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WHO policy on collaborative TB/HIV activities: guidelines for
national programmes and other stakeholders

Overview
2012
These policy guidelines on collaborative TB/HIV activities
are a compilation of existing WHO recommendations on
HIV-related TB. They follow the same framework as the
2004 interim policy document, structuring the activities
under three distinct objectives: establishing and
strengthening mechanisms for integrated delivery of TB and
HIV services; reducing the burden of TB among people
living with HIV and initiating early antiretroviral therapy;
and reducing the burden of HIV among people with
presumptive TB (that is, people with signs and symptoms of
TB or with suspected TB) and diagnosed TB.
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All Against Tuberculosis EUR/MTIS061622/5
WHO Eurcpean Ministerial Forum

S — oA, dmbsfoeng §3996900L
The Berlin Declaration on Tuberculosis 606()[5(’)6)060 aoagmmobom
O e e B e e e s s 2 B 50b0dbsgz9b, Mma:

Mmsterial Forum on Toberculosis, beld m Berln on 22 October 2007, note with concern that taberculosis
(TE) has re-smerged 35 an Mcreasing threst m health secunry m the WHO Europesn Eagion.
- In 2005, there were 445 000 new cases of TB and 68 000 TE-relarsd dearhe in the Region.

- Thare are high TE mridaenrs rase: within tha Fagion.

«  Even incounmies wirh a relatively low burden, ere has besn 3 reverss] of the pravious decline. > (-y) 8 b 6) ™M 68
- Thwoughour the Region, the presence of TE [ often relatsd o socisl snd economic fecrors snd 0 0 0

| s e e HIV/AIDS @553500989c?
- Mo new dia 1cs, drugs or vaccines have been developed over the soveral decades.
. mﬂwmmmmn- g8 of comyp and wﬁ“"—““m““‘" 806)0)0 bb(qb()b Q

- In the Region, TR is e most prevalent canse of Mlness and momality in peopls living with bo O Ob 606,00,)0 ;; O

HIV/ATDS, and few couniries address TB/HIV coinfection in a comprehensive manmer.
e TR R e e o o doBgbo TB-05 @s dbmerm

= TB does not respect borders.
- The Region has 4 high prup-nmm ol CUTCOmEs ing from poor

e e e o BHB™M20060MO S0

¥ il ‘l"'h""" o2
Tegtment soategies needs to be Mrther srengthonad.

A T e e e e i e 95306090L TB/HIV 3m-

- Focused action is needed to tackle MDREDR-TE and TB/HIV coinfection.

+  Prevention, including infection conrrol, is a facior of conrimed importsnce in T conmol, O 6 Ob(b b b 6)6

especially among vulnerable groups.

- Timely collection, ransmission, validation and analy=is of quality TB surveillance dam are
scsential for proper TR confrol snd slimmation infervenmnons.
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Presentation Notes
This is known as the 3 Is challenge, and requires substantial engagement from the side of HIV services, in order to significantly improve our capacity to avoid circulation of TB in communities of PLWHA, to prescribe IPT, and to detect early and efficiently TB cases occurring among PLWHA.
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Jones et al. 2000, USA

Girardi et al. 2000, ltaly

Santoro-Lopes et al. 2002, Brazil

Badri et al. 2002, South Africa

Golub et al. 2007, Brazil

Miranda et al. 2007, Spain

Muga et al. 2007, Spain
Moreno et al. 2008, Spain®

Golub et al. 2009,South Africa

02 04 06 08 10 1.2
Lawn et a1 2009 (Review) ‘Adjusted Hazards
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Presentation Notes
There is substantial evidence on the capacity of HAART to reduce the incidence of TB by approximately 80% in high and low burden countries
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» 2006 H9erb Lodbmgo 593603500 ART 9390bsMmdoDg
dgmag30 3530953 900L MHoEbzo 3obodoerIMo 0gm o
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LSGIMObY;
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5 - ©5535090mo  TB 35309630l  8amds®mgmds

(Lawn, 2005)
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Dembele M, Int J Tub Lung Dis 2010, 14: 318
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Girardi E, Clin Infect Dis 2005, 41: 1772

14 y = 33-1 2x-0.8031
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TB incidence rate
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Duration of HAART, months
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HIV 35309659800

Most common Ols in first 3 months

T8 (pulmonary / extrap.)
Herpes simplex disease
Crypltococcal meningits
Pneumocysiis pneumonia
Oesophagial candidiasis
Kaposi's sarcoma
Toxoplasmosis of the brain
Bacterial pneurmonia, recurrent

Sub-Saharan Africa

= e o il rebreee.

1B (pulmonary / extrap.] Europe & Morth Amenica
Kaposi's sarcoma
CMVY disease
FPrneumocysts pnewmonia
Cther mycobactenal disease
Oesophagial candidiasis
Wasting
Encephalopathy

o 50 100 150 200 250 200

Arch Intern Med. 2005;165:416-423 Incidence rate (cases / 1000 pyrs)
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Dowo | 3mbdo@omobomgdmer | 3d0dg ©s535¢9gd0L Q05535Q0gd0L
939AYMPBMS 6m©9bMds 5M3-U 0b309bGHMds
(5 )bMds 53mbbg (3060

Powoljsedo)

2008 159 19 11,9

2009 369 28 7,6

2010 362 21 5,6

2011 458 19 4,1
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(2008-2011 bsd=ysemer dsB396989¢»0)

0635100 d5gEH M0 ©535¢0GdS 25,3% (22/87)

5J3H0MM0 EdgM3MmBo 20,7% (18/87)
30L3969w0 goddsbombo 12,6% (11/87)
3003GH™Mm3m3o dgbobgyo@o 10,3% (9/87)
39639L0L X aBom A5dm{3gwK0 8,1% (7/87)

55350090900 (VZV, HSV —
56my9bo@sm®0, (36L-0L EsB0s6YdS )

3963OXO BHgim3esBdmbo 4,6% (4/87)

Kaposi's sarcoma/non-Hodgkin's 4,6% (4/87)
lymphoma/Cervical cancer

30600 3935¢0E900/030deols 13,8% (12/87)
goMmbo *
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Dembele M, Int J Tub Lung Dis 2010, 14: 318
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1B 35309699800 HIV-0b §58m3¢v905:
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BACTEC MGIT 960 53505&0m, H@Igrol

L9BLOEOIOMDS 3456 50SWIRJOMSD (L) 3gotgdom
50-75%-007 Jo@ogroo;

> B6sg0 0meg3aeg®o 33¢3doe:
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GeneXpert MTB/RIF

Sputum liquefaction
and inactivation with
2:1 sample reagent

4 o [ 6 L7

Sample Ultrasonic lysis DMNA molecules Seminested
automatically of filter-captured mixed with dry real-time
filtered and organisms to PCR reagents amplification
washed release DNA and detection

—

in integrated
reaction tube

O

Printable
test result

Transfer of
2 ml material
into test cartridge

MTB/RIF

- -

MTB-RIF

T pesiance NOT DETECTED

Cartridge inserted into
MTB-RIF test platform
{end of hands-on work)

Time to result, 1 hour 45 minutes

Boehme et al. N Engl J Med 2010; 363: 1005
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The IN EW ENGIL AN D
JOURINAL of MEDICINE

Rapid Molecular Detection of TTuberculosis
and Rifampin Resistance

> 3G IO5Q ©LEGYOId TB 8g0;bz)390msb
GeneXpert MTB/RIF -00 TB @o@ob@Mqo

v'561-@5b 551 (98.2%) 30(+) 353096 d0;
v'171-5b 124 (72.5%);390(-) 3530963 3d0;

»3d9000b3939030, Loog TB 96 0ym ©©LEvIOHgdmo
MTB/RIF 1393058096M05 oym 99.2%;

» MTB/RIF -0 6093583030060l 035600 09HoLB9bEH™Mds
BPM5@ 4900LsBP3Ms 98.1%-do (514-sb 504 353096¢3)30)

10.1056/ NEJMELOOB496 NEJM.ORG

The New England Journal of Medicine
Downloaded from www.nejm.org at MCGILL UNIVERSITY LIBRARY on September 1, 2010. For personal use only. No other uses without permission.
From the NEJM Archive Copyright © 2010 Massachusetts Medical Society.
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bgdoLdogm dgdmbggzsdo TB
33996b5cnMds Mbs sofyml

©5Y™30906¢n03

WHO, 2010: Rapid Advice on ART
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TB 839960b5¢rmds 063gbLowye g35BsTo gweolbdmdl 3019356M9EgdoL
4mMm39¢OEOO0M®, 353039900l BsB530 30 3306580 3-XgH F0MGdSls

CDC , ATS and Infectious Diseases Society of America Guidelines
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693000030 256300050930l MHoli30 M0gs33030bol dowgdols
bsba®dgogmdols dobgpzom

035353303060 330939901 93000039000 09300030l BIMOOMI0MN0
domgdols 5 96MdS 5 96MdS X9396M0 Moli3o
bsbgMAE03mds dsB3969090 (95% Cli)
(95% Cl)
2 ™39 6 40/258 10,8 (0-25,1) 3,6
(1,1-11,7)
6 ™39 12 100/730 9,8 (0-19,8) 2,4
(018-714)
>8 ™39 6 20/314 3,3 (0-9,0) 1,0
(reference)

Khan FA, AIDS 2010 (methanalysis)
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B FIGURE 1.26

Treatment outcomes for HIV-positive and HIV-negative TB patients,

2006 cohort. The numbers under the bars are the numbers of patients included
in the cohort.
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[data from 48 countries)

WHO Global TB Report, 2009
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ART TB 9316b5¢nmdsb09b ghonog 360d369cmgbs
59306M90L 0330 O0IBMBSL

ART-b 0bo06905
TB 9316bsgnmdol [$8Ys Py TGRIes)

3900Mm©Jdo 67 Mg
(n =429)

ART-b 0bogotgds

TB 83996bs¢rmdols L535¢EO MO
99909% 261 g

(n =213)

Abdool Karim SS, N Engl ] Med 2010; 362:697-706
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French National Agency
for Research on AIDS
and Viral Hepatitis

ART -b 0bogo®m908s 1B 35309659800 an FLS)

ART -U 0603060905 50009gw9e BEo0sBY (2 33060500)
0 3ma30569000m (8 33060500)

Kaplan-Meier survival curves

100
033000056Mm
1N b033@ 036MAS
lf i 34%-001 399306005
;“:: 085 : ART“) 2 3806’560
309 obogo®gdol
* 078
O 0d9dombgg3sdo
oss e 8 330050050
e og-rank p-value: p= i
- — : 509000
= 2 me vom T8 Featment inklation (weeks) - 0@ 0
[ Earty aam  ~-==re- Late arm I
Survival probability Early arm Late arm Log-rank
(95% CI) p-value
Week 50 86.1 (81.8 — 89.4) 80.7 (76.0 — 84.6) 0.07
Week 100 82.6 (78.0 — 86.4) 73.0 (67.7 — 77.6) 0.006
Week150 82.0 (77.2 — 85.9) 70.2 (64.5 — 75.2) 0.002

CAMELIA (Blanc et al).
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©599m3b909ewo ART dmg3006g00m0 ART

353096 900L 127 126

5m9bMds

39OO0(339¢0S 76 70

36 A9MIOI0GEZIS 40% 45%
p=0.52

Torok et al. ICAAC 2009, Abstract H-1224
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WHO, 2010: ART guidelines
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Patients with IRIS /total patients Proportion of patients developing IRIS (%, 95% Cl)
Tuberculosis
Narita et al (1998)2 12/33 - 36-4% (20-4-54.9)
Wendel et al (2001)2 324 < 12.5% (2.7-32:6)
Navas et al (2002)* 6/17 - 35.3% (14.2-61.7)
Breton et al (2004)% 16/37 - 43-2% (27-1-605)
Kumarasamy et al (2004)* 11/144 —— 7:6% (3-0-13-3)
Michailidis et al (2005)= 14/55 e 25.5% (14.7-39.0)
Bourgarit et al (2006)¥ 7/19 > 36-8% (163-61-6)
Chew et al (2006)3 4/16 - 25-0% (7-3-52-4)
Manosuthi et al (2006)7 21/167 —— 12:6% (8-0-18-6)
Elliott et al (2007)%® 6/27 = 22:2% (8-6-42-3)
Lawn et al (2007)*® 19/160 —— 11:9% (7-3-17-9)
Park et al (2007)+ 9/482 > 1:9% (0-9-3-5)
Serra et al (2007)* 10/84 —— 11-9% (5-9-20-8)
Eshun-Wilson et al (2009)# 56/337 —— 16-6% (12-8-21-0)
Kumarasamy et al (2009)* 95/1731 > 5.5% (4-5-67)
Manosuthi et al (2009)* 21/126 —~— 167% (10-6-24-3)
Combined e 15:7% (95% Crl 9:7-24-5) 1>=93-1%

IRIS-0 TB 353096 900U o3gowols 30bgbos
0d900bg935005 3.2% (0-7-9-2)-0o

Muller M, Lancet Infect Dis, 2010 10: 251 (metanalysis)
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(a) Symptom score
Week 2
100+ 1004
P=0.001
m B{:ll m BE"
= c
dC_J " B Deterorated E 60-
]
o] 9 ] Nochange v
o 40- : ﬂ; 40+
‘,._‘-;E BB Improved of resolvad o~
204 i 1 204
/
04 . . IT] 0-
Placebo arm Prednisone arm

(n=51) (n=51)

]

(b) Chest radiograph score

Week 2

P=0.002 B Octerorated
Wi [] Nochange

B improved or resolvec

Placebo arm
(n=30)

Prednisone arm
(n=3)
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NNRTIs, ABC, 3TC

PIs, NVP

RTV, AZT, ATV

AZT, 3TC

EFV
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WHO, 2010: Rapid Advice on ART
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Indinavir 3 90%
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Amprenavir J 81%

Lopinavir/ritonavir 4 75%

Atazanavir 56 Bo@ESMGOIMS
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Boulanger C, CID 2009
Khaci H, JAC 2009

Naiker S, 18° ICAAR, 2011
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TB, HIV s b56030m&03m¢0 B53wsegdgdols 0b6@Mo396w90m0 8mbdstgds - 3 30mdergds 1 35309630056

IDU as % of all HIV/AIDS cases with known
transmission route

HOTE: % of AIDS cases in countries not reporting HIV: France, Raly, Spain  Soerces: WHOS ECDC, national reports.
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Presenter
Presentation Notes
The 3 group of activities (A,B, C) are presented into details.
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D0osbols 3993060900l dJoBbom;

» TB/HIV Ly630l90m5b bgerdolszmdmdol
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dmbsHorgmds 656 3MEH 030 1590900l

0699306 dMmabTsr9gdergddo TB s HIV 309395300l
36m39Ldo;

TB/HIV Working Group of the Partnership Focus on European Region, Almaty, May 2010
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Rachow A, PLoS-ONE 2011; 6: e20458
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2. IPT - 0BmbosHoom 30939530m0
d3OboErMdo;

3. IC-0bggdzool 3mbEmmero;


Presenter
Presentation Notes
This is known as the 3 Is challenge, and requires substantial engagement from the side of HIV services, in order to significantly improve our capacity to avoid circulation of TB in communities of PLWHA, to prescribe IPT, and to detect early and efficiently TB cases occurring among PLWHA.


&0l ool 96mB¢erog0o mmbolidogdgdo (STOP TB)

A8 o 503—0b 06998 00H989¢v0 LsFbsbmols
d94560b0dol dg40bs;

A18939¢7Bob (H3000006 J9dr009085
32 bohor10 503 bhsdribol dimbg scosdosbgddo
(“bsdo I”) ;

303—0U (9300000l 90307985 (9189023772 OO
D3350 9)3JO.



A1890329¢r2Yols (H30000b d9dso0M90s 503 06830300989¢79800

31

dg-4-9 |




590 569095 D3009b9¢cmo §379005¢P™8s dg— 4 1 ?

-0s360 80%—309 5030098 (96 3562000563980 J9lsdc98¢ 850 (H
802093 ©385¢0, 36939 Fs5¢m0 (930600006 4b9 5299698d0;

-0s360> 80%—309 5030098 (96 H9;30003980b oMbl

0550 J900¢n985 09l o050 0bosdmmo MDR—-TB 93009800l
3oU33265002¢m98¢m5@0 503 0633030098900 deatrob ;

05360 bgerls pgmdl B8 0900063925005 8592019656 sdsero CD4
5020096800 J901339¢730b5U;

-H8 535030L by 503 32 BoGOrID0 bhsHbol 84mbg 3omhors
dem®ol, Gdem9805 009398056 Fs5600—Bg, 10—396 9905 3269
dealsbergBsborsb dgcos®938000.



AO18962371¢v2 Dol 4900063935005 59H0rIP0 5930965

- 9329075 503+ bdsdbob G4mbg somol s«yz300¢7989¢00

85902330935 O8I D g 503-0b 30639¢500
05362 boM980bs 5 3(0-b spg900L Hob;

- H18902371cn2 B Y9 bsg 302 Lod3hmbgdol s63L9880bsL 503
06930(30072989¢00 353096900 8c2bodmmobgo 6960bdogm
I3

-U506993002 6562029039006 F8bds989¢v00s L360060630.



AO18962371¢v2 Dol 4900063935005 59H0rIP0 5930965
bsg560339¢mmdo

303+ 3009000 b 360060630 (H9896239¢72 O Yy ©5 (HO
4900062929006 00583609035 Boriem0s, 58058 b
3356Lm309b, ®md 503-5603300989¢m0 (H#989(39¢72 DO
356329096985000;

- H1890377¢72 bol 0900063935005 SHH0M0 359207965
ps®m8250896L 60 56566960 “I” bsgdageml: dobo

0903980000985 (98- Y9 bsg#zcr d9dobz93980L Lpmsao
35002201965 dgbsdergdcrmBsl 3350cv92b 535950 0300 0d
309800, 30005655 X9 32093 SO 5G0L §56200050989¢m0

3THOLID0 (H1896239¢ 2 YO.



AO18962371¢v2 Dol 4900063935005 59H0rIP0 5930965
bsg560339¢mmdo

3OMBemgds: (9989 39¢2 ol 33s9m®o;635 3069800
b36006063006 30980000 J9q09898000:

303 0692030098100 35309099800 3592300063523
b3000606300 960796000 9¢79096(90

@bo Lod33mao.

v b39¢s,
V' (39039059 H0b Jds9Bs,
v’ @odols M3¢v056dy,

V' pbsdo o 301980.



AO18962371¢v2 Dol 4900063935005 59H0rIP0 5930965

93209605309 1:
O89%379¢2BYg 99815 H9emo Ui3H0bobz ol bd®sdgsos

- 0b3;330L 090539800 gsbbpszcms H8-ob 307060396
35022¢006989800 (H189039¢r2D0ob d9dorb3920b so@H99¢m0
©05836mbHo 0L Jobboor s03+306093d0;

-303-0b 309290050 30896056 s d9dogmd ymz9¢m0
302669009 5300658 9bs bshstrogl L360060680

A1896239c72 Y Y, O3 89crobbdmdb:

1. bod3hmBos 3s9m3¢m965L (5639:906985),

2. bod3HmIos 3sdm3¢m9bs (3¢706039%0 350033¢193900);
3. bsFom980b 90006393500 dg0a69 combol 3582320793980

(65639¢70l Jo36ml 3305, 89¢d39(000L £9658960805990)



AO18962371¢v2 Dol 4900063935005 59H0rIP0 5930965

93209605305 2:

> 503-302Y0H0m0 bhsdeibol 84mbg , dorbEHpooen9dbs s
derDsm90L 1bs 1 Hsm© 3900 b300060630 307006037900
Mool obgz000.

> 503 069203009890 Jder ©HO0e90bs s derBsmgol,
093 309000698500 9H0-9(0000 39000
b50m30m0¢m0 bod3¢hmdorsgsb:

Y b39s.
V' bbgerols (999390590l Js998s
V' @390l m3¢0560285

V' pembob ©s3¢7985

dgbsderms 39006900 SHH0™0 H189039¢ 2 Bo O
SBOCIBIC05 G500 359M3301I35 HIBIO3IC 2 BBy @5
625 0552509898 Y9 (095630 3930209b6C05;305)



303-32BoBH0H 30039830 (H189(23-1¢r2 Yol 859Mm30¢m960l
SEMZMH00G0

A6 b03390980 56 sbs¢mo 3026095990 (H0 53500F9MmRsb

SAHOI0 H0 033602Vl @sILAIH985 36 35903635

A0 LA IHDOS A0 3359m0m0;bs

\
O0LsHobss@8g8 2 JoGom09MH5305 JOG03HMROCVSHHO3S



A189039¢02 D00 5350085 503 32 DOBOLIH 3099800 83560>-0b
@3p49060b 09008

6,1

——AIl TB

2,23

1,21

cases /100 persons / year

0,18

I I I 1

0-90 dd 91-180 dd 181-365 dd > 365

O N W » O O N
1

Dembele M, Int J Tub Lung Dis 2010, 14: 318



Algorithm

Person living with HIV
H LR 111 v

Screen for TB with any one of the
following:™*

Current cough; Fever

Weight loss: Night Sweats

No Yes
Assess IPT contraindications Investigate for TB & other disease
No Yes Other diagnosis Not TB TB
) Appropriate Follow up & || Treat for
Give IPT Defer IPT treatment & consider BT -3
consider IPT

Screen for TB regularly
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(*) 38 36935¢296580LsL 5%

Getahun H et al. Plos Med 2011; 8: 1000391
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