children, even in those
receiving ART. HIV-infected children, over one year of age who present with no evidence
of active TB, despite the availability of contact history should be given IPT. Children living
with HIV without poor weight gain, fever, or current cough are unlikely to have active
tuberculosis. IPT in children should be given at a dose at 10mg/kg/day for 6 months (not
to exceed a maximum daily dose of 300mg). Simultaneous administration of vitamin B6 25
mg daily is recommended by the WHO.

28. 18 IPT recommended by the WHO for HIV
infected people with MDR/XDR TB after they are
successfdully treated?

The use of IPT in patients who have successfully completed treatment for MDR or XDR TB
is not recommended by the WHO.




TB INFECTION CONTROL

TB infection control is a combination of measures
aimed at minimizing the risk of TB transmission within
populations. Successful infection control requires
widespread knowledge in the community around the
signs and symptoms of TB and ways to control and
treat it. TB Infection Control measures are essential

to prevent the spread of M. tuberculosis to vulnerable
patients, health care workers, the community and
those living in congregate settings. With the increasing
numbers of people with drug resistant TB, establishing
facilities that are safe from TB has become an
emergency situation for health services, prisons and
other congregate settings, in general, but especially for

HIV programmes.

Nosocomial transmission is TB infection that happens in a hospital or health care facility.
The risk of TB among health workers in health-care facilities is higher than the risk
among the general population. Various studies have shown that as compared to the
general population, health care workers were 6 to 10 times more likely to develop latent
TB infection, and 2 to 6 times more likely to develop TB disease. The greatest risk of
transmission occurs when patients remain undiagnosed and untreated.

35
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31. What are congregate settings? why are
there increased chances of spread of TBin
congregate settings?

Congregate settings are places where people live close to each other. They range

from correctional facilities and military barracks, to homeless shelters, refugee camps,
dormitories, public transportation, factories, and nursing homes. The risk of TB in
congregate settings is higher than other settings because of the crowded living conditions,
poor nutrition and other illnesses that weakens the immune system and make people in
congregate settings more vulnerable to developing active 18."

32. What are the different levels of infection
controlin health care settings?

All health-care settings need a TB infection control program designed to detect and treat
people for TB (or referral of persons to health facilities who have suspected TB disease
in other settings), as well as ensuring clean breathing air. There is a need for similar
measures for infection control in other congregate settings to prevent the spread of TB.

" Getahun H, Gunneberg C, Granich R, Nunn P. HIV infection—associated tuberculosis: the epidemiology and the response.
Clin Infect Dis 2010; 50(Suppl 3):5201-5207




The following levels of TB infection control measures are recommended by the WHO in
health care settings:

Facility-level measures

* Develop an infection control plan for the health facility and identify a person
responsible for its implementation

e |f possible, rethink the use of available spaces and consider renovation to improve
infection control.

e Monitor TB disease among health workers and patients.

* Promote and educate health workers, patients and visitors on infection control.

* Monitor and evaluate the implementation of TB infection control measures

Administrative controls

*  Promptly identify people with TB symptoms, separate infectious patients, control the
spread of TB (cough etiquette and respiratory hygiene) , and minimize time spent in
health-care facilities.

e Provide a package of prevention and care interventions for health workers, including
HIV prevention, antiretroviral therapy and isoniazid preventive therapy (IPT) for HIV-
positive health workers.

Environmental controls

e Use ventilation systems.
e Use ultraviolet germicidal irradiation (UVGI) fixtures when adequate ventilation cannot
be achieved.

Personal protective equipment

e There are usually two types of personal protective wear that should be used in
health care settings to protect against TB transmission: respirators and masks. It is
recommended that N95 respirators be used for health care workers and surgical masks
be provided for patients in the waiting area.

It is important to separate infectious patients after they have been screened and diagnosed
for TB. People suspected of having or with confirmed drug-resistant TB should be
separated (preferably according to the type of resistance they have from other patients,

including other TB patients. 37 s
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3. How important is cough etiquette in
preventing transmission of TB?

Cough etiquette, which includes covering the nose and mouth when sneezing or coughing
reduces the spread of droplets that contain TB.

35. Have personal masks and respirators proven
to be effective in preventing TB transmission?

There are usually two types of personal protective wear that are used in health care
settings to protect against TB transmission.

The WHO recommends that N95 mask be used for health workers when caring for patients
with suspected or confirmed TB, along with other infectious control measures. Particulate
respirators should not be used by patients or people suspected of having infectious TB;
instead, surgical masks and proper cough etiquette should be used.

HOW DOES IT
TYPE WORK ADVANTAGES DISADVANTAGES

Surgical masks Provides a physical Most effective in Not able to block out
T barrier between the limiting the spread of small particles spread

mouth and nose of infection from patients through coughing and

the person wearing it  with TB to others sneezing

and their environment can only be used once

and must be discarded
right after use.

Respirators/N95 | Slli=ias eliigdal=l =iie Fluid resistant and able Disposable, but can be
masks breathed in by users  to filter out very small  reused (should be stored
particles. in a clean, dry location)




