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WHO guideline recommendation updates for diagnosis and
management of RERB/HIV canfection:

A TB LAR.AM (lipoarabinomannan) guideline updates
A Molecular assays guideline updates

A DRTB cascade of care

A DRTB treatment guideline updates
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TB lateral flow urine lipoarabinomannan
(TB LHLAM) policy updates
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A Fuijifilm SILVAMP TB LA#UjiLAM) has better
sensitivity (biobanked urine sampldédroger T et al.
2019.Lancet Infect Dj83, 852;886.)

A GDG will assess clinical data end 2020, after which tes

will enter guidelines (could expand recommendations)
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A Further R&Dbeing undertaken on even more accurate
LFLAM tests witl2-3 year timeline
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WHOSTRONGLY RECOMMENSIAg LHLAM toASSISin the
diagnosis of active TB in Hipositive adults, adolescents and children:

I with signs and symptoms of T@ulmonary and/or extra

pulmonary) §trong recommendationmoderate certainty in the
evidence about the intervention effects) or

I with advanced HIV disease or who aeziously ill(strong
recommendation moderate certainty in the evidence about the
intervention effects) or

I irrespective of signs and symptoms of TB and wittial cell
count <200 cells/mmdstrong recommendationmoderate

certainty in the evidence about the intervention effects regu'?rtd
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WHOSUGGESUsing LH.AM toASSISin the diagnosis of active
TB in HIVpositive adults, adolescents and children:

I with signs and symptoms of T@ulmonary and/or extra
pulmonary) orseriously ill(conditional recommendation
low certainty in the evidence about test accuragy)s with
In-patients- and

I Irrespective of signs and symptoms of TB and wittilal cell
count <100 cells/mm%conditional recommendationvery

low certainty in the evidence about test accuracy) C[?4d
require




(:g‘ YINY i Use of LALAM: key messages

Might not be available if no
access to GeneXpert or
LISNE2Y OF yQi L

LFLAM =rule-in testto screen for acive TB

A Still requires molecular test for RR/MDR testing!

A Should treat if LAM positive (no need for positive
XpertMTB/RIF for confirmation)

LFLAM =NOT a ruleout test
A additional testing needed to ruleout TB!
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WHORECOMMENDS AGAINSSIng LHLAM to assist in diagnosis of active
TB in HIVpositive adults, adolescents and children:

I without assessing TB symptonssrOng recommendationvery low
certainty in the evidence about test accuracy)

I without TB symptoms and unknown CD4 cell count or without TB
symptoms and CD4 cell courft00 cells/mm3 gtrong
recommendation very low certainty in the evidence about test
accuracy) and

I without TB symptoms and with a CD4 cell count ofcC20® cells/mm3
(conditional recommendatioyvery low certainty in the evidence
about test accuracy)
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with TB most at risk of death (1)

LFLAM testing can help to decrease T&ated death:

Sample type = urine = easy to collect

Test = quick (25 mins) and simple (add urine to LF test) = point of care;

USD3.50 (GDF)

Systematic review and metmnalysis: patients with HIVB and

detectable urinary LAM have increased mortality risk compared to those

patients without (GuptaWright et al. BMC Medicine (2016) 14:53)

A LFLAM:

I provides major incremental diagnostic yield with very high specificity
when used in combination with sputum testing

I has important utility among those without respiratory TB symptoms
and/or unable to produce sputum

I rapidly identifies individuals with a poor prognodiswn et al. BMC
Medicine (2017) 15:67)
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with TB most at risk of death (2)

A LAMuguided initiation of antiTB treatment in HI\positive inpatients with
suspected TB associated with reduced&@k mortality

A 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 sel
expectorate sputum (Peter et al. Lancet (2016) 381:1187)
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Based on prior WHO guidelines (symptoms, CD4<300)

= a\?‘%‘f»’f ’ oy S _ Survey: 31 highest TB/HIV
 pesdran. e g burden countries
< s ?fg‘ < A Response: 24 countries
(77%)
A Adopted: 11/24 (46%)
A Routinely used: 5/24
(21%)
A Planning: 15/24 (63%)

\\ L\vﬁ 5
Confusion about whether
High TB/HIV countries and
s (eop s TB or HIV programme
B High TB/HIV country, no
response mandate
B Policy adopted, test not
implemented
B Testimplemented without
policy
B Policy adopted, test
implemented :
There is no budget allocated for procuring the test [N
- Evaluation or pilot studies of test are yet to be conducted in our country [ NNRNRGENNNNEES
SinghroyD. N'., et al. (2020). AdOptIQn and Uptake of the The test is for only a small patient population, and thus is not R ————
lateral flow urine LAM test in countries with high tuberculo: considered a priority to implement
and HIV / AIDS burderturrent landscape and barriers. i bt Tk e T rasrariermandais
i i |
Gates Open Research, 4, 24. Brog
gttlps://dm.org/https://d0|.org/10.12688/gatesopenres.1311 The test is not in the HIV/AIDS program's mandate N
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TAG L AM dashboard of countries with high burdens of TB and HIV:

A 13/30 (43%jncorporated LAM testing into nationglidelines

A Only7/30 (23%)areimplementingtesting (DRC, Kenya, Malawi,
Myanmar, South Africa, Uganda, Zimbabwe)

Communities should demand access to LAM testing by:

A Working with yourgovernmentto incorporate LAM testing intGlobal
Fund and PEPFACountry Operational Plans (on TB and/or HIV
programmebudget)

Asking National TB and HIV Programmes to introdudeAlMrtesting as
per WHO guidelines)cluding training of health care workers

If required, ask Abbott (manufacturer) and NRAeQgistertest in country
Generate demandy buildingawarenesdan TB/HIVaffected communities

Encourage donorto support roltout
UPDATED Feb 202( .

¢! Do 'y | OGAQA&aG QA
https://www.treatmentactiongroup.org/publication/amactivistsquideto-the-tb-lam-test/
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https://www.treatmentactiongroup.org/publication/an-activists-guide-to-the-tb-lam-test
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.........

Overall conclusions
A Evidence reviewed supports continuade ofXpertMTB/RIF and
XpertUltra as initial diagnostic tests for pulmonary TiB patients ofall ages
A Also supports use ofpertMTB/RIF ani&pertUltra in diagnostic workp of:
i all patients withextra-pulmonary TB

I children with TB(specifically gastric specimens, nasopharyngeal specimens ¢
stool specimens)

A Both assays also show high accuracy in simultaneous detectiifarapicin
resistance

A The performance ofruenatMTB, MTB Plus and MTRIFDxassays show
comparable accuracwith XpertMTB/RIF anXpertUIltra for

I TB detectionTruenatMTB andlruenatMTB Plus)
I Sequential rifampicin resistance detectioiryenatMTBRIfDX)

A TruenatMTB and MTB Plus assays also show comparable accuracy to-tAdVF®
assay [EikenChemical Company Ltd (Tokyo, Japan) as replacement tests for sput
smear microscopy

A The data folfruenatMTB-Rif Dxshow similar accuracy to WH@pproved
commercial line probe assays

I GenoTypeMTBDRpIU®VER 1 and 2 (HdifescienceGermany)
I NiproNTM+MDRTB detection kit 2®iro, Japan
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Drugresistant TB cascade of care
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Algorithms for LH.AM use

Population: All hospitalized patients, including adults, adolescents and
children living with HIV

CD4 count
based

: No TB signs and symptoms with any of

INPATIENT SETTING

Not CD4
count based

4

following: *  No TB signs and symptoms AND

Positive for TB signs or symgtoms

kive for T8 signe or +  Positive for AHD and/or senously Il + or ¢ CD4 above 200 or Unknown CD4
* (D4<200

b 3 . 4

N ATV &
Perform Xpert MTB/RIF (Uttra) —_— Parfiom
and Urine LAM if avadable Urine LAM

{ I ] ] TPT, ART,
i ( [ xoert Negative or ) [ Xpert Negative or ) Bactrim
Xpert Postrve Xpert Positive N/A N/A Perform Xpent If
| UAMPosktive || AMNegathve  J|  Lampostive || LAMNegative | available

CD4<200 1

. 4
Xpert
= Xpert Negative or N/A
| ~[,,...'..m]f ) =]

Clinical
T8 Treatment T8 Treatment Perform workup Management ! . 2
\ J\ ) \_toexclude DR-TB Trestfor 18, |
- TBTr orm workup
DSTB or S DSTB or (3 DSTB or TB is not D5TB qre DR-TB )
DRTB Tx DRTB Tx DRTB Tx ruled out CRAG, TPT, DRTB Tx

ART; Bactrim
'AHO—wwmem-Fumh:awddamtxwdﬁmddumknuxmmNNdeNMIuWHOMBovlevem_llkhidrmmmlhnﬁwm
old are considered as having advanced HIV disease.

+ WHO TB symptom screen ncludes presence of fever, weight loss, or any cough. “Senously Ill” is defined based on 4 danger signs - respwratory rate> 30/min, temperature>39°C, heart rate>120/min and unable to wak
unasded. PLHIV with TB may also present with signs o symptoms of extrapulmonary TB ncluding lymphadenopatiy, meningts, or other atypical presentations warranting evaluation,

Color codes [ ] clinician/nurse action item [ ] results [ ] final outcomes
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Applies 1o all of the following populstions of aduits, adolescents, and children

ClJNlCIOUTPAﬂENT * Al newly diagnosed HIV patients that are ART naive
SE'ITING *  HIV patients returning to care followng an interruption of treatment
*  HIV patients receiving an ART regimen that is failing
¢ Patients presenting at chnic and unwell
v v »
Positive for TB Signs and Symgtoms and/or without TH symptoms AND not seriousty ill ] without assessing TB symptoms
seriously Wt
| [
' v v
AND * CD4 <100 or ¢ Unknown CD4
* (D4 100-200 o CD4>200
Xpert if available * Staged/4
(and culture/OST if available) ! ¢
v
. e . { v
Collect specimens before I AT Do not perform
AlerelLAM Aoply AHD > urine AlerelAM
| treatmentbalthough'Xpert et
+ may pe negatlve v Posithve ¢ Negat e |
( D £ ™ : - e
oertostive | xpert Positive [WW“] [wmmo-] Pectorm xoeet it m
LAM Positive LAM Negative . available
L ‘A 3 LAM Positive LAM Negative ey
L 4
h 4
2 2 N — . Xpert Wu";""““" TPT, ART,
T8 Trestment T8 Trestment ‘Mhm S > Bactrim,
& J\ j too-tluholm » Treat for T8, DSD model
T8 Treatment Perform workup to exclude DR-T8 of care
TB |s not
*AHD - Advanced HIV Disease - For adults and adolescents, and chidren :tddemhﬁnducmulm<mdslmmlumn*3udmm All children younger than five years
oid are considered as having advanced HIV daease.
denopathy, meningitis, or

# WHO TH symptom screen includes presence of fever, weight loss, night sweats, or any cough. PWH with TB may also present with signs or symptoms of extrapulmonary TB including ly
other atypical presentations warranting evakiation. "Senously ill” is defined based on & danger signs : respiratory rate> 30/min, temperature>39°C_heart rate>120/min and unable to walk uuded

Color codes [ ] clinician/nurse action item [ ] results [ ] final outcomes




Q‘:’gb YINY i Use of LALAM: key messages

Might not be available if no

access to GeneXpert or
LISNE2Y OF yQi
LFLAM =rule-in testto screen for acitve TB

L.

A Still requires molecular test for RR/MDR testing!
A Should treat if LAM+ (no need for positivepert

MTminﬁrmation)
LFLAM =NOT a(uleout test

A additional testing needesdto ruleout TB!

LFLAM is a screening test
and a diagnostic test

www.iasociety.org
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Pre-XDR

Rifampicin $ ¥ Rifampicin [l & Rifampicin [l Rifampicin [
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WHO guidance on treatment & management
of drug-resistant TB, 1996 +

Consolidated

DR-TB R s —
treatment
& guidelines _

lllllll

2&\ World Health
&%, Organization
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" FU N DX P re—zo 16 Guidelines for

the programmatic

management of
drug-resistant
tuberculosis

Treatment 8 (CmLX Pto/Cs/PAS/Z). 12 (Lfx Pto/Cs/PAS)
A Use of shorter treatment
regimens: no recommendation
AW/ 2y OSy GTB2yihen &4 5 w
drugs + PZA:
I Injectable agent (Cm, Km, Am)
I Later generation quinolone
(Lfx MfXx)
i EtdPto
I Cs, plus PZA
A Treatment duration: at least 20
months

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




