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WHO guideline recommendation updates for diagnosis and 
management of RR-TB/HIV co-infection:

ÅTB LF-LAM (lipoarabinomannan) guideline updates

ÅMolecular assays guideline updates

ÅDR-TB cascade of care

ÅDR-TB treatment guideline updates

Outline
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TB lateral flow urine lipoarabinomannan 
(TB LF-LAM) policy updates
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Å All recommendations apply to Alere5ŜǘŜǊƳƛƴŜϰ ¢. 
LAM Ag test (Abbott)

Å Fujifilm SILVAMP TB LAM (FujiLAM) has better 
sensitivity (biobanked urine samples: Broger, T et al. 
2019. Lancet Infect Dis, 8, 852ς886.)

Å GDG will assess clinical data end 2020, after which test 
will enter guidelines (could expand recommendations)

Å Further R&Dbeing undertaken on even more accurate 
LF-LAM tests with 2-3 year timeline

WHO LF-LAM Policy Update 2019: 
to Diagnose Active TB in PLHIV 

Abbott website

Brogeret al.
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WHO STRONGLY RECOMMENDSusing LF-LAM to ASSISTin the 
diagnosis of active TB in HIV-positiveadults, adolescents and children:

ïwith signs and symptoms of TB(pulmonary and/or extra-
pulmonary) (strong recommendation; moderate certainty in the 
evidence about the intervention effects) or

ïwith advanced HIV disease or who are seriously ill (strong 
recommendation; moderate certainty in the evidence about the 
intervention effects) or 

ï irrespective of signs and symptoms of TB and with a CD4 cell 
count <200 cells/mm3 (strong recommendation; moderate 
certainty in the evidence about the intervention effects)

No CD4 
required

CD4 
required

LF-LAM in inpatient settings
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WHO SUGGESTSusing LF-LAM toASSISTin the diagnosis of active 
TB in HIV-positive adults, adolescents and children:

ïwith signs and symptoms of TB (pulmonary and/or extra-
pulmonary) or seriously ill (conditional recommendation; 
low certainty in the evidence about test accuracy) ςas with 
in-patients - and

ï irrespective of signs and symptoms of TB and with a CD4 cell 
count <100 cells/mm3 (conditional recommendation; very 
low certainty in the evidence about test accuracy)

LF-LAM in outpatient settings

No CD4 
required

CD4 
required
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LF-LAM = rule-in test to screen for active TB 
ĄStill requires molecular test for RR/MDR testing!
ĄShould treat if LAM positive (no need for positive 

XpertMTB/RIF for confirmation)

LF-LAM = NOT a rule-out test
Ą additional testing needed to rule-out TB!

Might not be available if no 
access to GeneXpert or 

ǇŜǊǎƻƴ ŎŀƴΩǘ ǇǊƻŘǳŎŜ ǎǇǳǘǳƳ

Use of LF-LAM: key messages
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WHO RECOMMENDS AGAINSTusing LF-LAM to assist in diagnosis of active 
TB in HIV-positive adults, adolescents and children:

ïwithout assessing TB symptoms (strong recommendation; very low 
certainty in the evidence about test accuracy)

ïwithout TB symptoms and unknown CD4 cell count or without TB 
symptoms and CD4 cell count >200 cells/mm3 (strong 
recommendation; very low certainty in the evidence about test 
accuracy) and

ïwithout TB symptoms and with a CD4 cell count of 100ς200 cells/mm3 
(conditional recommendation; very low certainty in the evidence 
about test accuracy)

Recommendation against LF-LAM
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Å LF-LAM testing can help to decrease TB-related death:
Å Sample type = urine = easy to collect
Å Test = quick (25 mins) and simple (add urine to LF test) = point of care; 

USD3.50 (GDF)
Å Systematic review and meta-analysis: patients with HIV-TB and 

detectable urinary LAM have increased mortality risk compared to those 
patients without (Gupta-Wright et al. BMC Medicine (2016) 14:53)

Å LF-LAM: 
ïprovides major incremental diagnostic yield with very high specificity 

when used in combination with sputum testing
ïhas important utility among those without respiratory TB symptoms 

and/or unable to produce sputum
ï rapidly identifies individuals with a poor prognosis (Lawn et al. BMC 

Medicine (2017) 15:67)

LF-LAM testing can rapidly identify PLHIV 
with TB most at risk of death (1)
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Å LAM-guided initiation of anti-TB treatment in HIV-positive inpatients with 
suspected TB associated with reduced 8-week mortality

Å Implementation of LAM testing likely to offer greatest benefit in hospitals 
where diagnostic resources are most scarce and where patients present 
with severe illness, advanced immunosuppression, and an inability to self-
expectorate sputum (Peter et al. Lancet (2016) 381:1187)

LF-LAM testing can rapidly identify PLHIV 
with TB most at risk of death (2)
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LF-LAM use remains low in high TB/HIV 
burden countries

Singhroy, D. N., et al. (2020). Adoption and uptake of the 
lateral flow urine LAM test in countries with high tuberculosis 
and HIV / AIDS burden: current landscape and barriers. 
Gates Open Research, 4, 24. 
https://doi.org/https://doi.org/10.12688/gatesopenres.1311
2.1

Survey: 31 highest TB/HIV 
burden countries

ÅResponse: 24 countries 
(77%)
ÅAdopted: 11/24 (46%)
ÅRoutinely used: 5/24 

(21%)
ÅPlanning: 15/24 (63%)

Confusion about whether 
TB or HIV programme 

mandate

Based on prior WHO guidelines (symptoms, CD4<100)
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¢!DΦ !ƴ !ŎǘƛǾƛǎǘΩǎ DǳƛŘŜ ǘƻ ǘƘŜ [!a ¢Ŝǎǘ
https://www.treatmentactiongroup.org/publication/an-activists-guide-to-the-tb-lam-test/

TAKE ACTION ςSAVE LIVES!
¢!DΩǎ !ŎǘƛǾƛǎǘ DǳƛŘŜ ǘƻ ¢. [!a ¢Ŝǎǘ

TAG LF-LAM dashboard of countries with high burdens of TB and HIV:
Å 13/30 (43%) incorporated LAM testing into national guidelines
Å Only 7/30 (23%) are implementingtesting (DRC, Kenya, Malawi, 

Myanmar, South Africa, Uganda, Zimbabwe)

Communities should demand access to LAM testing by:
Å Working with your governmentto incorporate LAM testing into Global 

Fund and PEPFAR Country Operational Plans (on TB and/or HIV 
programmebudget)

Å Asking National TB and HIV Programmes to introduce LF-LAM testing as 
per WHO guidelines, including training of health care workers

Å If required, ask Abbott (manufacturer) and NRA to registertest in country
Å Generate demand by building awarenessin TB/HIV-affected communities
Å Encourage donors to support roll-out

UPDATED Feb 2020

https://www.treatmentactiongroup.org/publication/an-activists-guide-to-the-tb-lam-test
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Overall conclusions
Å Evidence reviewed supports continued use of XpertMTB/RIF and 

XpertUltra as initial diagnostic tests for pulmonary TB in patients of all ages
Å Also supports use of XpertMTB/RIF and XpertUltra in diagnostic work-up of:
ï all patients with extra-pulmonary TB 
ï children with TB (specifically gastric specimens, nasopharyngeal specimens and 

stool specimens)
Å Both assays also show high accuracy in simultaneous detection of rifampicin 

resistance
Å The performance of TruenatMTB, MTB Plus and MTB-RIF Dxassays show 

comparable accuracywith XpertMTB/RIF and XpertUltra for 
ï TB detection (TruenatMTB and TruenatMTB Plus) 
ï Sequential rifampicin resistance detection (TruenatMTB-Rif Dx)

Å TruenatMTB and MTB Plus assays also show comparable accuracy to the TB-LAMP® 
assay (EikenChemical Company Ltd (Tokyo, Japan) as replacement tests for sputum 
smear microscopy

Å The data for TruenatMTB-Rif Dxshow similar accuracy to WHO-approved 
commercial line probe assays: 
ï GenoTypeMTBDRplus®VER 1 and 2 (Hain Lifescience, Germany)
ï NiproNTM+MDRTB detection kit 2® (Nipro, Japan).

WHO Rapid Communication: 
Molecular Assays
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Drug-resistant TB cascade of care
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Algorithms for LF-LAM use

DS-TB or 
DR-TB Tx

DS-TB or 
DR-TB Tx

TB is not 
ruled out

DS-TB or 
DR-TB Tx

DS-TB or 
DR-TB Tx

Chest x-ray

CRAG, TPT, 
ART, Bactrim

TPT, ART, 
Bactrim

Not CD4 
count based

CD4 count 
based
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Algorithms for LF-LAM use

Chest x-ray

TB is not 
ruled out

TPT, ART, 
Bactrim, 

DSD model 
of care

Collect specimens before 
treatment, although Xpert

may be negative
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LF-LAM = rule-in test to screen for active TB 
ĄStill requires molecular test for RR/MDR testing!
ĄShould treat if LAM+ (no need for positive Xpert

MTB/RIF for confirmation)

LF-LAM = NOT a rule-out test
Ą additional testing needed to rule-out TB!

Might not be available if no 
access to GeneXpert or 

ǇŜǊǎƻƴ ŎŀƴΩǘ ǇǊƻŘǳŎŜ ǎǇǳǘǳƳ

Use of LF-LAM: key messages

LF-LAM is a screening test
and a diagnostic test
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Drug-resistant TB policy updates
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Definitions
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Timeline of WHO guideline updates
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WHO DR-TB guidelines
Pre-2016

Treatment 
ÅUse of shorter treatment 

regimens: no recommendation
ÅΨ/ƻƴǾŜƴǘƛƻƴŀƭΩ 5w-TB regimen of 4 

drugs + PZA:
ï Injectable agent (Cm, Km, Am)
ï Later generation quinolone 

(Lfx, Mfx)
ï Eto/Pto
ïCs, plus PZA

ÅTreatment duration: at least 20 
months

ÅBedaquiline and delamanid: use 
for quinolone resistance and/or 
needed to construct an effective 
regimen, 6 month duration

8 (Cm/Lfx/ Pto/Cs/PAS/Z) ς12 (Lfx/ Pto/Cs/PAS)


